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[bookmark: _Toc27083329][bookmark: _Toc31854375]Preface

(Remove this Preface before finalizing the study protocol)

· Use this protocol template for an-investigator initiated protocol using a drug or biologic (approved or unapproved) in one or more persons other than the use of an approved drug in the course of medical practice. This includes dietary supplements.
Note: an IND is needed for research intended to evaluate the ability of dietary supplement’s to diagnose, cure, mitigate, treat, or prevent disease. 

· Once completed, upload your protocol in the “Basic Information” screen in the IRES IRB system.	

· Enter protocol specific text in the sections that are applicable.  Put “Not Applicable or N/A” for the sections that do not apply. 

· When making changes, update the version number and date in the header to ensure proper version control.  

· Please refer all questions regarding the use of this protocol template to hrpp@yale.edu or 203-785-4688.


How to Use This TemplateGreen text box:  provides section-specific guidance to aid in protocol writing.  This entire box should be deleted prior to finalizing the protocol.


Blue, italicized text = example text:  This text is provided to assist in protocol writing and should be modified to suit your specific protocol. Example text is not available for all sections.






REVISION HISTORY:Include the IRB approved protocol version number and date for each revision of the protocol. All version history should remain in the table and never be deleted. The oldest IRB approved version of the protocol should be listed on the top row. The most recent IRB approved version should be listed on the bottom row.
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	Version Date

	
	

	
	

	
	

	
	

	
	




[bookmark: _Toc1][bookmark: _Toc2][bookmark: _Toc16227584]SynopsisInstructions: Complete the synopsis last, ensuring that it matches with the information found in the body of the document. Information in sections should be high-level, introducing the study; save the detailed information for the body. Don’t put information in the synopsis that is not in the body. 

	[bookmark: _Toc31854377]Primary ObjectiveState the main purpose for performing the study. It should be clear, detailed but limited in scope. Keep in mind the primary objective will help determine the sample size.




The primary objective of this (state phase) study is to determine whether the [drug or biologic investigational product] reduces, increases, etc. outcome measure [insert outcome measure] in population [insert population description].

	[bookmark: _Toc31854378]Secondary Objective (if applicable)Identify any secondary objectives, which may or may not be hypothesis driven or dependent on the primary objective.

The secondary objective[s] of this study is [are] to [insert goal: determine, describe, understand, etc.] whether the [insert exposure, presenting sign, comorbidity, treatment option] reduces, increases, etc. outcome measure [insert outcome measure].

	Study Duration


	[bookmark: _Toc31854379]Study Design 


	[bookmark: _Toc31854381]Number of Study SitesInclude the number and location of all study sites. 



	[bookmark: _Toc31854382]Study PopulationDefine the study population, source of the participants, and selection rationale. Study subjects should be representative of the population of interest.
Provide a brief description of the study population (e.g., healthy/sick, children/adult, inpatient/outpatient, demographic groups), the characteristics of different study groups, if applicable, and the source of participants. Do not list inclusion/exclusion criteria here, as these will be listed in the upcoming sections. 



	[bookmark: _Toc31854383]Number of Participants


	Primary Outcome Variables


	Secondary and Exploratory Outcome Variables (if applicable)









[bookmark: _Toc14][bookmark: _Toc16227596]Abbreviations
	Abbreviation 
	Explanation




[bookmark: _Toc15][bookmark: _Toc16227597]Glossary of Terms
	Glossary
	Explanation
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[bookmark: _Toc16][bookmark: _Toc16227598]Introduction
[bookmark: _Toc17][bookmark: _Toc16227599]Introductory Statement
This document is a protocol for a human research study. The purpose of this protocol is to ensure that this study is to be conducted according to ICH GCP guidelines, and according to CFR 21 Part 312, other applicable government regulations and Institutional research policies and procedures.


[bookmark: _Toc18][bookmark: _Toc16227600]Background
[bookmark: _Toc19][bookmark: _Toc16227601]Preclinical ExperienceExplain mechanism of action, pharmacokinetics, major route of elimination, and summarize the results of prior pre-clinical studies. Include information to support safety issues and rationale for proposed dose.


[bookmark: _Toc20][bookmark: _Toc16227602]Clinical ExperienceSummarize the results of prior clinical studies. Include rationale for the dosage amount and dose intervals to be used in the proposed study.


