[bookmark: _Toc281240024]PROTOCOL TEMPLATE FOR NATURAL HISTORY/OBSERVATIONAL TRIALS
This preface contains clarification about the protocol template and its supporting materials.  Remove the preface before finalizing and distributing the protocol. 
The term "protocol" is defined as a complete written description of, and scientific rationale for, a research activity involving human subjects. The protocol document serves as a free-standing document which clearly directs the conduct of the research.  It is the “recipe” followed by the investigators and study team in performing the research activities.
Thus, "protocol" means both the written description of the research activity and the activity itself.
[bookmark: _Hlk479083982]The goal of this template is to assist investigators to write a comprehensive protocol that meets the standard outlined in the International Conference on Harmonisation (ICH) Guidance for Industry, E6 Good Clinical Practice: Consolidated Guidance (ICH-E6).  Its use will also help investigators think through the scientific basis of their assumptions, minimize uncertainty in the interpretation of outcomes, and prevent loss of data.   A common protocol structure and organization will facilitate protocol review by oversight entities.    
The NIH Intramural IRB allows for the submission of various protocol formats.  For investigator-initiated studies, this template should be used. 
If an NIH Investigator is not the author of the study, then an NIH Supplement is required and should include the following sections from this template (if the content is not already available in the sponsor protocol):
· NIH Study Personnel information
· Risk/Benefit Assessment (Section 2.3 in this template)
· Regulatory and Operational Considerations (Section 9 in this template)
It is preferable to place the supplement in the front of the sponsor’s formatted protocol as a single document.
[bookmark: _Toc281240027][bookmark: _Toc281240278]Style Guidelines:
12-point font (Times, Times New Roman or Arial) and single line spacing for the protocol document. The decimal system (i.e. 1.0; 1.1; etc.) should be used to subdivide the various sections. Margins should be 1 inch on all sides.  This document is already formatted using headings in the styles.
If a section is not applicable to your protocol, do not delete it; rather indicate that the section is not applicable.
Duplication of information in the protocol document should be avoided. Please reference appropriate sections where the detailed information can be located. For example:
· Early termination rules can be described in the Study Design or Statistical Considerations sections with reference to the other section as appropriate 
Instruction/explanatory text is indicated by italics and should be deleted prior to finalizing the protocol. This text provides information on the content that should be included in the protocol. 
Example text is included to further aid in protocol writing and should be modified to suit the intervention, behavioral or social manipulation study, design, and conduct of the planned clinical trial, or it may be deleted if it is not relevant. Example text is indicated in [regular font].  Within example text, a need for insertion of specific information is notated by <angle brackets>. 
Version control is important to track protocol development, revisions, and amendments. It is also necessary to ensure that the most recently updated and IRB approved version of a protocol is used by all staff conducting the study. With each revision, the version date located in the header of each page should be updated.


Abbreviated Title: (not to exceed 30 characters)
NIH IRB #: IRB number that is in iRIS. 
Version Date: (updated with all subsequent amendments)
The date that all editing of the document was completed, or date editing began—be sure it is consistent throughout the protocol document. 
Note: In iRIS, the iRIS version date should match the version date on the Face Sheet of the protocol.

[bookmark: _Toc281240028]Title: (not to exceed 250 characters)
Title will consist of:
· Protocol type (e.g., Natural History, Screening.) 
· Words such as: observation, prospective/retrospective, and disease entity. 
· Do not include the words “patient” or “treatment”.

Principal Investigator:
Note: All Key Study Personnel (associate investigators, referral contact, etc.) who are engaged in human subjects research (HSR) at the NIH site(s)) should be listed separately on the Study Personnel Page and submitted to the IRB via iRIS.
List the affiliation, address, and contact information to include telephone, fax and email for the PI.

	NIH Principal Investigator:
	XXX Branch
XXX Institute
Building 10, Rm XXXX
9000 Rockville Pike
Bethesda, MD 20892
Phone: XXXX
E-mail: XXXX



[bookmark: _Toc281240047][bookmark: _Toc281240290]Multi-institutional protocols are protocols in which non-exempt human subjects research is taking place at more than one site.  For multi-institutional protocols in which the intramural NIH IC is the Coordinating Center and/or Sponsor:
Provide name of the Coordinating Center
Provide name of the responsible Data Safety Monitoring Board (DSMB) or Safety Monitoring Committee (SMC) if applicable.
Provide the name of each site, the lead investigator at each site, and the IRB of record for each site in which the research will take place in the iRIS study application only.  You do not need to list each site here on the protocol document.
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[bookmark: _Toc58818890][bookmark: _Toc60193103][bookmark: _Toc60195133][bookmark: _Toc60200981][bookmark: _Toc224445192][bookmark: _Toc382562958][bookmark: _Toc469058286][bookmark: _Toc469046120][bookmark: _Toc479192697][bookmark: _Toc54792510]STATEMENT OF COMPLIANCE
Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable state, local and federal regulatory requirements. Each engaged institution must have a current Federal-Wide Assurance (FWA) issued by the Office for Human Research Protections (OHRP) and must provide this protocol and the associated informed consent documents and recruitment materials for review and approval by an appropriate Institutional Review Board (IRB) or Ethics Committee (EC) registered with OHRP. Any amendments to the protocol or consent materials must also be approved before implementation. Suggested language: 
The protocol will be carried out in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) and the following: 
· United States (US) Code of Federal Regulations (CFR) applicable to clinical studies (45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56, 21 CFR Part 312, and/or 21 CFR Part 812) 
National Institutes of Health (NIH)-funded investigators and trial site staff who are responsible for the conduct, management, or oversight of NIH-funded trials have completed Human Subjects Protection and ICH GCP Training.
The protocol, informed consent form(s), recruitment materials, and all participant materials will be submitted to the Institutional Review Board (IRB) for review and approval.  Approval of both the protocol and the consent form must be obtained before any participant is enrolled.  Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study.  In addition, all changes to the consent form will be IRB-approved; an IRB determination will be made regarding whether a new consent needs to be obtained from participants who provided consent, using a previously approved consent form.



[bookmark: _Toc54792511]PROTOCOL SUMMARY
[bookmark: _Ref11145644][bookmark: _Toc54792512]Synopsis
	Title:
	<Full title>

	Study Description:
	Provide a short description of the protocol, including a brief statement of the study hypothesis. This should be only a few sentences in length. A schedule of assessments should be included in the Schedule of Activities, Section 1.2.

