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PROTOCOL TEMPLATE – CLINICAL TRIALS


This protocol template is intended for research projects that are considered clinical trials. A clinical trial is defined as “any investigation involving participants that evaluates the effects of one or more health-related interventions on health outcomes. Interventions include, but are not restricted to, drugs, radiopharmaceuticals, cells and other biological products, surgical procedures, radiologic procedures, devices, genetic therapies, natural health products, process-of-care changes, preventive care, manual therapies and psychotherapies. Clinical Trials may also include questions that are not directly related to therapeutic goals – e.g. drug metabolism – in addition to those that directly evaluate the treatment of participants” (TCPS 2, 2018).

The purpose of this document is to provide a template for WCH investigators to design their clinical trials in a compliant and standardized method. It is intended to assist investigators in describing the clinical/scientific value of their hypotheses, minimize uncertainty in the interpretation of outcomes, and maximize generalizability of results. This protocol template was created to meet regulatory and institutional standards, and it has been adapted from the CAMH Clinical Trials Protocol Template (Version Date: 08-Oct-2021).
For queries related to the use of this template, contact the Research Ethics Office at ethics@wchospital.ca

INSTRUCTIONS ON USING THIS TEMPLATE

It is important to include all applicable sections of the template into your protocol. Do not change the order of sections. For sections that are not applicable to your clinical trial, please include the heading but enter “Not applicable” under it.
 
Instructional text: This text provides context and guidance on what should be included within the section and should be deleted/replaced prior to finalization of your protocol. This text will be presented in italics throughout this document. Notes for consideration by the study team will also be highlighted in red. 

Recommended text: This text includes suggested wording to be used within your protocol, although it can be modified by you to fit your protocol. This text will be presented in turquoise highlight throughout this document.
Version control is important to track protocol development, revisions and amendments. Please ensure that the protocol version date is tracked in the lower left hand corner of the document.

Do not include this page when finalizing your protocol.


<Protocol Title>

Principal Investigator: <Principal Investigator>
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Version Date: <dd-Mmm-yyyy>
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Note: this table should list key members (PIs, Co-Is) of the research team. An entire list of all persons who will have access to study information, why their access is necessary, their roles in relation to the research, and their related qualifications, should be maintained in a separate delegation log for each study team.
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[bookmark: _Toc120010789]STATEMENT OF COMPLIANCE

A statement confirming the clinical trial will be conducted in compliance with the protocol, ICH GCP, applicable regulatory bodies and institutional requirements must be included here. 

For multi-site clinical trials: A statement of compliance should also be included for each site, with the site Principal Investigator’s (PI) signature.  

This clinical trial will be carried out in accordance with the following: 
· International Conference on Harmonisation Good Clinical Practice (ICH GCP)
· Tri-Council Policy Statement 2018 (TCPS 2)
· ISO 14155:2020 for Medical Device Clinical Trials
· Personal Health Information Protection Act (PHIPA), 2004; Chapter 3 Schedule A (PHIPA) and applicable regulations
· Food and Drugs Act 
· Part C, Division 5 of the Food and Drug Regulations
· Part 3, Medical Device Regulations
· Part 4, Natural Health Products Regulations
· U.S. Federal Policy for the Protection of Human Subjects (Common Rule)
· U.S. FDA Regulations
· Institutional and REB policies and procedures






________________________________		_____________________________
Signature of PI					Date
or						
Signature of site PI (multi-centre clinical trials)											




[bookmark: _Toc120010790]LIST OF ABBREVIATIONS
Include a list of abbreviations used within the research protocol. A sample list is included below:
AE		Adverse Event
CRF 		Case report form(s)
DSMB		Data Safety & Monitoring Board
GCP 		Good Clinical Practice
ICF 		Informed consent form
PHI		Personal Health Information
PHIPA	Personal Health Information Protection Act
PI		Principal Investigator
QI		Qualified Investigator
SAE		Serious Adverse Event
SUSAR 	Suspected unexpected serious adverse reaction
TCPS 2	Tri-Council Policy Statement 











[bookmark: _Toc120010791]CLINICAL TRIAL SUMMARY

	Short Title
	Shortened title, if applicable.

	Phase
	Phase (e.g. I, II, III, IV) of clinical trial, if applicable.

	Methodology
	Clinical trial design considerations: single blind, double blind or open label; randomized, placebo or active placebo control; cross-over design, etc.

	Clinical trial Duration
	Estimated time (in months) from when the clinical trial opens for enrollment until closure with the REB.

	Participating site(s)
	Description and number of participating sites enrolling participants (e.g. single-center or multi-center).  

	Objectives
	Brief statement of primary research objectives.

	Number of Participants
	Number of participants anticipated for the entire clinical trial (e.g. including all sites).

	Study Intervention
Reference Therapy/Comparator
	Briefly describe the study intervention.
Note if there is a standard reference therapy/comparator against which the study intervention is being compared, or if the reference is a placebo.

	Duration of Intervention
	Total duration of study intervention (i.e. drug, medical device, natural health product, behavioural interventions, etc.).

	Statistical Methodology
	A brief description of the main elements of the statistical methodology to be used in the clinical trial. 



1.0 [bookmark: _Toc120010792]
INTRODUCTION
The following subsections should include relevant background information and rationale on the clinical trial. This should be an overview (e.g. approximately 3-7 pages). Only include sections that are relevant to the clinical trial (i.e. indicate N/A under preclinical data to date for a behavioural intervention study). 
1.1 [bookmark: _Toc120010793]Background
This section should contain background information of the target illness(es) to which the study intervention holds promise.
1.2 [bookmark: _Toc120010794]Study Intervention
This section should contain a brief description of the study intervention, and any relevant information pertaining to it (i.e. provide details regarding the intervention itself, irrespective of whether it is a pharmacological, device or behavioural intervention).
1.3 [bookmark: _Toc120010795]Preclinical Data to Date
Summarize the available preclinical data that could have clinical significance, if applicable.
1.4 [bookmark: _Toc120010796]Clinical Data to Date
Summarize the available clinical data. If none is available, include a statement that there is no available clinical data to date on the study intervention, and reference the literature to further support the objectives of this clinical trial.
1.5 [bookmark: _Toc120010797]Risks/Benefits
Summarize all reasonably foreseeable benefits and risks or harms, if any from study participation. Benefits should be broken down into direct benefits (i.e., to the participant as a result of participation) and indirect benefits (i.e., benefits to the individual or society in the future), if/where applicable.

Discuss why the risks to research participants are reasonable in relation to the anticipated benefits and/or knowledge that might reasonably be expected from the results. Include steps that will be taken to control or mitigate risks, if applicable. Include rationale for the control/comparator and its use within this clinical trial, if applicable.
Note: If risks of participation are currently unknown, this should be described as well. 

2.0 [bookmark: _Toc120010798]CLINICAL TRIAL OBJECTIVES 
Describe the overall objectives and purpose of the clinical trial. Include specific research questions or hypotheses in this section. Describe primary, secondary, tertiary, or exploratory objectives, as applicable.
2.1 [bookmark: _Toc120010799]Primary Objective
An objective is the purpose for conducting the clinical trial in terms of the scientific question to be answered. Express each objective as a statement of purpose (e.g. to assess, to determine, to compare, to evaluate) and include the general purpose (e.g. efficacy, safety, feasibility) and/or specific purpose (e.g. dose-response, superiority to placebo, effect of an intervention on disease incidence, disease severity, or health behaviour). 
2.2 [bookmark: _Toc120010800]Secondary Objective
The secondary objective(s) are goals that will provide further information on the use of the intervention.