[bookmark: _Toc21][bookmark: _Toc16227603]Background/prevalence of research topic
This section should contain a background discussion of the condition under investigation. 
Include:
· The name and description of the health problem 
· A summary of relevant research and gaps in the research literature and if applicable, how this research study addresses those gaps.
· Discussion of important literature and data that are relevant to the study, explain the problem and the importance of the study (include key supporting reference citations using the references tool)
· Describe any applicable clinical, epidemiological, or public health background or context of the study.




[bookmark: _Toc22][bookmark: _Toc16227604]Rationale/Significance
[bookmark: _Toc23][bookmark: _Toc16227605]Problem StatementState the existing problem and main reason for doing the study.


[bookmark: _Toc24][bookmark: _Toc16227606]Purpose of Study/Potential ImpactDescribe the main purpose of the study and the impact this research could have on the stated problem, such as disease prevention, disease diagnosis, treatment, money savings or quality of life improvements.


[bookmark: _Toc25][bookmark: _Toc16227607]Potential RisksDescribe potential risks (physical, psychological, distress due to study participation, social, economic, legal, issues with insurability, employability or breach of confidentiality, etc.) to subjects or others. If the drug/biologic is investigational, the Investigator’s Brochure should be the primary source of risk information; if the product has been approved by FDA, the US Package Insert can also be used. Include any procedures to minimize risks. This section should be consistent with the risks included in the consent form. 



[bookmark: _Toc26][bookmark: _Toc16227608]Potential BenefitsDescribe expected benefits to research subjects, society and/or science and their likelihood. If there are no expected benefits, this should be stated. Distinguish between anticipated direct benefits to participants and those to society at large. 





[bookmark: _Toc27][bookmark: _Toc16227609]Study Objectives
[bookmark: _Toc28][bookmark: _Toc16227610]HypothesisInclude a clearly defined hypothesis, if relevant, and list the key questions the study is expected to answer. Be detailed, clear and as specific as possible. 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, effectiveness, safety) and/or specific purpose (e.g., dose-response, superiority to placebo, effect of an intervention on disease incidence, disease severity, or health behavior).



[bookmark: _Toc29][bookmark: _Toc16227611]Primary ObjectiveState the main purpose for performing the study. It should be clear, detailed but limited in scope. Keep in mind the primary objective will help determine the sample size.

The primary objective of this study is to determine whether [insert name of drug or biologic] reduces, increases, etc. outcome measure [insert outcome measure] in population [insert population description].
[bookmark: _Toc30][bookmark: _Toc16227612]Secondary Objectives (if applicable)Identify any secondary objectives, which may or may not be hypothesis driven or dependent on the primary objective.

The secondary objective[s] of this study is [are] to [insert goal: determine, describe, understand, etc.] whether the [insert exposure, presenting sign, comorbidity, treatment option] reduces, increases, etc. outcome measure [insert outcome measure]. 
Exploratory Objectives (if applicable)Include exploratory objectives if applicable. Additionally, if you are developing a companion diagnostic device or including use of subject data and specimens for future research, please describe these here. 




[bookmark: _Toc31][bookmark: _Toc16227613]Study Design
[bookmark: _Toc32][bookmark: _Toc16227614]General Design DescriptionDescribe the study type, which should be based on the proposed objectives and availability of resources.  Include rationale for study design and measures to avoid or reduce bias, such as blinding and/or randomization. Specify, for example, whether the study is randomized or non-randomized, blinded or non-blinded (open label), type of control (placebo, active, no-treatment), and include the phase (1, 2, 3 or 4-postmarketing) of the study for investigational drugs/biologics. Note if special design features such as adaptive trial design, basket or umbrella trial, two-stage with interim futility analysis, etc. are incorporated. Consult with a biostatistician if needed.

Include a study schema/flow-chart that graphically diagrams the overall study. 

[bookmark: _Hlk17185882] 
[bookmark: _Toc33][bookmark: _Toc16227615]Study Date Range and DurationState the expected length of the study from recruitment to any follow-up 


[bookmark: _Toc34][bookmark: _Toc16227616]Number of Study SitesInclude the planned number and location of all study sites.


[bookmark: _Toc35][bookmark: _Toc16227617]Outcome VariablesA study endpoint/outcome variable is a specific measurement or observation to assess the effect of the study variable (study intervention). Study endpoints should be prioritized and should correspond to the study objectives and hypotheses being tested. Give succinct, but precise definitions of the study endpoints used to address the study’s primary objective and secondary objectives (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).  Include the study visits or time points at which data will be recorded or samples will be obtained.


[bookmark: _Toc36][bookmark: _Toc16227618]Primary Outcome VariablesExplain the variables that will used to assess the primary objective. They should be precise, accurate and reliable. Include any rationale. 