	Objectives:

	Include the primary and secondary objectives. These objectives should be the same as the objectives contained in the body of the protocol.

	
	<Primary Objective:  

	
	Secondary Objectives: >  

	Endpoints:
	Include the primary endpoint and secondary endpoints. These endpoints should be the same as the endpoints contained in the body of the protocol. These align with Outcome Measures in clinicaltrials.gov. 
<Primary Endpoint:
Secondary Endpoints: >

	Study Population:
	Specify sample size, gender, age, demographic group, general health status, geographic location.

	Description of Sites/Facilities Enrolling Participants:
	Provide a brief description of planned facilities/participating sites enrolling participants. Indicate general number (quantity) of sites only and if the study is intended to include sites outside of the United States.  

	Study Duration:
	Estimated time (in months) from when the study opens to enrollment until completion of data analyses.

	Participant Duration:
	Time (e.g., in months) it will take for each individual participant to complete all participant visits.
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Abbreviated Title:
Version Date:


Template version date 10.27.2020

[bookmark: _Ref11143350][bookmark: _Toc54792513]	Schedule of Activities (SOA)
The schedule below is provided as an example and should be modified as appropriate. 
The schedule of activities must capture the procedures that will be accomplished at each study visit, and all contact, with study participants e.g., telephone contacts.  This includes any tests that are used for eligibility or any tests/procedures that are performed consistently in your study population. Only include procedures that contribute to participant eligibility and study objectives and endpoints.  Other procedures should be done sparingly and with consideration, as they may add unnecessary complexity and detract from recruitment. 

Allowable windows should be stated for all visits. To determine the appropriate windows, consider feasibility and relevance of the visit time points to study endpoints.   
	Procedures
	Screening
Day -7 to -1
	Enrollment/Baseline
Visit 1, Day 1
	Study Visit 2 
Day 7  +/-1 day
	Study Visit 3
Day 14 +/- 1 day
	Study Visit 4
Day 21 +/-1 day
	Study Visit 5
Day 28 +/-1 day
	Study Visit 6
Day  35 +/-1 day
	Study Visit 7
Day 42 +/-1 day
	Study Visit 8
Day 49 +/-1 day
	Study Visit 9
Day 56 +/-1 day
	Study Visit 10
Day 63 +/-1 day
	Study Visit 11
Day 70 +/- 1 day
	Study Visit 12
Day 77 +/-1day
	Final Study Visit 13
Day 84 +/-1 day 

	Informed consent
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

	Demographics
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

	Medical history
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

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

	Physical exam
	X
	X
	
	
	X
	
	
	X
	
	
	X
	
	
	X

	Vital signs
	X
	X
	
	
	X
	
	
	X
	
	
	X
	
	
	X

	Height
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

	Weight
	X
	X
	
	X
	
	X
	
	X
	
	X
	
	X
	
	X

	Performance status
	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 a
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Pregnancy test b
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

	EKG 
	X
	
	
	
	
	
	
	
	
	
	
	
	
	

	Radiologic/Imaging assessment
	X
	
	
	
	X
	
	
	
	X
	
	
	
	
	X

	Other assessments (e.g., immunology assays)
	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:	Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium, total protein, AST, ALT, sodium.
b:	Serum pregnancy test (women of childbearing potential).




[bookmark: _Toc11143896][bookmark: _Toc250632155][bookmark: _Toc281240068][bookmark: _Toc281240310][bookmark: _Toc288125052][bookmark: _Ref417028218][bookmark: _Toc484520823][bookmark: _Toc54792514]INTRODUCTION
[bookmark: _Toc54792515]Study Rationale
State the problem or question (e.g., describe the population, disease, current standard of care, if one exists, and limitations of knowledge or available therapy) and the reason for conducting the study.
[bookmark: _Toc250632159][bookmark: _Toc281240072][bookmark: _Toc281240314][bookmark: _Toc288125056][bookmark: _Toc484520828][bookmark: _Toc54792516]Background 
[bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057][bookmark: _Toc484520829]This section should include: 
· Discussion of important literature and data that are relevant to the study and that provide background for the study (reference citations should be listed in Section 11, References) 
· Applicable clinical, epidemiological, or public health background or context of the study.
· Importance of the study and any relevant treatment issues or controversies 

[bookmark: _Ref33009854][bookmark: _Toc54792517]Risk/Benefit Assessment
[bookmark: _Toc54792518]Known Potential Risks
Include a discussion of known potential risks. 
· Potential risks and discomforts must be minimized to the greatest extent possible by using procedures such as appropriate training of personnel, monitoring, withdrawal of the subject upon evidence of difficulty or adverse event; and referral for treatment, counseling or other necessary follow-up.
· Consider not only immediate risks, but also delayed or long-term risks 
· Consider physical, reproductive, psychological, social, legal, and economic risks as well as community or group harms (e.g., breach of confidentiality is a common risk in social and behavioral research). If applicable, describe risks to others who are not subjects (e.g., group harms, harms to society).
· If risk is related to proposed procedures included in the protocol, describe alternative procedures that have been considered and explain why alternative procedures are not included 
· Provide a description of alternative courses of action which are available should the subject elect not to participate in the study.  If there are no alternatives available to the subject, this should be stated.

[bookmark: _Toc54792519]Known Potential Benefits
Include a discussion of known potential benefits.  
Describe any physical, psychological, social, or any other potential benefits to individual participants or society in general, as a result of participating in the study, addressing each of the following: 
· Immediate potential benefits
· Long-range potential benefits
Note that payment to participants, whether as an inducement to participate or as compensation for time and inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a benefit.
[bookmark: _Ref11144674][bookmark: _Toc54792520]Assessment of Potential Risks and Benefits
Include an assessment of known potential risks and benefits, addressing each of the following:
· Rationale for the necessity of exposing participants to risks and a summary of the ways that risks to participants were minimized in the study design
· Justification as to why the value of the information to be gained outweighs the risks of participation in the study