3.0 [bookmark: _Toc120010801]CLINICAL TRIAL DESIGN
3.1 [bookmark: _Toc120010802]Overall Design
Include:
· The type/design of the clinical trial (e.g. phase, randomized, double-blind, parallel group, etc.);
· Justify absence of control group, if applicable.
· Expected duration of each participant’s involvement in the clinical trial; 
· Total expected duration of the clinical trial;
· A description of the sequence and duration of all study periods including follow-up, if any; 
· A schematic diagram of the project design, procedures and stages; and
· Required for medical device clinical trials; recommended for all clinical trials: 
include any known foreseeable factors that can compromise the outcome of the clinical trial or interpretation of results (e.g. factors include participant characteristics, concomitant medication, the use of other medical devices, and participant-related factors such as age, gender or lifestyle). Provide rationale on how these factors could be addressed (i.e. through participant selection, project design, stratified randomization, statistical analysis, etc.).
3.2 [bookmark: _Toc120010803]Primary Endpoints
An endpoint is a specific measurement or observation to assess the effect of the study intervention. Endpoints should be clinically/scientifically relevant and should correspond to the project objectives and hypotheses being tested. Include rationale for the selection of endpoints if applicable. 
Describe the primary, secondary, tertiary, exploratory or safety endpoints, as applicable, to be analyzed in the clinical trial (e.g., specific laboratory tests that define safety or efficacy, clinical assessments of disease status, assessments of psychological characteristics, patient reported outcomes, behaviors or health outcomes).
3.3 [bookmark: _Toc120010804]Secondary Endpoints
Describe any secondary endpoints to be analyzed in the clinical trial.
4.0 [bookmark: _Toc120010805]PARTICIPANT SELECTION AND WITHDRAWAL
4.1 [bookmark: _Toc120010806]Target Population
This section should summarize the target recruitment population. 
If applicable, provide justification for the enrollment of participants whose circumstances may make them vulnerable in the context of a specific research project  (e.g. Aging adults, pregnant women, children, those with impaired decisions making abilities, marginalized and/or under represented populations, persons with precarious legal status etc.). Indicate at what point eligibility criteria must be met to allow enrollment in the clinical trial (i.e. following the screening period, baseline or washout period).
4.2 [bookmark: _Toc120010807]Participant Recruitment and Screening
Describe general strategies for participant recruitment and screening. Include the following information below:
· Target study sample size;
· Anticipated accrual rate;
· Anticipated number of sites and participants to be enrolled; 
· Source of participants. Examples include:
· WCH clinics
· External healthcare providers or community partners
· General public
· Types of recruitment strategies planned. Examples include:
Advertisements including brochures, flyers, posters, videos, and/or social media or other web-based recruitment tools
· WCH Permission to Contact through MyHealthRecord or in-person registration Program
· Introduction from community partners
· Referrals from clinicians/circle of care or other healthcare providers
· Survey panels 
· Snowball sampling
· Listserv
· Pre-screening procedures, if applicable; (reminder that pre-screening requires patient consent or a request and applicable justification to waive consent per TCPS2 3.7A)
· How potential participants will be identified and approached; and
· If participants will be compensated or reimbursed for study participation, describe amount, form/type (e.g. cash, e-gift cards), timing, to whom it will be provided (e.g. participant, substitute decision-maker (SDM)) and any limitations (e.g. provision of receipts, maximum amounts) of such compensation in relation to study activities (include financial and non-financial compensation).  
[bookmark: _Toc119413844][bookmark: _Toc119510293]For studies that include a retrospective chart/sample/secondary use of data component, please include the following information:
· [bookmark: _Toc119413845][bookmark: _Toc119510294]Source of data/samples (e.g, Registry, Database, another study)
· [bookmark: _Toc119413846][bookmark: _Toc119510295]If external or under a custodian, please identify the source
· [bookmark: _Toc119413847][bookmark: _Toc119510296]If from another REB approved study, please identify by PI and REB #
· [bookmark: _Toc119413848][bookmark: _Toc119510297]Approximate date range of data/sample collection
· [bookmark: _Toc119413849][bookmark: _Toc119510298]Anticipated sample size


[bookmark: _Toc119413855][bookmark: _Toc119510304]Recommended text when using the WCH Permission to Contact through MyHealthRecord or in-person registration Program as a recruitment strategy:
[bookmark: _Toc119413856][bookmark: _Toc119510305]The WCH Permission to Contact Program will be used to recruit participants for this research study. 
[bookmark: _Toc119413857][bookmark: _Toc119510306]Upon REB approval to use the Permission to Contact Program  as a recruitment strategy, authorized research personnel will search and contact potential research participants included within EPIC for study participation.. 

4.3 [bookmark: _Toc120010808]Equity, Diversity and Inclusion Considerations
Equity, Diversity and Inclusion (EDI) considerations are important to factor in to clinical trial design to ensure ethically sound and rigorous research results are obtained, and these results are impactful and relevant to the diversity of the Canadian population. Clinical trials that do not consider EDI principles in their design can lead to inaccuracies and misinterpretations of the results. 

Specifically, CIHR indicates the use of “Gender-based analysis plus (GBA+)”. 
GBA+ is an analytical process used to systematically examine how differences in identity factors such as sex, gender, race, ethnicity, religion, age and mental or physical disability, affect the outcomes of research and the impacts of research findings. 

Examples of EDI questions to consider when designing your clinical trial:
· Are sex (biological) considerations taken into account in the research design, methods, analysis and interpretation, and/or dissemination of research findings? 
· Are gender (sociocultural) considerations taken into account in the research design, methods, analysis and interpretation, and/or dissemination of research findings? 
· Are race and ethnicity considerations taken into account in the research design, methods, analysis and interpretation, and/or dissemination of research findings? 
· If the research is using population/sample data, can that data be disaggregated by identity factors to determine differences between groups?
· Is there diversity in the work consulted and referenced in supporting/secondary research?
· Are other identity factors taken into account in the research design, methods, analysis and interpretation, and/or dissemination of research findings?
· Does the research engage or involve Indigenous Peoples using best practices and established guidelines? 
If you answered "Yes" to any of these questions: Describe how identity factors will be considered in your research protocol.
If you answered "No" for one or more questions: Explain why identity factors are not applicable in your research protocol.
4.4 [bookmark: _Toc120010809]Eligibility Criteria
[bookmark: _Toc120010810]Inclusion Criteria
Create a numbered list of criteria participants must meet to be eligible for study enrollment (e.g. age, gender, target illness, etc.).  

Recommended text:
The participant must meet all of the inclusion criteria to eligible for this clinical trial:
1. Must be deemed to have capacity to provide informed consent;
2. Must sign and date the informed consent form;
3. Stated willingness to comply with all study procedures;
4. In good general health as evidenced by medical history or diagnosed with <specify condition/disease> or exhibiting <specify clinical signs or symptoms or physical/oral examination findings>;
5. <Specify laboratory test> results between <specify range>;
6. Ability to take oral medication and be willing to adhere to the <study intervention> regimen;
7. Individuals who are capable of becoming pregnant: use of highly effective contraception for at least 1 month prior to screening and agreement to use such a method during study participation and for an additional <specify duration> weeks after the end of <study intervention> administration;
8. Individuals who are capable of fathering a child: use of condoms or other methods to ensure effective contraception with partner; and
9. Agreement to adhere to Lifestyle Considerations (section 4.5) throughout study duration.
[bookmark: _Toc120010811]Exclusion Criteria
Create a numbered list of criteria that would exclude a participant from study enrollment. Some criteria to consider for exclusion are: pre-existing conditions or concurrent diagnoses, concomitant use of other medication(s) or devices, known allergies, other factors that would cause harm or increased risk to the participant or close contacts, or preclude the participant’s full adherence with or completion of the clinical trial. Additional criteria should be included as appropriate for the project design and risk. 
If specific populations are excluded (e.g., Aging adults, pregnant women, children, those with impaired decisions making abilities, marginalized and/or under represented populations, persons with precarious legal status etc.), provide a clear and compelling rationale and justification, to establish that inclusion is inappropriate with respect to the health of the participants or the purpose of the clinical trial. 

Recommended text:
An individual who meets any of the following criteria will be excluded from participation in this clinical trial:
1. Current use of <specify disallowed concomitant medications>;
2. Presence of <specific devices (e.g., cardiac pacemaker)>;
3. Pregnancy or lactation;
4. Known allergic reactions to components of the <study intervention>, <specify components/allergens>;
5. Treatment with another investigational drug or other intervention within <specify time frame>;
6. Currently smoking or using tobacco <specify timeframe>;
7. Use of illicit substances within <specify timeframe>; or
8. <Specify any condition(s) or diagnoses, both physical or psychological, or physical exam findings that precludes participation>.
4.5 [bookmark: _Toc120010812]Lifestyle Considerations
Describe any restrictions regarding lifestyle and/or diet (e.g. food and drink restrictions; timing of meals relative to administration of the study intervention; intake of caffeine, alcohol, tobacco or cannabis; or limits on activity, etc.) that are required by research participants throughout the duration of the clinical trial. 