[bookmark: _Toc37][bookmark: _Toc16227619]Secondary Outcome Variables (if applicable)Explain the endpoints that will used to assess any secondary objectives. They should be precise, accurate and reliable. Include the rationale.


Exploratory Outcome Variables (if applicable)Explain the endpoints that will used to assess any exploratory objectives. Include the rationale.  


[bookmark: _Toc38][bookmark: _Toc16227620]Study PopulationDefine the study population, source of the participants, and selection rationale. Study subjects should be representative of the population of interest.

Participants with [medical condition] of [insert level of severity] severity and [other symptoms/disease specific criteria] and/or healthy volunteers aged [insert age].

[bookmark: _Toc39][bookmark: _Toc16227621]Number of Participants
Include the number of people that will be screened and the number of participants anticipated to make it past screening, and be enrolled. For multi-center protocols, identify both overall total for study and numbers for each site.

[bookmark: _Toc40][bookmark: _Toc16227622]Eligibility Criteria/Vulnerable PopulationsIdentify who determines eligibility, and inclusion/exclusion criteria. List the eligibility criteria necessary for the study as a bulleted or numbered list. The study population should be appropriate for clinical trial phase and the development stage of the study intervention.  Given the continuing challenges in achieving clinically relevant demographic inclusion in clinical trials, it is important to focus on clinically relevant potential participants at the earliest stages of protocol development.  Therefore, it is essential that the population’s characteristics be considered during the trial planning phase to ensure the trial can adequately meet its objectives and provide evidence for the total population that will potentially utilize the study intervention under evaluation (e.g., elderly and pediatric populations, women, and minorities). Describe any vulnerable populations specifically targeted for enrollment and rationale for including or excluding them from the study.
•	The eligibility criteria should provide a definition of participant characteristics required for study entry/enrollment. 
•	If participants require screening, distinguish between screening participants vs enrolling participants. Determine if screening procedures will be performed under a separate screening consent form.
•	The risks of the study intervention should be considered in the development of the inclusion/exclusion criteria so that risks are minimized.
•	The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do not state age >18 years old as an inclusion criterion and age ≤18 years old as an exclusion criterion).
•	Identify specific laboratory tests or clinical characteristics that will be used as criteria for enrollment or exclusion.
•	If reproductive status (e.g., pregnancy, lactation, reproductive potential) is an eligibility criterion, provide specific contraception requirements (e.g., licensed hormonal or barrier methods). 
•	If you have more than one study population, please define the common inclusion and exclusion criteria followed by the specific inclusion and exclusion criteria for each subpopulation. 

Inclusion criteria are characteristics that define the population under study, e.g., those criteria that every potential participant must satisfy, to qualify for study entry. Provide a statement that individuals must meet all of the inclusion criteria in order to be eligible to participate in the study and then list each criterion. Women and members of minority groups must be included in accordance with the NIH Policy on Inclusion of Women and Minorities as Participants In Research Involving Human Subjects. 

Some criteria to consider for inclusion are: provision of appropriate consent and assent, willingness and ability to participate in study procedures, age range, health status, specific clinical diagnosis or symptoms, background medical treatment, laboratory ranges, and use of appropriate contraception. Additional criteria should be included as appropriate for the study design and risk. 

[bookmark: _Hlk17896491]
[In order to be eligible to participate in this study, an individual must meet all of the following criteria:
1. Provision of signed and dated informed consent form
2. Stated willingness to comply with all study procedures and availability for the duration of the study 
3. Male or female, aged <specify range>
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. For females of reproductive potential: 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. For males of reproductive potential: use of condoms or other methods to ensure effective contraception with partner
9. Agreement to adhere to Lifestyle Considerations (see section 5.3) throughout study duration]

Exclusion criteria are characteristics that make an individual ineligible for study participation.  Provide a statement that all individuals meeting any of the exclusion criteria at baseline will be excluded from study participation and then list each criterion.  If specific populations are excluded (e.g., elderly or pediatric populations, women or minorities), 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 research. Limited English proficiency cannot be an exclusion criterion. 

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 study. Additional criteria should be included as appropriate for the study design and risk. 

Include a statement regarding equitable selection or justification for excluding a specific population.