[bookmark: _Toc54792521]OBJECTIVES AND ENDPOINTS
For purposes of registration to ClinicalTrials.gov, the terms Objectives and Endpoints as used in this template align with the terms Primary Purpose and Outcome Measures in ClinicalTrials.gov, respectively. Provide a description of the study objectives and endpoints, as well as a justification for selecting the particular endpoints, in the table format included below.  This will provide clear articulation of how the selected primary and secondary endpoint(s) are linked to achieving the primary and secondary objectives and an explanation of why endpoint(s) were chosen. Data points collected in the study should support an objective or have a regulatory purpose.  Therefore, careful consideration should be given prospectively to the amount of data needed to support the study’s objectives.
An objective is the purpose for performing the study 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).
For observational studies, a study endpoint/outcome measure is a specific key measurement[s] or observation[s] used to describe patterns of diseases or traits or associations with exposures, risk factors or treatment.  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 Describe how endpoint(s) will be adjudicated, if applicable.
Primary and secondary endpoints should be adjusted for multiplicity. If a claim is sought for the secondary endpoints, the statistical plan for adjustment for multiplicity should be aligned with those objectives.  
	OBJECTIVES
	ENDPOINTS
	JUSTIFICATION FOR ENDPOINTS

	Primary
	
	

	The primary objective is the main question. This objective generally drives statistical planning for the trial (e.g., calculation of the sample size to provide the appropriate power for statistical testing).


	The primary endpoint(s) should be clearly specified and its importance and role in the analysis and interpretation of study results should be defined. The primary endpoint(s) is the basis for concluding that the study met its objective. Generally, there should be just one primary endpoint that will provide a clinically relevant, valid, and reliable measure of the primary objective.  Additional primary endpoints may require an adjustment to the sample size calculations and p-value threshold.  

	Briefly explain why the endpoint(s) were chosen.

	Secondary
	
	

	The secondary objective(s) are goals that will provide further information about the disease being studied.

	Secondary endpoints should be clearly specified.  Secondary endpoints are those that may provide supportive information. It is recommended that the list of secondary endpoints be short, because the chance of demonstrating an effect on any secondary endpoint after appropriate correction for multiplicity becomes increasingly small as the number of endpoints increases.  

	Briefly explain why the endpoint(s) were chosen.

	Tertiary/Exploratory 
	
	

	Tertiary/exploratory objective(s) serve as a basis for explaining or supporting findings of primary analyses and for suggesting further hypotheses for later research.
	Exploratory endpoints should be specified. Exploratory endpoints may include clinically important events that are expected to occur too infrequently or endpoints that for other reasons are thought to be less likely to show an effect but are included to explore new hypotheses.   

Endpoints that are not listed in an alpha conserving plan will be considered exploratory.

	Briefly explain why the endpoint(s) were chosen.




[bookmark: _Toc54792522]STUDY DESIGN
The scientific integrity of the trial and the credibility of the data from the study depend substantially on the study design.  A description of the study design should be consistent with the Protocol Synopsis (section 1.1) and include:
· Indicate if single site or multi-site. Multi-site study is defined as the same protocol used to conduct non-exempt human subjects research at more than one site.  If single site, identify at which NIH location the research activity will occur.  If multi-site, specify which research activities are taking place at each location involved. Refer to NIH HRPP Policies 105 and 109 for guidance on multi-site studies
· A statement of the hypothesis 
· Name of sub-studies, if any, included in this protocol

[bookmark: _Toc54792523]Concomitant Therapy
Include content in this section if applicable, otherwise note as not applicable.
This section should be consistent with the medication restrictions in the inclusion/exclusion criteria previously listed.  Describe the data that will be recorded related to permitted concomitant medications, supplements, complementary and alternative therapies, treatments, and/or procedures.  Include details about when the information will be collected (e.g., screening, all study visits).  
Example text provided as a guide, customize as needed:
For this protocol, a prescription medication is defined as a medication that can be prescribed only by a properly authorized/licensed clinician. Medications to be reported in the Case Report Form (CRF) are concomitant prescription medications, over-the-counter medications and supplements.