Recommended text:
During this clinical trial, participants are asked to:
· Refrain from consumption of red wine, Seville oranges, grapefruit or grapefruit juice from [X days] before the start of <study intervention> until after the final treatment.
· Abstain from caffeine- or xanthine-containing products (e.g., coffee, tea, cola drinks, and chocolate) for [x hours] before the start of each treatment session until after collection of the final pharmacokinetic (PK) and/or pharmacodynamic sample.
· Abstain from alcohol for 24 hours before the start of each treatment session until after collection of the final PK and/or pharmacodynamic sample. 
· Abstain from strenuous exercise for [x hours] before each blood collection for clinical laboratory tests. 
4.6 [bookmark: _Toc120010813]Screen Failures 
Screen failures are defined as participants who consent to participate in the clinical trial but do not meet one or more eligibility criteria required for participation. A minimal set of screen failure information is required to ensure transparent reporting of screen failure participants and to respond to queries from regulatory authorities. Minimal information includes demography, screen failure details, eligibility criteria, and any serious adverse events (SAE). When applicable, research teams should include timeframes for being able to re-screen a participant. 
4.7 [bookmark: _Toc120010814]Participant Withdrawal Criteria
[bookmark: _Toc120010815]When and How to Withdraw Participants
Describe the scenarios under which a research participant may be withdrawn from the clinical trial prior to the expected completion date (e.g. safety reasons, failure of participant to adhere to protocol requirements, participant consent withdrawal, disease progression, etc.), as well as whether these participants will be replaced, and how they will be replaced. Include whether there will be any follow-up treatment and/or care for withdrawn participants. 

Recommended text:
Participants are free to withdraw from participation in the clinical trial at any time. 
An investigator may discontinue or withdraw a participant from the clinical trial for the following reasons:
· Pregnancy;
· Significant study intervention non-compliance;
· If any adverse event (AE), laboratory abnormality, or other medical condition or situation occurs such that continued participation in the clinical trial would not be in the best interest of the participant;
· Disease progression which requires discontinuation of the study intervention;
· If the participant meets an exclusion criterion (either newly developed or not previously recognized) that precludes further study participation; or
· Participant is unable to receive <study intervention> for [x] days/weeks.

The reason for participant discontinuation or withdrawal from the study will be recorded      within the participant’s research record, and/or legal health record.
[bookmark: _Toc120010816]Follow-up for Withdrawn Participants
Include a brief description on follow-up for withdrawn participants within this clinical trial, as well as any restrictions to withdrawal of data and/or biological specimens. 


Recommended text:
If a participant withdraws consent, they can also request the withdrawal of their data and/or biological specimens subject to any research-specific restrictions <include any regulatory requirements, if applicable>. 
Once withdrawn from the clinical trial, no further research procedures or evaluations will be performed, or additional research-specific data collected on the participant. Reasonable effort will be made to obtain permission to document the reason for withdrawal. 
4.7.1 Early Termination Visit
If a participant withdraws from the clinical trial, every effort should be made to perform an Early Termination Visit.
Describe the procedures that will be performed during this visit. Generally, an Early Termination Visit includes but are not limited to:

· Assessment of new and ongoing AEs;
· Assessment of any complications following the study intervention;
· Documentation of all concomitant medications; and
· Performance of other relevant study-related procedures.

The PI and/or QI must also ensure the participant is appropriately transitioned/followed for any additional care as required.
4.7.2 Participants who are Lost to Follow-up
Note what methods should be used before one can state the participant is truly lost to follow-up (e.g. number of phone calls to the participant, phone calls to next-of-kin if possible, certified letters, etc.).

Recommended text:
A participant will be considered lost to follow-up if they fail to return for <specify number of visits> scheduled visits and is unable to be contacted by the research team. 

The following actions will be taken if a participant fails to attend a required study visit:
· The research team will attempt to contact the participant and reschedule the missed visit <specify time frame>, counsel the participant on the importance of maintaining the assigned visit schedule, and reconfirm whether the participant wishes to and/or should continue in the clinical trial. 
· Before a participant is deemed lost to follow-up, the research team will make every effort to regain contact with the participant (where possible, three telephone calls and, if necessary, a certified letter to the participant’s last known mailing address or local equivalent methods). These contact attempts should be documented in the participant’s research record and/or legal health record.  
· Should the participant continue to be unreachable, they will be considered to have withdrawn from the clinical trial with a primary reason of lost to follow-up.

5.0 [bookmark: _Toc120010817]STUDY INTERVENTION 
5.1 [bookmark: _Toc120010818]Description
This section should be a detailed description of section 1.2 Study Intervention, along with how the intervention will appear (e.g. as tablets or capsules for pharmaceutical interventions; internet or app-based for behavioural interventions, etc.). For medical device clinical trials, include:

· Description of the medical device (including wearable devices), including any materials that will be in contact with tissues or bodily fluids. This should include details of any medicinal substances, human, or animal tissues or their derivatives, or other biologically active substances;
· Details concerning the manufacturer of the investigational device; and
· Name or number of the model/type, including software version and accessories (if any) to permit full identification of the medical device.
5.2 [bookmark: _Toc120010819]Treatment Regimen
Provide a description and justification for the route of administration, dose, dose regimen, dose modifications and treatment duration, if applicable. For example, for a clinical trial utilizing psychotherapy as an intervention, include rationale for the duration/timing of psychotherapy sessions.
5.3 [bookmark: _Toc120010820]Method for Assigning Participants to Treatment Groups
Describe how a randomization number and/or associated treatment assignment will be made.  Describe the method of generating the allocation sequence (e.g. sequentially numbered drug kit/box, block randomization methods, etc.). Identify who will generate the allocation sequence, and who will enroll participants to the treatment groups. Include how randomization codes will be maintained throughout the duration of the clinical trial.
5.4 [bookmark: _Toc120010821]Administration of Study Intervention
Describe in detail all the steps necessary to properly prepare the intervention, if applicable.  Include whether the intervention preparation will be done in a pharmacy or by research personnel. Describe how the intervention is to be administered and by whom (i.e. research personnel, clinician, etc.). Include adherence ratings for clinicians performing manualized psychotherapies if applicable. For medical device clinical trials, include a summary of the necessary training and experience needed to use the investigational device based on risk assessment.
5.5 [bookmark: _Toc120010822]Participant Compliance Monitoring
Describe how the research team will assess and track participant compliance with the study intervention regimen, and what procedures must be followed for any participant who is significantly non-compliant with the study intervention regimen.
5.6 [bookmark: _Toc120010823]Concomitant Therapy
In this section, describe if applicable:
· What prior and/or concomitant medical therapy will be collected;
· Which concomitant medicines/therapies (including rescue therapies) are permitted during the clinical trial; and
· Which concomitant medicines/therapies are not permitted during the clinical trial.

Include a statement that concomitant medication/therapies will be verified with research participants at each visit.
5.7 [bookmark: _Toc120010824]Packaging
Describe how the study intervention and any comparator agent will be packaged along with the amounts (e.g. bottles containing 30 tablets of XX, etc.) and any associated labeling, if applicable.
Describe if the intervention is to be shipped in bulk (e.g. study intervention will be shipped in boxes of 30 vials each, etc.) or as separate participant-specific kits/boxes. When participant drug kits are constructed, describe all the contents of the kit/box and associated labeling. Consult the WCH Pharmacy Department for this section, as required.
5.8 [bookmark: _Toc120010825]Blinding of Study Intervention
Describe blinding procedures for the study intervention. 
5.9 [bookmark: _Toc120010826]Receiving, Storage, Dispensing and Return
5.9.1 [bookmark: _Toc120010827]Receipt of Study Intervention Supplies
Describe how the study intervention will be obtained, (e.g. who will ship the intervention to the site) and to what location at the site (e.g. research pharmacy, etc.). Consult the WCH Pharmacy Department for this section, as required.

Recommended text:
[bookmark: _Toc63426018][bookmark: _Toc63426514][bookmark: _Toc63427648][bookmark: _Toc63440027][bookmark: _Toc64965367][bookmark: _Toc64977843][bookmark: _Toc64986924][bookmark: _Toc64987251][bookmark: _Toc65247709][bookmark: _Toc65250006][bookmark: _Toc65664224][bookmark: _Toc65664490][bookmark: _Toc72824833][bookmark: _Toc72840400]Upon receipt of the study intervention supplies, an inventory will be performed and a receipt log filled out and signed by the person accepting the shipment.  Designated research staff/pharmacy must count and verify that the shipment contains all the items noted in the shipment inventory.  Any damaged or unusable study intervention in a given shipment (active drug or comparator) will be documented in the clinical trial files.  
5.9.2 [bookmark: _Toc120010828]Storage
Describe storage and stability requirements (e.g. protection from light, temperature, humidity) for the study intervention.  Describe any special handling requirements during storage. Consult the WCH Pharmacy Department for this section, as required.
For medical device clinical trials, ensure maintenance and calibration of the equipment relevant to the clinical trial is appropriately performed and documented; and provide a description as to how traceability will be achieved during and after the clinical trial (e.g. by assignment of lot numbers, batch numbers or serial numbers). 
5.9.3 [bookmark: _Toc120010829]Dispensing of Study Intervention
Describe how the intervention will be assigned to each participant.  This section should also describe how the intervention will be dispensed to participants and by whom. Describe regular reconciliation checks (i.e. how much was assigned and whether participants actually received assigned dose or received the dose properly, how much remains, how much intervention was inadvertently damaged, etc.). Consult the WCH Pharmacy Department for this section, as required.
Include the process for maintaining device accountability records for medical device clinical trials.