An individual who meets any of the following criteria will be excluded from participation in this study:

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. Febrile illness within <specify time frame> 
6. Treatment with another investigational drug or other intervention within <specify time frame>
7. Current smoker or tobacco use within <specify timeframe>
8. < Specify any condition(s) or diagnosis, both physical or psychological, or physical exam finding that precludes participation>]


[bookmark: _Toc41][bookmark: _Toc16227623]Methods
[bookmark: _Toc42][bookmark: _Toc16227624]Treatment 
[bookmark: _Toc43][bookmark: _Toc16227625]Identity of Investigational ProductInclude test product or drug identity (i.e., proprietary and generic names), FDA-approval status and route of administration (oral, IV, topical, etc.). The source of placebo and active control/comparator product should also be included and any modifications of the comparator product from their usual commercial state should be noted. Provide this information for each drug or biologic to be administered in the study.


[bookmark: _Toc44][bookmark: _Toc16227626]Dosage, Administration, Schedule Describe dose, schedule and route of administration for each dosing cohort or arm of the study. Include any procedures for drug preparation, dose increases or decreases during or at the end of the study, participant instructions, and tracking compliance and handling non-compliant subjects.
Provide any instructions for dose reductions or pausing dosing due to adverse events, and how to determine if the drug/biologic can be restarted and at what dose.


[bookmark: _Toc45][bookmark: _Toc16227627]Method of Assignment/Randomization Describe the plan and procedures for allocating subjects to the various cohorts or arms of the study. Describe blinding procedures (if applicable) to minimize bias, including blind type (single-blind, double-blind). For a single-arm study state “Not applicable.”


[bookmark: _Toc46][bookmark: _Toc16227628]Blinding and Procedures for Unblinding Describe blinding procedures used to minimize bias, including blind type and process for breaking the blind in an emergency. For an open-label study state “Not applicable.”


[bookmark: _Toc47][bookmark: _Toc16227629]Packaging/LabellingDescribe the source and formulation of each study drug and how they will be packaged and labeled. Indicate amounts and shipping method (i.e., in bulk or individual kits / boxes) with a description of all contents and labels.  Logistics of resupply and study drug expiry date should be included.


[bookmark: _Toc48][bookmark: _Toc16227630]Storage Conditions

Describe storage requirements (temperature, protection from light, etc.) for each study drug. Include procedures for ensuring accountability and return, destruction or other disposition at the end of the study.

[bookmark: _Toc49][bookmark: _Toc16227631]Concomitant therapySpecify any concomitant medications permitted or explicitly forbidden during the study, including time periods. If none, state that there are no restrictions.


[bookmark: _Toc50][bookmark: _Toc16227632]RestrictionsSpecify any relevant restrictions, warnings or precautions, including time periods. If none, state there are no restrictions.


[bookmark: _Toc51][bookmark: _Toc16227633]Assessments
[bookmark: _Toc52][bookmark: _Toc16227634]EfficacyList and describe all parameters (such as procedures, lab tests, assessments, etc.) used to evaluate the efficacy of the intervention according to the objectives of the study, including methods and timing for assessing, recording and analysis. 
Include any questionnaire administration and identify the questionnaire to be used for the study related assessment. State how these assessments contribute to the overall study aims.
Include as appendices copies of each questionnaire.


[bookmark: _Toc53][bookmark: _Toc16227635]Safety and Pregnancy-related policyList and describe all parameters (such as procedures, lab tests, etc.) used to monitor or evaluate the safety of the intervention according to the objectives of the study, including methods and timing for assessing, recording and analysis. 
Address safety in pregnancy issues: monitoring for pregnancy and steps taken should a participant/participant’s partner become pregnant. 


[bookmark: _Toc54][bookmark: _Toc16227636]Adverse Events Definition and ReportingSpecify how adverse events will be defined and assessed for causality (relationship to intervention) and graded for severity (provide an adverse event grading scale).
The relationship, severity, and expectedness (including level and frequency) of an adverse event should be assessed based on previous experience with the intervention and reasonable judgment.
This section should also describe:
•	Time frame for collecting adverse events (i.e. from consent or time of start of study until end of intervention or follow-up).
•	Frequency and process for eliciting adverse event information from research subjects (include how often, by whom and what records will be reviewed to collect adverse events).
•	Specific management plans for expected or unexpected adverse events. Expectedness of adverse events should also be described in informed consent and be consistent with the protocol.
•	AE reporting procedures (including how often, by whom and to who adverse events will be reported.
Ensure reporting timelines meet IRB and FDA requirements. Refer to Adverse Event Reporting in the Resource Center section for details.