[bookmark: _Toc54792524]STUDY POPULATION
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
The following subsections should include a description of the study population and participant recruitment. The study population should be appropriate for the study.  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 study planning phase to ensure the study can adequately meet its objectives and provide evidence for the total population under study).
Use the following guidelines when developing participant eligibility criteria to be listed in Sections 5.1 Inclusion Criteria and 5.2 Exclusion Criteria:
· The eligibility criteria should provide a definition of participant characteristics required for study entry/enrollment. 
· Determine if screening procedures will be performed under a separate screening consent form as part of this protocol or under a separate screening protocol.
· The risks of the study 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. 
[bookmark: _Toc250632162][bookmark: _Toc281240075][bookmark: _Toc281240317][bookmark: _Toc288125059][bookmark: _Toc484520831][bookmark: _Ref11145748][bookmark: _Toc54792525]Inclusion Criteria
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. Beginning in 2019, participants of all ages must be included in accordance with the NIH Policy on the Inclusion of Individuals Across the Lifespan as Participants in Research Involving Human Subjects. The rationale for exclusion of these groups must be addressed in section 5.2.
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. 
Example text provided as a guide, customize as needed:  
In order to be eligible to participate in this study, an individual must meet all of the following criteria:
1. Stated willingness to comply with all study procedures and availability for the duration of the study 
2. Male or female, aged <specify range>
3. 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>
4. <Specify laboratory test> results between <specify range>
5. [bookmark: _Toc250632163][bookmark: _Toc281240076][bookmark: _Toc281240318]Agreement to adhere to Lifestyle Considerations (see section 5.5) throughout study duration]
6. Ability of subject (insert only if applicable: or Legally Authorized Representative (LAR)) to understand and the willingness to sign a written informed consent document.
[bookmark: _Toc288125060][bookmark: _Toc484520832][bookmark: _Ref11145760][bookmark: _Ref54722134][bookmark: _Toc54792526]Exclusion Criteria
[bookmark: _Toc281240077][bookmark: _Toc281240319][bookmark: _Toc288125061][bookmark: _Toc484520833]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. 
If the eligibility criteria exclude any population from the study on the basis of any factor, including but not limited to race, ethnicity, sex, disability, nationality, religion, age, or English-language ability, a justification for the exclusion based on scientific or safety concerns should be stated. Example text provided as a guide, customize as needed (including adding a statement about equitable selection):  
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. Treatment with another investigational drug or other intervention within <specify time frame>
5. Current smoker or tobacco use within <specify timeframe>
6. < Specify any condition(s) or diagnosis, both physical or psychological, or physical exam finding that precludes participation>]
[bookmark: _Toc54792527]Inclusion of Vulnerable Participants
If appropriate, include justification for inclusion of each vulnerable population which is intentionally included in your study.  Vulnerable participants include, but are not limited to, those individuals potentially subject to coercion and/or undue influence and those who lack consent capacity, including prisoners, NIH staff, cognitively impaired participants and children.  Include safeguards for protecting vulnerable populations.  Reference the appropriate NIH HRPP policies or Federal Regulations Subparts as necessary when discussing the research involvement of these subjects. Discuss what, if any, procedures or practices will be used in the protocol to minimize their susceptibility to undue influences and unnecessary risks (physical, psychological, etc.) as research subjects. Please refer to OHRP guidelines when considering inclusion of vulnerable populations. Note that if during the course of the study, a participant becomes a member of the designated population, (e.g., if a participant becomes a prisoner during the study) if that person is to remain on study, IRB approval for inclusion of that population is needed..
· Children: If the research involves persons who have not attained the legal age for consent to treatments or procedures involved in the research (“children”), refer to NIH HRPP Policy 402 to ensure sufficient information is provided.  
· Prisoners: If the research involves prisoners, review NIH HRPP Policy 401 to ensure sufficient information is provided. If the study did not anticipate the participation of prisoners on the research, and a subject becomes incarcerated during study participation, if the PI wishes the subject to remain on the research, the PI must immediately review and comply with the requirements specified in NIH HRPP Policy 401. 
· Adult subjects who lack capacity to consent to research participation : If the research involves adults with current decisional impairments, or that an individual may become decisionally impaired over the course of the study, review the NIH HRPP Policy 403 to ensure that you have provided sufficient information. All research protocols should state whether adults who are unable to provide initial informed consent are excluded or are eligible to enroll, and the conditions, if any, under which adults who permanently lose the capacity to provide on-going consent subsequent to giving initial consent, may continue to participate.  Please note that when a subject with capacity consented to the research and has a temporary loss of capacity (e.g. they are expected to regain capacity), reconsent of the subject by the LAR is not required for the subject’s continued participation in the research. However, the LAR should be engaged to advocate on behalf of the subject during the period of temporary incapacity. 
· NIH Staff, and family members of study team members:   If the research involves NIH staff, or family members of study team members, review NIH HRPP Policy 404 to ensure that you have provided sufficient information.  For research that does not offer the prospect of direct benefit to the subject (e.g. studies on healthy volunteers or natural history protocols), you must describe the safeguards that will be put in place.
· Other vulnerable populations:  If the research involves another potentially vulnerable population not identified specifically by OHRP or NIH HRPP policy please provide that information (e.g. military members, non-English Speakers, HIV/AIDS, economically disadvantaged individuals, illiterate, or blind participants).

Example language: 
[bookmark: _Hlk54722748][bookmark: _Toc54721856][bookmark: _Toc54792528]Participation of NIH Staff or family members of study team members
NIH staff and family members of study team members may be enrolled in this study as this population meets the study entry criteria.  Neither participation nor refusal to participate as a subject in the research will have an effect, either beneficial or adverse, on the participant’s employment or position at NIH.
Every effort will be made to protect participant information, but such information may be available in medical records and may be available to authorized users outside of the study team in both an identifiable an unidentifiable manner.
The NIH Information Sheet on NIH Staff Research Participation will be made available.  Please see section 9.1.3 for consent of NIH Staff.
[bookmark: _Toc54792529]Inclusion of Pregnant Women, fetuses or neonates
Include content in this section if applicable, otherwise note as not applicable.
· If the research enrolls pregnant women, fetuses or neonates then the study must satisfy all of the requirements of 45 CR 46 subpart B.  Refer to NIH HRPP Policy 400 to ensure sufficient information is provided to allow this study meets Subpart B determination criteria.
· [bookmark: _Hlk53497884]If the study does not intentionally enroll pregnant women, but it is possible a participant may become pregnant, if the researcher intends to keep the participant on the study (pregnancy is not an off-study criterion), then the protocol must provide sufficient justification and information for the IRB to determine that all of the requirements of subpart B are met.  Otherwise, it is best to exclude pregnant women and submit an amendment to include the justification should a woman become pregnant and you wish to keep her on-study.
[bookmark: _Ref11145801][bookmark: _Toc54792530]Lifestyle Considerations
Include content in this section if applicable, otherwise note as not applicable.
Describe any restrictions during any parts of the study pertaining to lifestyle and/or diet (e.g., food and drink restrictions, timing of meals relative to dosing, intake of caffeine, alcohol, or tobacco, or limits on activity), and considerations for household contacts.  Describe what action will be taken if prohibited medications, treatments or procedures are indicated for care (e.g., early withdrawal).
Example text provided as a guide, customize as needed:
During this study, participants are asked to:
· Participants who use tobacco products will be instructed that use of nicotine-containing products (including nicotine patches) will not be permitted while they are in the clinical unit. 
· Abstain from strenuous exercise for [x hours] before each blood collection for clinical laboratory tests. Participants may participate in light recreational activities during studies (e.g., watching television, reading). 
· Minimize interactions with household contacts who may be immunocompromised.
[bookmark: _Toc54792531]Screen Failures
Participants who consent to participate in the study, who do not meet one or more criteria required for participation in the study during the screening procedures, are considered screen failures.  Indicate how screen failures will be handled in the study, including conditions and criteria upon which re-screening is acceptable, when applicable.
Example text provided as a guide, customize as needed:  
Screen failures are defined as participants who consent to participate in the clinical study but are not subsequently entered in the study. A minimal set of screen failure information is required to ensure transparent reporting of screen failure participants, to meet the Consolidated Standards of Reporting Trials (CONSORT) publishing requirements and to respond to queries from regulatory authorities. Minimal information includes demography, screen failure details, eligibility criteria, and any serious adverse event (SAE).
Individuals who do not meet the criteria for participation in this study (screen failure) because of a <specify modifiable factor> may be rescreened. Rescreened participants should be assigned the same participant number as for the initial screening.

[bookmark: _Ref11144352][bookmark: _Toc54792532]Strategies for Recruitment and Retention
[bookmark: _Toc250632164][bookmark: _Toc281240078][bookmark: _Toc281240320][bookmark: _Toc288125062][bookmark: _Toc484520834]Identify general strategies for participant recruitment and retention. Please refer to NIH HRPP Policy 302 for specific guidance.