Recommended text:
Regular study intervention reconciliation will be performed to document study intervention assigned, consumed, and remaining. This reconciliation will be logged on an accountability log (i.e. drug accountability log), and signed and dated by delegated research and/or pharmacy staff.
5.9.4 [bookmark: _Toc120010830]Return or Destruction of Study Intervention
This section should note the procedures for final reconciliation of the site’s intervention supply at the end of the clinical trial, and whether the study intervention is to be shipped back to a source or destroyed on site. If the intervention is to be shipped back to a source, note the address and contact information here. For medical device clinical trials, include procedures, particular materials and instructions for the safe return of devices, including those that are potentially hazardous.

Recommended text: 
At the completion of the clinical trial, there will be a final reconciliation of the study intervention shipped, consumed and remaining. This reconciliation will be logged on an accountability form, and signed and dated by delegated research and/or pharmacy staff.  Any discrepancies noted will be investigated, resolved, and documented prior to return or destruction of unused study intervention.  Intervention destroyed on site will be documented in the clinical trial’s files.

6.0 [bookmark: _Toc120010831]RESEARCH PROCEDURES
6.1 [bookmark: _Toc120010832]Research Visits
In this section, describe all specific procedures and treatments required at each research visit. Include which research personnel will be performing study-related procedures, and whether they will be blinded, or if any blinding verification procedures will be used. 
For medical device clinical trials, clearly describe specific medical or surgical procedures involved in the use of the medical device, if applicable. 

Recommended text:
· Pre-Screening Visit / Screening Visit
· Informed consent
· Review of eligibility criteria
· Review of medical history and demographics
· Etc.

· Baseline Visit 
· Physical examination (e.g. organ systems, motor or vision assessment, or other functional abilities) 
· Vital Signs (e.g. blood pressure, heart rate, temperature, oxygen saturation)
· Height and weight
· Imaging assessments: State the specific imaging required (e.g. PET scan, CT scan, MRI scan, ultrasound, X-ray) and, as appropriate, provide description of what is needed to perform the specialized imaging. 
· Biological specimen collection and laboratory evaluations: Include specific test components and estimated volume and type of specimens needed for each test. Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section, with reference to an attachment for further detail
· Administration of questionnaires or other instruments: List all questionnaires and instruments to be completed during this visit
· Procedures that will be completed during the clinical trial as part of standard clinical care (specify)
· Study Intervention Administration
· Etc.

· Study Visit X
· Biological specimen collection and laboratory evaluations: Include specific test components and estimated volume and type of specimens needed for each test. Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section, with reference to an attachment for further detail
· Administration of questionnaires or other instruments: List all questionnaires and instruments to be completed during this visit
· Etc.

· Final Study Visit
· Physical examination (e.g. organ systems, motor or vision assessment, or other functional abilities) 
· Vital Signs (e.g. blood pressure, heart rate, temperature, oxygen saturation)
· Administration of questionnaires or other instruments: List all questionnaires and instruments to be completed during this visit
· Etc.

· Follow-Up Visit
· Physical examination (e.g. organ systems, motor or vision assessment, or other functional abilities) 
· Vital Signs (e.g. blood pressure, heart rate, temperature, oxygen saturation)
· Administration of questionnaires or other instruments: List all questionnaires and instruments to be completed during this visit
· Etc.

6.2 [bookmark: _Toc120010833]Schedule of Events
Create a study procedures flow chart/table (e.g. schedule of events) that describes the activities and procedures to be followed at each study visit.  

Recommended text:
	Procedures 
	Screening
Day -7 to -1
	Baseline
Visit 1, Day 1
	Study Visit 2, 
Day 7 
	Study Visit 3,
Day 14 
	Study Visit 4,
Day 21
	Study Visit 5,
Day 28 
	Study Visit 6,
Day  35 
	Study Visit 7,
Day 42
	Study Visit 8,
Day 49 
	Study Visit 9,
Day 56 
	Study Visit 10,
Day 63 
	Study Visit 11,
Day 70 
	Study Visit 12,
Day 77 
	Final Study Visit
	Follow-up Visit

	Informed consent
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Demographics
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Medical history
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Randomization
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Administer study intervention
	
	X
	
	
	X
	
	
	X
	
	
	X
	
	
	
	

	Concomitant medication review
	X
	X-----------------------------------------------------------------------------------------------------------------------------------------X

	Physical exam 
	X
	X
	
	
	X
	
	
	X
	
	
	X
	
	
	X
	

	Vital signs a
	X
	X
	
	
	X
	
	
	X
	
	
	X
	
	
	X
	

	Height
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Weight
	X
	X
	
	X
	
	X
	
	X
	
	X
	
	X
	
	X
	

	Hematology 
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	Serum chemistry b
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	Pregnancy test c
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	EKG/ECG (as clinically indicated)
	X
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Adverse event review and evaluation
	X
	X-----------------------------------------------------------------------------------------------------------------------------------------X


	Concomitant medication review 
	X
	X-----------------------------------------------------------------------------------------------------------------------------------------X


	Radiologic/Imaging assessment
	X
	
	
	
	X
	
	
	
	X
	
	
	
	
	X
	

	Other assessments (e.g., immunology assays, pharmacokinetic samples)
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	Complete Case Report Forms (CRFs)
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	a:	If applicable include Visit windows +/- # days 
a:	Blood pressure, heart rate, temperature, oxygen saturation.
b:	Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium, total protein, AST, ALT, sodium.
c:	Serum pregnancy test (women of childbearing potential).




7.0 [bookmark: _Toc120010834]STATISTICAL CONSIDERATIONS

The following subsections should describe the statistical tests and analysis plans for the protocol. They should indicate how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible. Many elements below can be found in ICH Guidance for Industry E9 Statistical Principles for Clinical Trials and the CONSORT statement which describes standards for improving the quality of reporting randomized controlled trials.

State whether there will be a formal Statistical Analysis Plan (SAP). A formal SAP should be completed prior to database lock and unblinding of the study data. The SAP generally includes additional statistical analysis detail (e.g., more detail of analysis populations, summary of statistical strategies). If a separate SAP will be developed, subsections below can be summarized.

7.1 [bookmark: _Toc120010835]Statistical Hypotheses

State the formal and testable null and alternative hypotheses for primary and key secondary endpoints, specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose response) and time period for which each endpoint will be analyzed.

· Primary Endpoint(s):

<Insert text>

· Secondary Endpoint(s):

<Insert text>

· Exploratory Endpoint(s):

<Insert text>
7.2 [bookmark: _Toc120010836]Sample Size Determination
Include number of participants to recruit, screen, and enroll to have adequate power to test the key hypotheses for the study.  Provide all information needed to validate your calculations and judge the feasibility of enrolling and following the necessary number of participants. In particular, specify all of the following:

· Outcome measure used for calculations (almost always the primary variable)
· Test statistic
· Null and alternative hypotheses
· Type I error rate (alpha)
· Power level (e.g., 80% power)
· Assumed event rate for dichotomous outcome (or mean and variance of continuous outcome) for each study arm, justified and referenced by historical data as much as possible
· Statistical method used to calculate the sample size, with a reference for it and for any software utilized 
· Anticipated impact of dropout rates, withdrawal, cross-over to other study arms, missing data, etc., on study power (see also Sections 9.4.2, Analysis of the Primary Endpoint(s) and 9.4.3, Analysis of the Secondary Endpoint(s))
· Method for adjusting calculations for planned interim analyses, if any (Section 9.4.6, Planned Interim Analyses)

Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size.

Discuss whether the sample size provides sufficient power for addressing secondary endpoints or exploratory analyses (e.g., subgroup analyses or moderator analyses involving an interaction term, Section 9.4.9, Exploratory Analyses).