[bookmark: _Hlk17187686]Definitions
Adverse event (AE) means any untoward medical occurrence associated with the use of an intervention in humans, whether or not considered intervention-related (21 CFR 312.32 (a)).
An AE or suspected adverse reaction is considered "serious" (SAE) if, in the view of either the investigator or sponsor, it results in any of the following outcomes: 
· death, 
· a life-threatening adverse event, 
· inpatient hospitalization or prolongation of existing hospitalization, 
· a persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions, 
· a congenital anomaly/birth defect, or
· An important medical event that may not result in death, be life-threatening, or require hospitalization may be considered serious when, based upon appropriate medical judgment, they may jeopardize the participant and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.

Severity
Adverse events will be graded according to [name grading scale, e.g. CTCAE v5.0]. For AEs not included in the protocol defined grading system, the following guidelines will be used to describe severity. 
· Mild – Events require minimal or no treatment and do not interfere with the participant’s daily activities. 
· Moderate – Events result in a low level of inconvenience or concern with the therapeutic measures. Moderate events may cause some interference with functioning.
· Severe – Events interrupt a participant’s usual daily activity and may require systemic drug therapy or other treatment. Severe events are usually potentially life-threatening or incapacitating.  Of note, the term “severe” does not necessarily equate to “serious”.]

Relationship to Investigational Product
All AEs must have their relationship to study intervention assessed by the clinician who examines and evaluates the participant based on temporal relationship and his/her clinical judgment. The degree of certainty about causality will be graded using the categories below. In a clinical trial, the study product must always be suspect.
· Definitely Related – There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out. The clinical event, including an abnormal laboratory test result, occurs in a plausible time relationship to study intervention administration and cannot be explained by concurrent disease or other drugs or chemicals. The response to withdrawal of the study intervention (dechallenge) should be clinically plausible. The event must be pharmacologically or phenomenologically definitive, with use of a satisfactory rechallenge procedure if necessary.
· Probably Related – There is evidence to suggest a causal relationship, and the influence of other factors is unlikely. The clinical event, including an abnormal laboratory test result, occurs within a reasonable time after administration of the study intervention, is unlikely to be attributed to concurrent disease or other drugs or chemicals, and follows a clinically reasonable response on withdrawal (dechallenge). Rechallenge information is not required to fulfill this definition.
· Potentially Related – There is some evidence to suggest a causal relationship (e.g., the event occurred within a reasonable time after administration of the trial medication). However, other factors may have contributed to the event (e.g., the participant’s clinical condition, other concomitant events). Although an AE may rate only as “possibly related” soon after discovery, it can be flagged as requiring more information and later be upgraded to “probably related” or “definitely related”, as appropriate.
· Unlikely to be related – A clinical event, including an abnormal laboratory test result, whose temporal relationship to study intervention administration makes a causal relationship improbable (e.g., the event did not occur within a reasonable time after administration of the study intervention) and in which other drugs or chemicals or underlying disease provides plausible explanations (e.g., the participant’s clinical condition, other concomitant treatments).
· Not Related – The AE is completely independent of study intervention administration, and/or evidence exists that the event is definitely related to another etiology. There must be an alternative, definitive etiology documented by the clinician.

Expectedness
The Principal Investigator will be responsible for determining whether an AE is expected or unexpected.  An AE will be considered unexpected if the nature, severity, or frequency of the event is not consistent with the risk information previously described for the study intervention.
ReportingThe below sample text is required for studies conducted under an IND, and should be deleted for studies that do not require an IND.

For studies conducted under an IND, there are two types of Safety Reports submitted to FDA:
· 7-Calendar-Day FDA Telephone or Fax Report:  The sponsor-investigator will directly notify the FDA, within 7 calendar days after initial receipt of the information, of any adverse event that is fatal or life-threatening, unexpected, and considered at least possibly related to the investigational product. 
· 15-Calendar-Day FDA Written Report:  The sponsor-investigator will directly notify the FDA within 15 calendar days after initial receipt of the information, of any serious adverse event (other than those that are fatal or life-threatening) that is unexpected and considered at least possibly related to the investigational product.
Serious Adverse Events which do not meet the criteria for expedited reporting will be reported to the FDA in the IND Annual Report.

[bookmark: _Toc55][bookmark: _Toc16227637]Pharmacokinetics (if applicable)If pharmacokinetic testing will be done, include timing, frequency, amount of specimens required and whether or not there will be an additional consent form for this testing. If no evaluation of pharmacokinetics is being done as part of the study, indicate “N/A”.


[bookmark: _Toc56][bookmark: _Toc16227638]Biomarkers (if applicable)If biomarker testing will be done, including what the biomarkers are, timing, frequency, type and amount of specimens required (eg blood, biopsy tissue) and whether or not there will be an additional consent form for this testing. If no biomarker testing is being done as part of the study, indicate “N/A”.