· Target study sample size by gender, race and ethnicity, and age; identify anticipated number to be screened including women and minorities in order to reach the target enrollment (should be consistent with information contained in Section 8.2, Sample Size Determination)
· Anticipated accrual rate
· Anticipated number of sites and participants to be enrolled from the U.S. and outside the U.S.
· Source of participants (e.g., inpatient hospital setting, outpatient clinics, student health service, or general public)
· Recruitment venues
· How potential participants will be identified and approached (where/when/how potential subjects will be recruited)
· If potential participants will be identified by examining existing medical records, or from existing registries or recruitment databases this must be described here.
· If medical records provided from outside referral sources will be reviewed to determine possible eligibility for the study, describe this here.
· Types of recruitment strategies planned (e.g. patient advocacy groups, national newspaper, local flyers; social media (make sure site complies with government terms of service; you can also refer to the NIH Social Media Guidelines), specific names of where advertisements may be planned are not needed).  Any information that will be used to recruit potential subjects needs to be IRB approved.  This includes information distributed at professional meetings, talks, etc.
· If the study requires long-term participation, describe procedures that will be used to enhance participant retention (e.g., multiple methods for contacting participants, visit reminders, incentives for visit attendance). 
[bookmark: _Toc11143916][bookmark: _Toc11143926][bookmark: _Toc54792533]Costs
Describe and justify any costs that subject’s (or subject’s insurance) may be responsible for because of participation in the research (e.g., study procedure/drug/device and/or standard of care).  Include costs if there are unexpected complications/hospitalization transfer that may occur to other hospitals.
[bookmark: _Toc54792534]Compensation
Describe any plan for compensation.  Refer to NIH HRPP Policy 302 for specific policy requirements.
· Describe the payment method (e.g., cash, check) and include how much money will be provided and for what activities, as well as when (timing) compensation will be provided. 
· For pediatric participants, describe whom will be paid (minor or parent/guardian)
· For incapacitated adults, state if payment will be to participant or to LAR/guardian
· Describe how compensation will be prorated if there are multiple research activities or if a subject withdraws from the study before finishing.
· Describe any reimbursement that might be provided (e.g., travel expenses such as hotel or mileage), as applicable, and the process for reimbursement (e.g., collection of receipt).
· Describe whether there is any reimbursement for escort (a person who accompanies the participant).
· For NIH staff participants, refer to NIH HRPP Policy 404.
· If no compensation will be provided, state that here in this section.

[bookmark: _Ref11144731][bookmark: _Toc250632177][bookmark: _Toc281240097][bookmark: _Toc281240339][bookmark: _Toc288125077][bookmark: _Ref477363529][bookmark: _Ref477363540][bookmark: _Ref477363552][bookmark: _Toc484520850][bookmark: _Toc54792535]PARTICIPANT DISCONTINUATION/WITHDRAWAL 
No text is to be entered in this section; rather it should be included under the relevant subheading below.
Participants may withdraw voluntarily from the study or the PI may discontinue a participant from the study.  
[bookmark: _Toc54792536]Participant Discontinuation/Withdrawal from the Study
Provide a list of reasons participation may be discontinued. It may be appropriate to provide distinct discontinuation criteria for participants and cohorts. If so, both sets of criteria should be listed separately and the distinction between the two must be stated clearly.  Also, note that participants may withdraw voluntarily from the study or discontinue the study intervention at any time.  But, investigators should seek to minimize participant discontinuation/withdrawal from study except for safety reasons. 
In addition, it is important to capture the reason for withdrawal or discontinuation, as this may impact inclusion of participant data in the analysis of results (see Section 8, Statistical Considerations).
This section should include a discussion of replacement of participants who withdraw or discontinue early, if replacement is allowed.  This section should not include a discussion of how these participants will be handled in the analysis of study data.  This should be captured in the Section 8, Statistical Considerations. 
Example text provided as a guide, customize as needed:  
[bookmark: _Hlk8990986]Participants are free to withdraw from participation in the study at any time upon request. 
An investigator may discontinue or withdraw a participant from the study for the following reasons:
· Significant non-compliance 
· If the participant meets an exclusion criterion (either newly developed or not previously recognized) that precludes further study participation
· Subject has completed the study follow-up period
· Death
· Screen Failure
The reason for participant discontinuation or withdrawal from the study will be recorded on the <specify> Case Report Form (CRF).
[bookmark: _Toc54792537]Lost to Follow-up
The protocol should describe the nature and duration of study follow-up. Validity of the study is a potential issue when participants are lost to follow-up, as information that is important to the endpoint evaluation is then lost. Participants are considered lost to follow-up when they stop reporting to scheduled study visits and cannot be reached to complete all protocol-required study procedures. Describe the plans to minimize loss to follow-up and missing data. If the study team intends to engage the serviced of a 3rd party to attempt to find lost subjects, this should be described.
[bookmark: _Hlk33595929]Example text provided as a guide, customize as needed:  
A participant will be considered lost to follow-up if he or she fails to return for <specify number of visits> scheduled visits and is unable to be contacted by the study site staff. 
The following actions must be taken if a participant fails to return to the clinic for a required study visit:
· The site will attempt to contact the participant and reschedule the missed visit <specify time frame> and counsel the participant on the importance of maintaining the assigned visit schedule and ascertain if the participant wishes to and/or should continue in the study.
· Before a participant is deemed lost to follow-up, the investigator or designee will make every effort to regain contact with the participant (where possible, 3 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 medical record or study file. 
· Should the participant continue to be unreachable, he or she will be considered to have withdrawn from the study with a primary reason of lost to follow-up.