<Insert text>

7.3 [bookmark: _Toc120010837]Populations for Analyses

Clearly identify and describe the analysis datasets (e.g., which participants will be included in each). As a guide, this may include, but is not limited to, any or all of the following:

· Intention-to-Treat (ITT) Analysis Dataset (i.e., all randomized participants)
· Modified Intention-to-Treat Analysis Dataset (e.g., participants who took at least one dose of study intervention and/or have some particular amount of follow-up outcome data)
· Safety Analysis Dataset: defines the subset of participants for whom safety analyses will be conducted (e.g., participants who took at least one dose of study intervention)
· Per-Protocol Analysis Dataset: defines a subset of the participants in the full analysis (ITT) set who complied with the protocol sufficiently to ensure that these data would be likely to represent the effects of study intervention according to the underlying scientific model (e.g., participants who took at least 80% of study intervention for 80% of the days within the maintenance period)
· Other Datasets that may be used for sensitivity analyses

[The following study populations are defined and will be analyzed as specified below.  The population evaluable for safety will be the safety population. 

The Intent to Treat (ITT) population: the total population of patients registered in the study.

Safety population: all registered participants who received at least one dose of any study drug.  

Efficacy population: all enrolled patients who completed at least one cycle of study drug and had adequate assessment of disease progression.

Any patient who is registered on to this trial but never receives study treatment will be described, including the reason(s) for non-participation.]

<Insert text>
7.4 [bookmark: _Toc120010838]Statistical Analyses
The following subsections should include a description of the planned statistical methods.
7.4.1 [bookmark: _Toc120010839]General Approach
As a guide, the following should be addressed, as appropriate:

· For descriptive statistics, describe how categorical and continuous data will be presented (e.g., percentages, means with standard deviations, median, range) 
· For inferential tests, indicate the p-value and confidence intervals for statistical significance (Type I error) and whether one or two-tailed
· Indicate whether covariates will be pre-specified in the sections below or later in a SAP
· State whether checks of assumptions (e.g., normality) underlying statistical procedures will be performed and whether any corrective procedures will be applied (e.g., transformation or nonparametric tests)
7.4.2 [bookmark: _Toc120010840]Analysis of the Primary Endpoint(s)
For each primary endpoint:
· Define the measurement or observation and describe how it is calculated, if not readily apparent
· Describe the scale (nominal/binary/categorical, ordinal, interval); state if it is measured as a single endpoint/summary measure or repeated measure
· Describe the statistical procedure(s) that will be used to analyze the primary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, Analysis of Covariance (ANCOVA)). Describe the covariates and factors in the model. Provide your rationale for covariates and how they will be selected to achieve a parsimonious model. If the decision to specify covariates is deferred for the SAP, indicate here 
· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (Least-squares means (LSMEANS)) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, number-needed-to-treat)
· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests)
· Describe the populations for which the analysis will be conducted, as discussed in Section 9.3, Populations for Analyses
· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up 
· If there is more than one Primary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.

<Insert text>
7.4.3 [bookmark: _Toc120010841]Analysis of the Secondary Endpoint(s)
For each secondary endpoint:

· Note if analyses of secondary endpoint(s) are dependent on findings of primary endpoint 
· Define the measurement or observation and describe how it is calculated, if not readily apparent
· Describe the scale (nominal/binary/categorical, ordinal, and interval); state if it is measured as a single endpoint/summary measure or repeated measure.
· Describe the statistical procedure(s) that will be used to analyze the secondary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, ANCOVA). Describe the covariates and factors in the model. Provide rationale for covariates and how they will be selected to achieve a parsimonious model. If decision to specify covariates is deferred for the SAP, indicate here. 
· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (LSMEANS) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, and number-needed-to-treat).
· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests).
· Describe the populations for which the analysis will be conducted as discussed in Section 9.3, Populations for Analyses.
· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up. 
· If there is more than one secondary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary.

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.

<Insert text>
7.4.4 [bookmark: _Toc120010842]Safety Analyses
Describe how safety endpoints will be analyzed (e.g., as summary statistics during treatment and/or as change scores from baselines such as shift tables).  If your study is evaluating a formal safety endpoint, all of the factors to be included in Section 7.4.2, Analysis of the Primary Endpoint(s) should be included here. AE leading to premature discontinuation from the study intervention and serious treatment-emergent AEs should be presented either in a table or a listing.  

<Insert text>
7.4.5 [bookmark: _Toc120010843]Baseline Descriptive Statistics
Intervention groups should be compared on baseline characteristics, including demographics and laboratory measurements, using descriptive statistics. Discuss planned baseline descriptive statistics, indicate whether inferential statistics will be used.

[Summary statistics will be used to describe baseline characteristics and other outcomes of interest. Categorical endpoints will be summarized using proportions and frequencies. Continuous endpoints will be summarized using the mean, median, range or standard deviations. Subgroup summarization based on dose level or other criteria may also be conducted.]

<Insert text>
7.4.6 [bookmark: _Toc120010844]Planned Interim Analyses
If an interim analysis is planned, describe the types of statistical interim analyses and halting guidelines (if any) that are proposed, including their timing, who performs the statistical analysis, whether they are unblinded and how the blinding will be preserved and who reviews the interim analyses (e.g., DSMB, Medical Monitor, Sponsor).  If formal interim analyses will be performed, provide unambiguous and complete instructions so that an independent statistician could perform the analyses.

Describe safety findings and statistical rules that would temporarily suspend enrollment and/or study intervention use until a safety review is convened (either routine or ad hoc) to determine whether the study should continue per protocol, proceed with caution, be further investigated, be discontinued, or be modified and then proceed. Include whether the proposed rules for halting study enrollment or study intervention/administration of study intervention for safety pertain to the entire study, specific study arms or participant subgroups, or other components of the study.  

If the interim analyses could result in an adjusted sample size, discuss the statistical algorithm to be used when evaluating results.  

State how endpoints will be monitored, the frequency of monitoring, and the specific definitions of proposed halting guidelines.  Examples of findings that might trigger a safety review are the number of SAEs overall, the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of events.

Also, discuss the impact of the interim analysis (if being done) on the final efficacy analyses, particularly on Type I error.  

[An interim analysis is planned to be performed on the primary endpoint when 50% of patients have been randomized and have completed the follow-up visit. The interim analysis will be performed by an independent statistician, unblinded to the treatment allocation. The statistician will report to the independent Data Safety Monitoring Board (DSMB). The DSMB will have unblinded access to all data and will discuss the results of the interim-analysis and make recommendations to the Sponsor. The Sponsor decides on the continuation of the trial and will report to the REB. A conditional power approach will be used to assess the ability to detect the original hypothesized treatment effect. Should the conditional power be below 0.10 then the continuation of the trial would be considered futile. 

The statistical criteria outlined will provide a guideline only for terminating the trial.

Any deviation from the original statistical plan will be described in the final report.]

<Insert text>
7.4.7 [bookmark: _Toc120010845]Sub Group Analyses
Describe how the primary endpoint will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).

Describe how the secondary endpoint(s) will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).

<Insert text>
7.4.8 [bookmark: _Toc120010846]Tabulation of Individual Participant Data
State whether individual participant data will be listed by measure and time point.

[bookmark: _Hlk120010620]<Insert text>
7.4.9 [bookmark: _Toc120010847]Exploratory Analyses
Exploratory analyses cannot be used as confirmatory proof for registration trials. All planned exploratory analyses should be specified in the protocol.

<Insert text> 

8.0 [bookmark: _Toc120010848]SAFETY AND ADVERSE EVENTS
8.1 [bookmark: _Toc120010849]Definitions
Include definitions applicable to your research protocol. For example, include definitions for Adverse Drug Reactions or Serious Unexpected Adverse Drug Reactions for pharmaceutical clinical trials, and include definitions for Adverse Device Effect, Serious Adverse Device Effect, and Device Deficiencies for medical device clinical trials. Refer to the applicable regulations, as appropriate, for a complete list of definitions.

Recommended text:
Adverse Event
An adverse event (AE) is any untoward medical occurrence in a research participant administered an investigational product and which does not necessarily have a causal relationship with this treatment. An adverse event (AE) can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the investigational product.  

Serious Adverse Event
A serious adverse event (SAE) is any AE that is: 
· Fatal;
· Life-threatening;
· Requires or prolongs hospital stay;
· Results in persistent or significant disability or incapacity;
· A congenital anomaly or birth defect; or
· An important medical event (events that may not be life threatening but are of major clinical significance, such as a drug overdose or seizure that did not result in in-patient hospitalization). 

Adverse Event Collection Period
Describe the reporting period and follow-up of adverse events for participants.

Recommended text:
The period during which adverse events must be collected is normally defined as the period from the initiation of any research procedures to the end of the study treatment follow-up.  For this clinical trial, the study treatment follow-up is defined as 30 days following the last administration of the study intervention. 

or for Health Canada regulated clinical trials:
AEs occurring as of the first administered dose of the study intervention and 30 days after the last administered dose, or for a follow-up period of at least five half lives of the study intervention will be collected. AEs recorded during this period will be followed through to resolution, or until the event is assessed as chronic or stable. 