[bookmark: _Toc57][bookmark: _Toc16227639]Study Procedures
Investigators are required to perform research as written in the protocol, so this section should be written clearly and carefully to minimize deviations. 
Identify all procedures considered experimental, those performed exclusively for research purposes and those that would occur regardless of the research (i.e. standard of care). Include all observations that will take place during the study, and Study Schedule listing study procedures (visit by visit) with timing intervals to provide a summary for study team and reviewers.

[bookmark: _Toc58][bookmark: _Toc16227640]Study ScheduleSpecify total number of expected visits, including consent and screening, on study visits and follow-up. Insert a tabular Schedule of Events here as well.


[bookmark: _Toc59][bookmark: _Toc16227641]Informed ConsentConfirm that provisions are in place for seeking IRB-approved informed consent of participants or legally authorized representatives (LAR), and that the process will minimize undue influence or coercion and offer sufficient time for review. 


[bookmark: _Toc60][bookmark: _Toc16227642]ScreeningDescribe the screening process including who will perform screening procedures.  Include specific procedures to be completed and timeframe. If subjects who screen fail due to certain reasons may be re-screened at a later time (eg intercurrent illness, time since discontinuing a specific medication, etc) describe under what conditions they may be re-screened.


[bookmark: _Toc61][bookmark: _Toc16227643]Enrollment 
Identify who will enroll the subjects in the study and how this process will take place (for instance, after they have been consented, screened and meet eligibility criteria).


[bookmark: _Toc62][bookmark: _Toc16227644]On Study VisitsDescribe what study procedures will be conducted during each study visit as a bulleted itemized list. If procedures need to occur in a specific order (eg, a PK blood draw prior to administering the day’s dose of drug) state so. Refer to the Schedule of Events and the sections of the protocol describing efficacy and safety assessments. 


[bookmark: _Toc63][bookmark: _Toc16227645]End of Study and Follow-upDescribe end of study and follow-up procedures (such as collection of adverse events, vital status, etc.). Describe how long subjects will be followed-up for. Include any follow-up procedures for participants who withdraw from the study early. Include plan for sharing results (esp individual subjects’ results, results of diagnostic tests, genetic tests, or incidental findings) with subject or others (eg. primary care physician).  


[bookmark: _Toc64][bookmark: _Toc16227646]Removal of subjectsState criteria, procedures and documentation instructions for withdrawing a subject early from the study. Note that subjects may withdraw voluntarily at any time for any reason.
Identify any adverse events that would require removing subjects from treatment/study.

For interventional studies involving drugs/biologics the documentation should also include procedures for how the subject will transition from the research to routine care, if applicable or whether subjects will be allowed to remain on study drug until disease progression or indefinitely. 


[bookmark: _Toc65][bookmark: _Toc16227647]Statistical Method
[bookmark: _Toc66][bookmark: _Toc16227648]Statistical DesignDescribe the overall statistical design of the study and the approach for the analysis of the study data.


[bookmark: _Toc67][bookmark: _Toc16227649]Sample Size ConsiderationsDescribe the statistical methods for determining the sample size and power calculations for the study. If additional subjects over the calculated sample size will be enrolled (eg to account for anticipated drop out, to ensure a specified number of complete or evaluable subjects) state this as well.


[bookmark: _Toc68][bookmark: _Toc16227650]Planned Analyses
[bookmark: _Toc69][bookmark: _Toc16227651]Primary Objective AnalysisExplain how data will be analyzed to evaluate the stated primary study objective. Define how the endpoint is calculated, if applicable. 


[bookmark: _Toc70][bookmark: _Toc16227652]Secondary Objectives AnalysesExplain how data will be analyzed to evaluate each secondary study objective, if applicable.


Exploratory Objectives Analyses (if applicable)Explain how data will be analyzed to evaluate each exploratory study objective, if applicable.


[bookmark: _Toc71][bookmark: _Toc16227653]Safety If evaluation of safety is not already either a primary or secondary objective for the study, specify analysis to evaluate safety.


[bookmark: _Toc72][bookmark: _Toc16227654]Analysis of Subject CharacteristicsSpecify descriptive analysis to define subject population(s).