[bookmark: _Toc467166662][bookmark: _Toc467166663][bookmark: _Toc281240104][bookmark: _Toc281240346][bookmark: _Toc288125081][bookmark: _Toc484520856][bookmark: _Toc54792538]STUDY ASSESSMENTS AND PROCEDURES
[bookmark: _Toc11143962][bookmark: _Toc11143963][bookmark: _Toc11143964][bookmark: _Toc11143965][bookmark: _Ref54724361][bookmark: _Toc54792539]Screening Procedures
Discuss the sequence of events that should occur during the screening process and any decision points regarding participant eligibility.  Include the time frame prior to enrollment within which screening procedures/ evaluations must be performed (e.g., within 28 days prior to enrollment).  If a separate screening protocol is developed, describe how the screening protocol will be used to identify participants for this study.
If an individual’s medical chart or results of diagnostic tests performed as part of an individual’s regular medical care are going to be used for screening or as a part of collection of trial data, relevant federal or state laws, and local institutional requirements should be followed, as applicable.  If this is the case, this section should note which information is to be obtained through review of existing data.
Example text provided as a guide, customize as needed:  
1.1.1 [bookmark: _Toc10012203][bookmark: _Toc54792540]Screening activities performed prior to obtaining informed consent
Minimal risk activities that may be performed before the subject has signed a consent include the following: 
· Email, written, in person or telephone communications with prospective subjects. 
· Review of existing medical records to include H&P, laboratory studies, etc.  
· Review of existing MRI, x-ray, or CT images.
· Review of existing photographs or videos.
· Review of existing pathology specimens/reports from a specimen obtained for diagnostic purposes.
1.1.2 [bookmark: _Toc10012204][bookmark: _Toc54792541]Screening activities performed after a consent for screening has been signed
The following activities will be performed only after the subject has signed the consent this study. Assessments performed at outside facilities or on another NIH protocol within the timeframes below may also be used to determine eligibility once a participant has signed the consent.
All screening tests and procedures must be performed within 28 days prior to enrollment, unless a time period is specifically mentioned:
[bookmark: _Toc11143968][bookmark: _Toc54792542]Clinical Evaluations
[bookmark: _Hlk479166047]Note that the protocol should provide a high-level discussion of all research procedures and detailed information can be further provided in a MOP or SOP.  In addition, note where approaches to decrease variability, such as centralized laboratory assessments, are being employed. The specific timing of procedures/evaluations to be done at each study visit is captured in Section 1.2, Schedule of Activities (SoA) and the time points of these procedures should not be included here. In addition, indicate where appropriate, that procedures/evaluations will be performed by qualified personnel.
If any procedure has a risk of suicidal ideation, or questionnaires include questions about depression/suicidality, provide a management plan.
This section should include a list and description of all the procedures/evaluations that are planned as part of the protocol such as:

· [bookmark: _Hlk479163985]Physical examination (e.g., height and weight, organ systems, motor or vision assessment, or other functional abilities). If appropriate, discuss what constitutes a targeted physical examination. 
· Electrocardiograms (EKGs): specify if the EKG is for screening purposes only. Include any specific instructions for the collection and interpretation of the EKG (e.g., time points relative other evaluations). If EKGs will be analyzed at a central laboratory, instructions for the collection (e.g., equipment), transmission and archiving of the EKG data should be summarized in this protocol, and further outlined in the MOP. If the EKG will be read locally, indicate how these will be handled and in what format (e.g., digital or paper), as well as instructions with respect to local review. 
· Radiographic or other imaging assessments. State the specific imaging required and, as appropriate, provide description of what is needed to perform the specialized imaging. Details describing how to perform the imaging in a standard fashion and equipment specifications may be described in the study’s MOP or a separate SOP. 
· For studies which include the following use of radiation, ensure the appropriate application is submitted to the RSC at NIH:
· Involves the use of any radiation in pediatric participants (<18 years old) with an annual effective dose >0.5 rem or healthy pediatric volunteers (any dose level)
· Uses any radiation in healthy adult volunteers, excluding DEXA and chest X-Ray
· [bookmark: _Hlk54723636]For any MRI with gadolinium, refer to the gadolinium guidelines for maximum amount and provide the FDA medication guide (see https://www.fda.gov/drugs/drug-safety-and-availability/fda-drug-safety-communication-fda-warns-gadolinium-based-contrast-agents-gbcas-are-retained-body )
· [bookmark: _Hlk54723756]Counseling procedures, including any dietary or activity considerations that need to be adhered to during study participation.
· Administration of questionnaires or other instruments for patient-reported outcomes, such as a daily diary. If non-English speakers are enrolled, identify if assessments related to the primary objectives are validated in their languages. 
· Assessment of adverse events. Describe provisions for follow-up of ongoing AEs/SAEs.
Include in this section a discussion of the results of any study specific procedures that will be provided to participant (e.g., radiographic or other imaging or laboratory evaluations). 