Preexisting Condition
A preexisting condition is one that is present at the start of the clinical trial.  A preexisting condition should be recorded as an adverse event if the frequency, intensity, or the character of the condition worsens during the study period. At screening, any clinically significant abnormality should be recorded as a preexisting condition.  Throughout the clinical trial, any new clinically significant findings/abnormalities that meet the definition of an adverse event must also be recorded and documented as an adverse event. 

Post-study Adverse Event
All unresolved adverse events should be followed by the PI and/or QI until the events are resolved/stable; the participant is lost to follow-up; or the adverse event is otherwise explained.  

Recommended text: 
At the last scheduled visit, the PI and/or QI should instruct each participant to report any subsequent event(s) that the participant believes might reasonably be related to participation in this clinical trial.  The PI and/or QI should notify the study sponsor of any death or adverse event occurring at any time after a participant has discontinued or terminated participation that may reasonably be related to this clinical trial.  The sponsor should also be notified if the PI and/or QI should become aware of the development of cancer or of a congenital anomaly in a subsequently conceived offspring of a participant that was involved in this clinical trial. 

Abnormal Laboratory Values
A clinical laboratory abnormality should be documented as an adverse event if any one of the following conditions are met: 
· The laboratory abnormality is not otherwise refuted by a repeat test to confirm the abnormality;
· The abnormality suggests a disease and/or organ toxicity;
· The abnormality is of a degree that requires active management (e.g. change of dose, discontinuation of the study intervention, more frequent follow-up assessments, further diagnostic investigation, etc.); or
· Any laboratory abnormalities assessed as being clinically significant by a study physician or qualified individual.
8.2 [bookmark: _Toc120010850]Recording of Adverse Events
[bookmark: _Toc445474835][bookmark: _Toc445474836]All adverse events occurring during the study period must be recorded. At each contact with the research participant, the research team must seek information on adverse events by specific questioning and, as appropriate, by examination.  Information on all adverse events should be recorded immediately in the participant’s research record and/or legal health record, and transcribed into the adverse event log. All adverse events should be assessed by a qualified individual for relatedness, expectedness, seriousness, and severity in relation to the study intervention.
All clearly related signs, symptoms, and abnormal diagnostic procedure results should be recorded in the research record and/or legal health record and assessed by a qualified individual in a timely manner allowing sufficient time to meet required reporting timelines for SAEs and SUADRs if needed.
8.3 [bookmark: _Toc120010851]Reporting of Serious Adverse Events
8.3.1 [bookmark: _Toc63426033][bookmark: _Toc63426529][bookmark: _Toc63427663][bookmark: _Toc63440042][bookmark: _Toc120010852]Investigator Reporting: Notifying the Sponsor
Define reporting requirements and timelines for SAEs to the sponsor. In general, reporting SAEs to the sponsor within 24 hours of becoming aware of the event is considered best practice.
8.3.2 [bookmark: _Toc120010853]Investigator Reporting: Notifying the REB
Recommended text:
The process for notification to the REB for applicable serious adverse events (SAEs) must be completed as per REB reporting requirements. SAEs and unanticipated events must be recorded and reported to the REB in accordance with the REB’s reporting requirements and timelines. Copies of each report and documentation of REB notification and REB receipt/acknowledgement must be kept in the Investigator Study Binder.
8.3.3 [bookmark: _Toc120010854]Sponsor Reporting of SUADRs: Notifying Health Canada
For Health Canada regulated clinical trials only. Refer to Health Canada’s Mandatory Reporting of Serious Adverse Drug Reactions and Medical Device Incidents by Hospitals Guidance Document for reporting to Health Canada as per Division 5 for further guidance.
Refer to the Council for International Organizations of Medical Sciences (CIOMS) form to submit a SUADR report to Health Canada. 
8.3.4 [bookmark: _Toc120010855]Sponsor Reporting of SUADRs: Notifying Sites
Define the process and timelines for reporting SUADRs to sub-sites in multi-site clinical trials (if applicable). 
8.4 [bookmark: _Toc120010856]Reporting of Device Deficiencies
For medical device clinical trials only: define the process and timelines for reporting device deficiencies to the sponsor and manufacturer. 
8.5 [bookmark: _Toc120010857]Safety Management Plan
As per TCPS 2, investigators must provide the REB with an acceptable plan for monitoring safety, efficacy/effectiveness (where feasible) and validity. Please use this section to describe:
· How participant safety will be monitored, and what actions will be taken in the event of a threat to participant safety;
· How intervention efficacy will be monitored (where feasible) and what actions will be taken if efficacy is found to be greater than expected;
· The criteria by which participants may be removed from a clinical trial for safety reasons;
· The study-wide stopping rules (if any) by which clinical trials may be stopped or amended due to evidence of inferior safety, superior efficacy or futility; and
· The reporting procedure that will be followed to ensure any information relevant to participant welfare or consent is reported clearly and in a timely fashion to the REB.
8.6 [bookmark: _Toc120010858][bookmark: _Toc63426037][bookmark: _Toc63426533][bookmark: _Toc63427669][bookmark: _Toc63440048][bookmark: _Toc120010859]Unblinding Procedures
This section should describe the procedures for unblinding the study intervention for a research participant, including documentation of this in the participant’s research record and/or legal health record. 

For multi-center clinical trials, the site PI must inform the sponsor of each participant whose treatment was unblinded, and describe the timelines for such reporting.  In most cases, the unblinding will be part of managing an SAE, and will be reported with the SAE. However, in cases where unblinding was not associated with an SAE, ensure reporting is completed in a timely manner. In these instances, it is suggested to use the same timeline requirements for reporting of SAEs.
8.7 [bookmark: _Toc63426041][bookmark: _Toc63426537][bookmark: _Toc63427673][bookmark: _Toc63440052][bookmark: _Toc120010860]Data and Safety Monitoring Board
A Data and Safety Monitoring Board (DSMB) is a group of professionals, experienced in clinical care and/or clinical research, assembled to provide additional safety and oversight to a clinical trial. This type of oversight committee can include the sponsor and selected investigators, though it must include other members who are independent of the study (i.e. members from within or external to the sponsor or investigator’s institution). The DSMB will only look at blinded data. 

If your study will be utilizing the services of a DSMB, please include the following information:
· Internal or external DSMB;
· How often the DSMB will meet and how (in-person/virtual, etc.);
· Type of safety information that will be assessed;
· How the safety data will be supplied to the DSMB;
· Summary of number and type of safety assessments the DSMB will conduct;
· How the DSMB will record the summary of its various meetings; and
· How the DSMB will report its findings and/or recommendations, and to whom.

9.0 [bookmark: _Toc63426045][bookmark: _Toc63426541][bookmark: _Toc63427677][bookmark: _Toc63440056][bookmark: _Toc63426047][bookmark: _Toc63426543][bookmark: _Toc63427679][bookmark: _Toc63440058][bookmark: _Toc63426050][bookmark: _Toc63426546][bookmark: _Toc63427682][bookmark: _Toc63440061][bookmark: _Toc63426054][bookmark: _Toc63426550][bookmark: _Toc63427686][bookmark: _Toc63440065][bookmark: _Toc63426055][bookmark: _Toc63426551][bookmark: _Toc63427687][bookmark: _Toc63440066][bookmark: _Toc120010861]CLINICAL TRIAL DISCONTINUATION AND CLOSURE
9.1 [bookmark: _Toc120010862]Clinical Trial Discontinuation
List possible reasons for termination or temporary suspension of the clinical trial (e.g. clinical trial closure based on PI decision, sponsor/funder decision, regulatory, REB or other oversight bodies’ decision; review of serious, unexpected, and related AEs; noncompliance; futility).  Stopping rules may also be included within this section. 
For any clinical trial that is prematurely terminated or temporarily suspended, the PI must promptly inform research participants, the REB, and sponsor and provide the reason(s) for the termination or temporary suspension. 

Recommended text:
This clinical trial may be temporarily suspended or prematurely terminated if there is sufficient reasonable cause (i.e. closure based on PI decision, sponsor/funder decision, REB or other oversight bodies’ decision; review of serious, unexpected and related AEs; noncompliance; futility). Notification, which includes the reason for study suspension or termination, will be provided by the suspending or terminating party to research participants, the PI, funding agency, WCH, and regulatory authorities.  If the clinical trial is prematurely terminated or suspended, the PI will promptly inform research participants, the REB, and the sponsor, and will provide the reason(s) for the termination or suspension. All communication with participants for this purpose will go through REB review and approval.  Research participants will then be contacted, as applicable, and be informed of changes to the study visit schedule.