[bookmark: _Toc73][bookmark: _Toc16227655]Interim Analysis (if applicable)If an interim analysis will be done, explain the rationale, timing, and impact to the study. Indicate whether enrollment of new subjects will be paused or will continue while the interim analysis is conducted. Include any stopping rules that would determine if the study should be discontinued. 
For example, if a study is determining the tolerated dose of a drug or combination, define the dose-limiting toxicities which would be counted toward the safety stopping rule. (this is distinct from what might cause an individual subject to be discontinued from the treatment or study, which should be in Section 6.3.7).


[bookmark: _Toc74][bookmark: _Toc16227656]Health economic evaluationSpecify analysis to evaluate heath economic impact, which may include net health benefits, cost-effectiveness, cost-utility, and cost benefits of the intervention.



[bookmark: _Toc75][bookmark: _Toc16227657]OtherSpecify any additional analysis that will be done.


[bookmark: _Toc76][bookmark: _Toc16227658]Subsets and Covariates
Specify analysis of subsets or covariates. Explain known or suspected confounding variables, how they may affect data or outcomes and why certain confounding factors cannot be screened out. Include any calculations to evaluate confounding variables, and methods to minimize them.

[bookmark: _Toc77][bookmark: _Toc16227659]Handling of Missing DataDescribe how missing outcome data will be handled in regards to analysis.




[bookmark: _Toc78][bookmark: _Toc16227660] Trial Administration
[bookmark: _Toc79][bookmark: _Toc16227661] Ethical Considerations: Informed Consent/Assent and HIPAA AuthorizationThis section should include any applicable ethical considerations. They should also be addressed in the Informed Consent form. This section should include a statement that the study will be conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki.

Describe the following:
· Any possible deception.
· Rationale if payment will be provided for participation.
· Any sensitive data that may be collected and how it will be protected.
· Any possibility that a previously unknown condition (disease, genetic disposition, etc.) will be discovered as the result of the study procedures and how this will be handled.
•	Any information that may be added to the subject's permanent medical records with rationale.


[bookmark: _Toc80][bookmark: _Toc16227662]Institutional Review Board (IRB) ReviewInclude a statement about IRB oversight and review throughout the study. This may be institution or sponsor specific.


The protocol will be submitted to the IRB for review and approval. Approval of the protocol must be obtained before initiating any research activity. Any change to the protocol or study team will require an approved IRB amendment before implementation.  The IRB will determine whether informed consent and HIPAA authorization are required.  
The IRB will conduct continuing review at intervals appropriate to the degree of risk, but not less than once per year.
A study closure report will be submitted to the IRB after all research activities have been completed.   
Other study events (e.g. data breaches, protocol deviations) will be submitted per [insert institution's] IRB's policies.
[bookmark: _Toc81][bookmark: _Toc16227663]Subject ConfidentialityState the provisions to protect the privacy of participants. This may be institution or sponsor specific. If the study has a Certificate of Confidentiality, describe.



Subject confidentiality is held in strict trust by the research team.  Subject medical record review will be limited to the just the elements needed to complete the study.  Only authorized HIPAA and GCP trained study team members will be allowed to extract research data from medical records and enter it into [insert research database name]. No direct subject identifiers will be entered into [insert research database name].  
Each subject will be assigned a unique study number. A master list linking the unique study number to the human subject will be maintained in a locked drawer in [insert location]. 

[bookmark: _Toc82][bookmark: _Toc16227664]Deviations/Unanticipated ProblemsExplain how unanticipated problems that may occur during the study will be handled, communicated to the IRB, sponsor, and FDA, if applicable.
This section should also address how Protocol Deviations will be managed during the study including plans for detecting, reviewing, and reporting deviations from the protocol.

If the study team becomes aware of an anticipated problem (e.g. data breach, protocol deviation), the event will be reported to the IRB by [insert mechanism].
[bookmark: _Toc83][bookmark: _Toc16227665]Data CollectionDescribe the data source, timing for collection, how it will be collected (Data Collection Form should be provided as an appendix), and who can access it and how long it will be retained. Explain procedures for handling or destroying data at the end of the study and any plans for de-linking, coding or de-identifying collected information.


[bookmark: _Toc84][bookmark: _Toc16227666]Data Quality AssuranceDescribe the quality control and assurance for the conduct of the study to ensure that Good Clinical Practice is followed. Any steps that will be implemented as part of the study to ensure standardization of the collection of accurate, consistent, complete and reliable data, such as training sessions, monitoring of investigator sites, instruction manuals, use of central laboratory or reading center should be included.


[bookmark: _Toc85][bookmark: _Toc16227667]Study RecordsSpecify the documents considered study records (regulatory documents, protocols, consents forms, case report forms, subject medical records, surveys, etc.).