[bookmark: _Toc54792543]Biospecimen Evaluations
Biological specimen collection and laboratory evaluations. Include specific test components and estimated volume and type of specimens needed for each test. Specify laboratory methods to provide for appropriate longitudinal and cross-sectional comparison (e.g., use of consistent laboratory method throughout study, use of single, central laboratory for multi-site studies). If more than one laboratory will be used, specify which evaluations will be done by each laboratory.  In addition, compliance with Clinical Laboratory Improvement Amendments (CLIA) of 1988 should be addressed.  If such compliance is not required, a brief discussion should be included explaining why this is the case.  In addition, discussion should include whether any laboratory tests (e.g., diagnostics) that will be used are being developed concurrently or are commercially available.  Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section with detailed discussion in the study’s MOP.
[bookmark: _Toc281240105][bookmark: _Toc281240347][bookmark: _Toc288125082][bookmark: _Toc484520857][bookmark: _Toc54792544]Correlative Studies for Research
Special assays or procedures required (e.g., immunology assays, flow cytometry assays, microarray, DNA sequencing). For research laboratory assays, include specific assays, estimated total volume and type of specimen needed for each test. If more than one laboratory will be used, specify which assays will be done by each laboratory. Address whether cell lines will be created and whether specimens will be batched and performed retrospectively or performed in real time. Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section with detailed discussion in the study’s MOP.
Note: If there is an optional biopsy for research in the protocol, then the participant will consent at the time of the procedure. If the participant refuses the optional biopsy at that time, the refusal will be documented in the medical record and in the research record. 
[bookmark: _Toc281240106][bookmark: _Toc281240348]Note: the CC MEC policy on limits of blood drawn for purposes of research: 
[bookmark: _Toc281240107][bookmark: _Toc281240349]Adult Patients and Volunteers: Blood Drawing Limits for Research Purposes 
The amount of blood that may be drawn from adult patients and volunteers (i.e., those persons 18 years of age or older) for research purposes shall not exceed 10.5 mL/kg or 550 mL, whichever is smaller, over any eight-week period. The amount of blood to be drawn from volunteers and the frequency of collection shall be specified in the clinical research protocol, and exceptions to the 10.5 mL/kg or 550 mL limitations shall be approved by the IRB. 
Pediatric Patients: Blood Drawing Limits for Research Purposes 
For pediatric patients, no more than 5 mL/kg may be drawn for research purposes in a single day, and no more than 9.5 mL/kg may be drawn over any eight-week period. 
[bookmark: _Toc281240109][bookmark: _Toc281240351][bookmark: _Toc288125084][bookmark: _Toc484520859][bookmark: _Toc54792545]Samples for Genetic/Genomic Analysis
[bookmark: _Toc288125085][bookmark: _Toc484520860][bookmark: _Toc281240110][bookmark: _Toc281240352]Description of the scope of genetic/genomic analysis
· including epigenetics, GWAS studies, family/linkage studies (if applicable) (e.g. whole genome sequencing or whole exome sequencing), 
· specify whether the analysis will consist of germline and/or somatic analysis, 
· specify what biospecimens will be used in this analysis (e.g. tumor or blood), 
[bookmark: _Toc281240111][bookmark: _Toc281240353][bookmark: _Toc288125086][bookmark: _Toc484520861]Description of how privacy and confidentiality of medical information/biological specimens will be maximized
· Will participant identifiers be attached to data, or will samples/data be coded or unlinked? Even if protected health information (PHI) is removed, how likely is potential identification?
· Description of any clinical/demographic information that will be collected (age, ethnicity, sex, diagnosis, stage, treatment, response to treatment)
· How might this information make specific individuals or families identifiable?
· If research data will be coded, how will access to the “key” for the code be limited? Include a list of security measures (password –protected database, locked drawer, other). List positions of persons with access to the key
· Will pedigrees be published? Include a description of measures to minimize the changes of identifying specific families.
· Will any personally identifiable information be released to third parties?
· Under what circumstances will data/samples be shared with other researchers?
· Will the data be deposited in a genomic database (e.g. dbGaP)
· Describe any additional features to protect confidentiality (such as obtaining a certificate of confidentiality).
[bookmark: _Toc281240112][bookmark: _Toc281240354][bookmark: _Toc288125087][bookmark: _Ref469058934][bookmark: _Toc484520862]Management of Results
· Discuss what specific results will be given to participants or their health care providers. In general, the results offered should be scientifically valid, confirmed, and should have significant implications for the subject’s health and well-being. 
· Address whether the confirmation laboratory is CLIA certified and provide the CLIA certification number.  Note that results obtained in a non-CLIA laboratory cannot be provided back to the participant or health care provider for purposes of providing clinical diagnostic information.
· If confirmatory CLIA testing is required, discuss whether the participant or research team will be responsible for the cost.
· Discuss whether genetic counseling will be provided, and whether the participant or research team will be responsible for the cost.
· Discuss the potential time frame that initial sequencing will be conducted, and if it may be at a time significantly after the participants enrollment, whether and how you intend to recontact them to inform them of any results.  When appropriate, the informed consent document should contain information informing the participant that sequencing may be done at a later time or perhaps not performed at all.
· Discuss the possibility of incidental findings and how you plan to determine which incidental findings you will return to participants (for example, if you were to discover a BRCA mutation, would you inform the participant?). An incidental result is a “finding concerning and individual research participant that has potential health or reproductive importance and is discovered in the course of conducting research but is beyond the aims of the study” (Wolf, et. al, JLME, 2008)
· Discuss how long you will look for incidental findings.
· Consider consulting an interdisciplinary group of staff to determine what findings will be returned to participants.
· Describe what meets the threshold for clinical and analytical validity and clinical utility. 
· Plans to return other forms of data—such as significant non-health-related data—should be built into the study design.
Example language:
Subjects will be contacted if a clinically actionable gene variant is discovered. Clinically actionable findings for the purpose of this study are defined as disorders appearing in the American College of Medical Genetics and Genomics recommendations for the return of incidental findings that is current at the time of primary analysis. Subjects will be contacted at this time with a request to provide a blood sample to be sent to a CLIA certified laboratory. If the research findings are verified in the CLIA certified lab, the subject will be offered the opportunity to come to NIH (at our expense) to have genetic education and counseling to explain this result. If the subject does not want to come to NIH, a referral to a local genetic healthcare provider will be provided (at their expense).
This is the only time during the course of the study that incidental findings will be returned. No interrogations regarding clinically actionable findings will be made after the primary analysis.
[bookmark: _Toc11143973][bookmark: _Toc11143974][bookmark: _Toc11143975][bookmark: _Toc11143978][bookmark: _Toc11143989][bookmark: _Toc11143990][bookmark: _Toc288125129][bookmark: _Toc250632186][bookmark: _Toc281240140][bookmark: _Toc281240382][bookmark: _Toc484520920][bookmark: _Ref11146145][bookmark: _Ref11146173][bookmark: _Toc54792546]STATISTICAL CONSIDERATIONS
The following subsections should describe the statistical tests and analysis plans for the protocol, as applicable. They should indicate how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible.
[bookmark: _Toc466023766][bookmark: _Toc466025750][bookmark: _Toc466027059][bookmark: _Toc466027386][bookmark: _Toc466539365][bookmark: _Toc466973563][bookmark: _Toc466974412][bookmark: _Toc466977817][bookmark: _Toc466978666][bookmark: _Toc466980218][bookmark: _Toc466983869][bookmark: _Toc466984717][bookmark: _Toc466985566][bookmark: _Toc466986414][bookmark: _Toc466987263][bookmark: _Toc466988270][bookmark: _Toc466989277][bookmark: _Toc466990126][bookmark: _Toc466990743][bookmark: _Toc467137749][bookmark: _Toc467138597][bookmark: _Toc467161636][bookmark: _Toc467165899][bookmark: _Toc467242537][bookmark: _Toc467243397][bookmark: _Toc467244258][bookmark: _Toc467245118][bookmark: _Toc467245978][bookmark: _Toc467246838][bookmark: _Toc467247869][bookmark: _Toc467248729][bookmark: _Toc467249314][bookmark: _Toc467255048]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. 
[bookmark: _Toc484520921][bookmark: _Toc54792547]Statistical Hypothesis
State the formal and testable null and alternative hypotheses for primary and key secondary endpoints, specifying the type of comparison and time period for which each endpoint will be analyzed. For observational studies, a study endpoint/outcome measure is a specific key measurement[s] or observation[s] used to describe patterns of diseases or traits or associations with exposures, risk factors or treatment.