10.0 [bookmark: _Toc120010863]DATA HANDLING AND RECORD KEEPING
10.1 [bookmark: _Toc120010864]Source Documents & Case Report Forms
Provide general details regarding the type(s) of data capture and any relevant data standards that will be used for the clinical trial. This section should defer to information explained in further detail within the study data management plan, if applicable.  

Note: Throughout this application, use position titles rather than specific names to minimize protocol modifications due to personnel changes.

[bookmark: _Hlk119521290]Recommended text:
Please reference this study’s Data Management Plan (DMP).

Recommended text when using REDCap:
Data for this clinical trial will be managed  using REDCap electronic case report forms. This system is maintained on central WCH servers with data backed up daily, and is supported by the WCH REDCap Administrator. 

This study will involve the collection of <describe study data> by <describe relevant study staff> from [insert data source and location (e.g., medical records from EPIC, administrative health data from ICES, direct prospective sample collection, etc.)] in order to <describe how the information will be used>.  

If the study involves access to medical records/personal health information include the following:
The personal health information (PHI) required for this study is described in the [name of data collection form].  PHI is required for this study because [explain why the research cannot reasonable be accomplished without using PHI]. 

Note: Please be sure to submit a template of the data collection form which your team will use to capture this data during the study.

10.2 [bookmark: _Toc120010865][bookmark: _Toc120010867]Protocol Deviations
Plans for detecting, reviewing, and reporting deviations from the protocol should be described. 

Recommended text:
No deviations from or changes to the protocol will be implemented without prior agreement from the sponsor as required, and approval from the REB, unless to eliminate an immediate hazard to a participant. 
10.3 [bookmark: _Toc120010868]Record Retention
Specify the length of time for the PI to maintain all records pertaining to this clinical trial. The PI should use the most conservative rule for document retention, i.e. retention should follow the rule that has the longest period. 


10.4 [bookmark: _Toc120010870]Clinical Trial Registration
In accordance with TCPS 2, a description of the clinical trial must be registered in a publicly accessible database (e.g. www.clinicaltrials.gov) before the start of recruitment activities, and the content must be updated throughout the duration of the clinical trial. All results, including negative results must be entered at the completion of the clinical trial.
11.0 [bookmark: _Toc120010871]STUDY MONITORING, AUDITING, AND INSPECTING
11.1 [bookmark: _Toc120010872]Study Monitoring Plan
Briefly describe the quality assurance and quality control review process with respect to the clinical trial data. Include whether remote and/or onsite monitoring will be used in this clinical trial.

For regulated clinical trials, a separate monitoring plan must be developed. Recommended text:
Site monitoring is conducted to ensure that the rights and well-being of research participants are protected, the reported trial data are accurate, complete, and verifiable, and the conduct of the clinical trial is in compliance with the currently approved protocol/amendment(s), ICH GCP, and applicable regulatory requirement(s). Reference the study monitoring plan for specific monitoring information. 

For non-regulated clinical trials where a separate monitoring plan is not being used, consider including the following text:
Site monitoring is conducted to ensure that the rights and well-being of research participants are protected, the reported trial data are accurate, complete, and verifiable, and the conduct of the clinical trial is in compliance with the currently approved protocol/amendment(s), ICH GCP, and applicable regulatory requirement(s). 
· <Insert detailed description of who will conduct the monitoring, the type of monitoring (e.g. on-site, centralized), frequency (e.g. early, for initial assessment and training versus throughout the study), and extent (e.g. comprehensive (100% data verification) versus targeted or random review of certain data (less than 100% data verification or targeted data verification of endpoint, safety and other key data variables), and the distribution of monitoring reports>
· Independent audits may be conducted by <insert text> to ensure monitoring practices are performed consistently across all participating sites.

11.2 [bookmark: _Toc63426068][bookmark: _Toc63426564][bookmark: _Toc63427700][bookmark: _Toc63440079][bookmark: _Toc120010873]Auditing and Inspecting 
The clinical trial must be conducted as per ICH GCP and must have quality assurance/quality control systems in place. 

Recommended text:
The PI and site will permit study-related audits, and inspections by the REB, WCH, sponsor, and applicable granting agencies or regulatory bodies, including access to all study-related documents (e.g. source documents, regulatory documents, data collection instruments, study data, etc.). The PI will ensure the capability for audits/inspections of applicable study-related facilities (e.g. research pharmacy, clinical laboratory, imaging facility, etc.). 
12.0 [bookmark: _Toc120010874]ETHICAL CONSIDERATIONS
Clinical trial materials (e.g., protocol, ICF, recruitment materials, written information provided to participants, etc.) must be submitted to the research ethics board (REB) for review and approval in accordance with REB requirements. Approval must be obtained prior to initiating any clinical trial-specific tasks, and maintained throughout the course of the clinical trial in accordance with REB requirements. Any amendments will require review and approval by the REB before the changes are implemented in the clinical trial, unless to eliminate an immediate hazard to the participant. The REB must be notified of any unanticipated issue or event that may increase the level of risk to participants or that has other ethical implications that may affect participants’ welfare. 
12.1 [bookmark: _Toc120010875]Research Ethics Board (REB) Approval
The protocol should describe plans for seeking and maintaining REB review and approval.

Recommended text: 
Research Ethics Board (REB) approval will be obtained prior to beginning any research-specific procedures. Following initial ethics approval, ongoing ethical approval will be maintained and the clinical trial will undergo REB review at least annually, in accordance with regulatory and REB requirements. The clinical trial will be conducted in accordance with the REB-approved study documents and the determinations (including any limitations) of the REB, and in compliance with REB requirements. 
Whenever new information becomes available that may be relevant to participant consent, a consent form and/or consent for addendum will be presented to the REB for review and approval prior to its use. Any revised written information will receive REB approval prior to use.
12.2 [bookmark: _Toc120010876]Informed Consent Process & Documentation
This section should describe how the informed consent process will be completed with research participants, including how the consent discussion will occur (e.g. in person, remotely via video/teleconferencing software or telephone), who will obtain informed consent, how consent will be documented and provision of the fully signed copy of the ICF to participants. 

Informed consent must be obtained and documented for all research participants. The informed consent process and documentation must comply with applicable institutional and regulatory requirements, as well as adhere to ICH GCP, TCPS 2 and REB requirements. If applicable, describe plans for obtaining consent from speakers of languages other than English; describe procedures for obtaining assent from participants or consent from substitute decision makers (SDM) for those unable to consent on their own behalf. 

Recommended text for in-person consent:
Informed consent is a process that is initiated prior to the individual agreeing to take part in the clinical trial and continues throughout their participation.

Informed consent will be obtained from each participant/SDM prior to their participation in the clinical trial.  Informed consent will be obtained by appropriately trained and qualified WCH research personnel who do not have an existing clinical relationship with the participant/substitute decision maker (SDM). The PI will not obtain participant consent.  


Each participant/SDM will be provided with a current copy of the REB approved ICF prior to the consent discussion. Research personnel will explain the clinical trial to the participant/SDM and answer any questions that may arise. This discussion will include an explanation of the clinical trial purpose, procedures, potential risks and benefits, confidentiality considerations and participant rights (e.g. participants will not be penalized or lose any benefits regardless of what they decide and they have the right to withdraw from the clinical trial at any time). Participants/SDM may take as much time as they need to make their decision, and may consult with others (e.g. family members, other health care providers, etc.) if they like. Following the consent discussion, and once the participant/SDM has decided to take part, the participant/SDM and the person conducting the consent discussion will personally sign and date the ICF. Each participant/SDM will be provided with a complete (fully signed) copy of the ICF. The original ICF(s) and the informed consent process will be documented in the source documents.

Recommended text when using Remote Consent Procedures (only use text applicable to your clinical trial):
Prior to the consent discussion, research personnel will contact participants/SDMs using a verbal consent script. Research personnel will obtain consent to send a copy of the ICF to the participant prior to the consent discussion, which may occur <specify e.g. via REDCap, email, mail or secure file transfer (SFT)> according to participant/SDM preference.

The consent discussion will occur <specify e.g. by telephone or Microsoft Teams/Zoom>, at the participant’s preference. The consent discussion will be conducted by research personnel who are not the PI and do not have a clinical relationship with participants.

Informed consent will be documented in one of three ways, if permissible by the regulatory body that oversees the study, and according to participant/SDM preference:


Verbal Consent (clinical trials): Following the consent discussion, the person conducting the consent discussion will verbally confirm the participant’s agreement/consent to take part in the clinical trial. As this is a clinical trial, a witness will also be present for the consent discussion. The witness will not be the PI, an individual with a clinical relationship to the participant, a research volunteer, or the person conducting the consent discussion. Once the participant/SDM verbally confirms their consent, the person conducting the consent discussion will complete the signature pages of the ICF by documenting the participant/SDM name, the date of the consent discussion, and their own name, signature, and date of signature. The witness will separately sign the Witness Attestation Page.