[bookmark: _Toc86][bookmark: _Toc16227668]Access to Source Documents
Describe the source documents and how data will be collected from them and incorporated into the database. Specify who will have access and how it may be transferred to any collaborators.

[bookmark: _Toc87][bookmark: _Toc16227669]Data or Specimen Storage/SecurityDescribe method in which data will be collected, stored (digital, hard copy, etc.) and maintained in a secure manner (encryption, password protection, etc.).
Describe whether subject data and specimens will be stored for future use and whether identifiers will be retained or they will be anonymized, and if so how and at what timepoint are identifiers removed.


[bookmark: _Toc88][bookmark: _Toc16227670]Retention of RecordsSpecify how long the study records will be retained. If permission is needed to move or destroy the records, identify the person who will need to be contacted (investigator, sponsor, etc.). If under an IND/IDE, records should not be destroyed without the IND/IDE sponsor’s agreement. Pharmaceutical companies who supply unapproved products should be consulted.

Study documents should be retained for a minimum of 2 years after the last approval of a marketing application in an International Conference on Harmonisation (ICH) region and until there are no pending or contemplated marketing applications in an ICH region or until at least 2 years have elapsed since the formal discontinuation of clinical development of the study intervention. These documents should be retained for a longer period, however, if required by local regulations. No records will be destroyed without the written consent of the sponsor, if applicable. It is the responsibility of the sponsor to inform the investigator when these documents no longer need to be retained.
[bookmark: _Toc89][bookmark: _Toc16227671]Study MonitoringSpecify who will monitor the study (third party, sponsor, internal team, etc.), where monitoring will occur and frequency. Describe any related responsibilities and identify anyone who will review the study for accuracy and how often.


[bookmark: _Toc90][bookmark: _Toc16227672]Data Safety Monitoring PlanDescribe the data safety monitoring plan for the study. Examples of DSMPs are available at http://your.yale.edu/policies-procedures/forms/420-fr-01-data-and-safety-monitoring-plans-templates.  What is the investigator’s assessment of the overall risk level for subjects participating in this study? If children are involved, what is the investigator’s assessment of the overall risk level for the children participating in this study?


[bookmark: _Toc91][bookmark: _Toc16227673]Study ModificationDescribe how any study modifications will be handled. State how and when the protocol will be updated and when the change will be implemented into the study.


[bookmark: _Toc92][bookmark: _Toc16227674]Study DiscontinuationExplain the circumstances under which the study may be discontinued.

[bookmark: _Hlk17896985]If the study is prematurely terminated or suspended, the Principal Investigator (PI) will promptly inform study participants, the Institutional Review Board (IRB), and sponsor and will provide the reason(s) for the termination or suspension.  Study participants will be contacted, as applicable, and be informed of changes to study visit schedule.
 Circumstances that may warrant termination or suspension include, but are not limited to:
· Determination of unexpected, significant, or unacceptable risk to participants
· Demonstration of efficacy that would warrant stopping   
· Insufficient compliance to protocol requirements
· Data that are not sufficiently complete and/or evaluable
· Determination that the primary endpoint has been met
· Determination of futility
[bookmark: _Toc93][bookmark: _Toc16227675]Study CompletionState the definition of study completion and specific instructions for notifying IRB and FDA, if applicable.


[bookmark: _Toc94][bookmark: _Toc16227676]Conflict of Interest Policy[bookmark: _Hlk31860382]This section should include a description of how the study will manage actual or perceived conflicts of interest. Yale policies require investigators engaged in human subjects research to disclose annually. Read more at https://your.yale.edu/research-support/conflict-interest

The independence of this study from any actual or perceived influence, such as by the pharmaceutical industry, is critical. Therefore, any actual conflict of interest of persons who have a role in the design, conduct, analysis, publication, or any aspect of this trial will be disclosed and managed. Furthermore, persons who have a perceived conflict of interest will be required to have such conflicts managed in a way that is appropriate to their participation in the trial. The study leadership in conjunction with the appropriate conflict of interest review committee has established policies and procedures for all study group members to disclose all conflicts of interest and will establish a mechanism for the management of all reported dualities of interest.
 All investigators will follow the applicable conflict of interest policies.
[bookmark: _Toc95][bookmark: _Toc16227677]Funding Source
Explain how the study will be funded but do not include specific dollar amounts.

[bookmark: _Toc96][bookmark: _Toc16227678]
Publication PlanDescribe the requirements and publication policy (of the sponsor, department, university, etc.) and specify who holds primary responsibility for publishing the study results.
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