REDCap e-Consent: Insert current text from the REDCap e-Consent Templates. (May only be used for non-regulated clinical trials)

Written Paper Consent: Following the consent discussion, the participant and the person conducting the consent discussion will each personally sign and date the ICF.  This will occur by <specify e.g. mailing, emailing or SFT> the ICF to the participant/SDM, the participant/SDM signing the ICF, and the participant <specify e.g. mailing, emailing or faxing> the <specify permitted formats e.g. original, scan or photograph> of the consent back to WCH.  The person conducting the consent discussion will also sign the ICF once received.  If the ICF is to be sent back by mail, <specify how the cost of postage will be covered e.g., a return postage-paid envelope will be provided or participant will be reimbursed for postage>. No research procedures will begin until after the ICF signed by the participant is received by WCH, and the ICF is signed by the person conducting the consent discussion (i.e. the ICF and documentation has been completed).  
After informed consent has been obtained, a complete (fully signed) copy of the ICF will be provided to participants by <specify e.g. email, mail, or SFT> according to their    preference.
If the study includes a prospective pre-screening component for which the team would like to request a Waiver or Alteration of Consent 
Discussion and justification for a waiver or alteration of consent must be provided based on TCPS2- Chapter 3, Subsection B, Article 3.7A. When requesting a waiver or alteration of consent, justification must be study-specific, indicating the reasons obtaining consent is impractical or impossible as it relates to the specific study population or date range. Research teams are expected to provide tangible, specific reasons within the context of their study, and how these reasons meet the requirements set out in Article 3.7A

If the study includes a retrospective component, a request for a Waiver of Consent for the secondary use of data must be made and justified
Discussion and justification for a waiver of consent must be provided based on TCPS2- Chapter 5, Subsection D, Article 5.5A. When requesting a waiver of consent, justification must be study-specific, indicating the reasons obtaining consent is impractical or impossible as it relates to the specific study population or date range. Research teams are expected to provide tangible, specific reasons within the context of their study, and how these reasons meet the requirements set out in Article 5.5A. Some examples for a waiver include:
· Sample size;
· Access to past patients/participants; or
· Date range of data collected

13.0 [bookmark: _Toc120010877]PRIVACY AND CONFIDENTIALITY
Include general procedures for maintaining participant confidentiality, privacy protections, and any special data security requirements. Generally, describe who would have access to records, including the PI and other research staff, the sponsor, study monitors, external auditors, REB, etc. Note that specifics must be described in an accompanying Data Management Plan (DMP) document that includes detailed information on how data is collected, documented, handled, accessed, protected, and preserved.
Ensure review from the Information and Privacy Office for the following:
· If the clinical trial involves an app, social media, a wearable device, ‘smart technology, a portal, or other non-WCH-issued technology, identify the tool and who provides it, describe how it works, what data elements it will collect, where data is stored, how data is transferred from the tool to WCH, and whether participants could be identifiable in the tool. Please include an agreement, Terms of Use, and privacy policy with your protocol. 
· If data will be stored in the cloud, please identify the cloud provider, the data elements that will be in the cloud, whether participants could be identifiable in the cloud, where the data is stored, and how the data is secured when it moves in and out of the cloud. 
· If data will be stored in a registry (e.g. consent to contact), a biobank, or a shared database, please identify the system name, who provides it, how it works, what data elements it will collect, where data is stored, whether participants could be identifiable in the system, who has access to data in the system, and how the system is secured. Please include information on the system where available (e.g. a website). 
· If data is stored or transmitted outside of Canada, please identify which country, who the recipient is, what data elements are stored or transmitted, how data is protected in transit and at rest outside of Canada. 
· If the clinical trial collects data about individuals outside of Canada, please identify where they are from and what data is collected about them. 

Recommended text:
All clinical trial-related documents and data will be held in strict confidence and stored at WCH or on WCH servers, and will follow WCH policies and procedures to ensure participant privacy and confidentiality. Data in <app, wearable device, etc. list each one> is limited to <identify data elements or include as attachment to protocol>. The <app, device, etc.> will be used to <list specific functionality the tool provides for this clinical trial>. The <app, device, etc.> is managed by <technology provider> and participant data is stored in <country>. Data is accessible by <e.g. research team only; the technology provider has access to emails for the purposes of technical support; list all that apply>. Data is <encrypted / not encrypted> and data is protected in the tool via <security standard>while traveling in and out of the <app, device, etc.> and while stored in it. Data will be deleted from the tool <e.g. at the request of the research team at the end of the clinical trial, the participant continues to access the data at the end of the clinical trial>. The participant will have to agree to a <Terms of Use, Privacy Policy> to use the <app, device, etc.> prior to data collection. No information concerning the clinical trial or the data will be released to any unauthorized third party without prior written approval of the sponsor, and the consent of the participant (where applicable). 

All research activities will be conducted in as private a setting as possible. The study monitor, other authorized representatives of the sponsor, representatives of the REB, regulatory agencies may inspect all documents and records required to be maintained by the PI, including but not limited to, medical records and pharmacy records for the participants in this clinical trial. The participant’s contact information will be securely stored at WCH for internal use during the clinical trial. At the end of the clinical trial, all records will continue to be kept in a secure location in accordance with applicable institutional and regulatory requirements.

14.0 [bookmark: _Toc120010878]CLINICAL TRIAL FINANCES
14.1 [bookmark: _Toc120010879]Funding Source
This section should describe how the clinical trial will be financed, but should not contain specific dollar amounts.

Recommended text:
This study is funded through a grant from the US National Institute of Health.
14.2 [bookmark: _Toc120010880]Conflict of Interest
Any investigator who has a conflict of interest (COI) with this clinical trial (patent ownership, royalties, or financial gain greater than the minimum allowable by their institution, etc.) must have the conflict declared and a conflict management plan that has been reviewed and approved by the study sponsor prior to involvement in this clinical trial. Conflicts should also be disclosed to the WCH REB.  

15.0 [bookmark: _Toc63426077][bookmark: _Toc63426573][bookmark: _Toc63427709][bookmark: _Toc63440088][bookmark: _Toc120010881]PUBLICATION POLICY/DATA SHARING
This section should include the requirements of publication policies at WCH or other participating institutions/entities. In addition, identify who holds the primary responsibility for publication of the results of the clinical trial. Define the need to first obtain approval from the primary responsible party before any information can be used or passed on to a third party.  
The general nature of any applicable data sharing agreements should be described in this section. Please refer to your specific contract, grant, and/or clinical trial agreements.  

Recommended Text: Biosample Processing, Storage, and Analyses
[Sample type: i.e. saliva, blood, etc.] samples will be mailed or transported to <details of laboratory> for processing, storage, and analyses. Access to the <Biobank/PI Laboratory> is limited to authorized <Biobank/PI Laboratory> research personnel. Research samples are kept in locked fridges and freezers accessible only by authorized <Biobank/PI Laboratory> research personnel. All samples are labeled with participant’s unique study identifier. Samples are destroyed upon request by the study PI.
The database will store the study participant ID, date and time of biosample collection, and description of the biosample, i.e DNA extracted from saliva. This database is accessible only by authorized users including the study team, database administrators, and Biobank personnel. This de-identified electronic research sample data is stored on secure WCH servers and is password protected.
<Example description of analyses: Genetic analysis will include but is not limited to genome-wide genotyping and epigenetic arrays carried out using a high throughput iScan array scanner at the <description of Biobank location>. Genotypes will be assayed using the Illumina Global Diversity array which profiles 1.9M sites of common variation. Epigenomes will be assayed using the Illumina MethylationEPIC array which profiles 850K methylation sites and includes targeted coverage of gene enhancers, promoters, CpG islands, and open chromatin sites.> Remaining <sample type: i.e. DNA> sample will be stored for future analyses.
15.1 [bookmark: _Toc120010882]Future Secondary Use of Data
Recommended text:
Anonymized/De-identified data from this project may be used for future research by internal and/or external project collaborators. De-identified/anonymized data from this research study will be deposited to <include repository or database name, details, and location> for future use by other investigators including those outside the research study. Participant consent to use data collected from this research study for future research will be collected in accordance with WCH REB requirements.  

16.0 [bookmark: _Toc120010883]REFERENCES
Include a list of relevant literature and citations for all publications referenced in the text of the protocol.  Use a consistent, standard, referencing format.
[Insert short Study Title here]
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