· Primary Endpoint(s): 
· Secondary Endpoint(s):
[bookmark: _Toc484520922][bookmark: _Ref11145910][bookmark: _Toc54792548]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 also to 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 8.3.2 Analysis of the Primary Efficacy Endpoint(s) and 8.3.3 Analysis of the Secondary Endpoint(s))
Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size. The anticipated accrual rate should be reported, and based on the accrual ceiling, the duration of accrual and the total study duration should be discussed.
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 8.3.7, Exploratory Analyses).

[bookmark: _Toc484520924][bookmark: _Toc54792549]Statistical Analyses
[bookmark: _Toc484520925][bookmark: _Toc54792550]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).
[bookmark: _Ref477363318][bookmark: _Toc484520926][bookmark: _Toc54792551]Analysis of the Primary Endpoints
For each primary endpoint:
· Define the measurement or observation and describe how it is calculated, if not readily apparent (this is the outcome measure(s) you will use to report results on clinicaltrials.gov)
· 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. 

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.
[bookmark: _Toc484520927][bookmark: _Ref11143684][bookmark: _Toc54792552]Analysis of the Secondary Endpoint(s)
For each secondary endpoint:

· Note if analysis 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 (this is the outcome measure(s) you will use to report results on clinicaltrials.gov) 
· 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. 

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.
[bookmark: _Toc484520929][bookmark: _Toc54792553]Baseline Descriptive Statistics
Include content in this section if applicable, otherwise delete this section.
Procedure 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.

[bookmark: _Toc484520931][bookmark: _Ref11145709][bookmark: _Toc54792554]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).
[bookmark: _Toc484520932][bookmark: _Toc54792555]Tabulation of individual Participant Data
State whether individual participant data will be listed by measure and time point.
[bookmark: _Toc484520933][bookmark: _Ref11143749][bookmark: _Toc54792556]Exploratory Analyses
Exploratory analyses cannot be used as confirmatory proof for registration trials. All planned exploratory analyses should be specified in the protocol.
[bookmark: _Ref33009828][bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130][bookmark: _Toc484520934][bookmark: _Toc54792557]REGULATORY AND OPERATIONAL CONSIDERATIONS
[bookmark: _Toc54792558]Informed Consent Process
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
The following subsections should describe the procedures for obtaining and documenting informed consent of study participants.  State if a separate screening consent will be used.  If a separate screening consent will not be used, the study consent must be signed prior to conducting study screening procedures. Some screening procedures may be performed prior to consent if addressed in section 7.1.
In obtaining and documenting informed consent, the investigator must comply with applicable regulatory requirements (e.g., 45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56) and should adhere to ICH GCP. Prior to the beginning of the trial, the investigator should have the IRB’s written approval for the protocol and the written informed consent form(s) and any other written information to be provided to the participants.
[bookmark: _Ref54724846][bookmark: _Ref54725114][bookmark: _Ref54725123][bookmark: _Toc54792559]Consent/Assent Procedures and Documentation
Provide a detailed description of the consent process, including the following, as applicable:
· Where and when will consent be obtained?
· Who is authorized to obtain consent?
· [bookmark: _GoBack]Will consent be done in person, or by telephone/videoconference?  Describe the process.
· How will coercion or undue influence will be minimized?
· How much time will the potential subject be provided to consider their participation?
· Who will answer questions from the participant?
· Will the potential participant be provided the opportunity to consult with others (family, friends, private physician) prior to providing consent?
Requests for Waiving or Altering Elements of Informed Consent (or Parent Permission) must be obtained in advance, and address the following (refer to OHSRP SOP 12 and note that this is only allowed for minimal risk studies):
· Describe why obtaining consent is impracticable
· Describe how the waiver won’t affect rights and welfare of subjects.
· Describe how and when subjects will be provided additional information after participation, if appropriate. 
Requests for Waiving Documentation of Consent (or Parent Permission) must address at least one the following (refer to OHSRP SOP 12):
· Validate that the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality, OR
· Validate that the research is no greater than minimal risk and involves procedures for which written consent is normally not required outside the research context (Note that this is the only justification allowed for FDA regulated research).
Consent Process for Minors/Children (under 18 years of age):
· Describe how parental permission will be obtained.
· If applicable, describe the process for obtaining assent of the subjects. 
· Written assent should be obtained whenever possible.
· Note that in situations where there is joint custody of a child, both parents must sign consent. If only one parent can be present at NIH, the other parent’s consent can be obtained by telephone via the procedure described in section 9.1.1.
· Address consent processes for children who become adults or emancipated during a study. 
Consent Process for Adults who Lack Capacity to Consent to Research Participation:
· Describe the process to determine whether an individual is capable of consent. 
· If the individual is not capable of giving consent to participate, indicate who will be authorized to give consent (e.g., power of attorney for health care, court appointed guardian for health care decisions, spouse, adult child.) As a reminder, if there is a guardianship order, consult OGC as early as feasible, to ensure that the guardian is authorized to provide consent under the laws of the state that issued the order. 
· If participant is not able to obtain consent, indicate that they can be assessed for their ability to appoint a Legally Authorized Representative (LAR) to consent for them. If the subject is capable of appointing and LAR, be sure to review NIH HRPP Policy 403 for the updated hierarchy for who may serve as a LAR at an NIH site. 
· Consider consultation with Clinical Center Human Subjects Protection Unit (HSPU) or Ability to Consent Assessment Team (ACAT) teams. 
· If subjects may lose decision-making ability during the study, describe the process for the subject to identify the LAR, when this will be done, how the LAR will be notified, and how the LAR will be involved in the study.  Also describe how decision-making ability will be monitored over the course of the study.
This section should be consistent with Section 5.7, Strategies for Recruitment and Retention when describing consent plans and special considerations for children or other vulnerable participants. 
For assent of children, if applicable
Children (those individuals under the age of consent in the jurisdictions in which they reside, usually age 18) are generally not legally permitted to give consent, but depending on their age, they may have the ability to give assent (“assent” means a child’s affirmative agreement to participate in research). Every protocol involving children must include a discussion of how assent will be obtained for the particular study including who will determine what type of assent (verbal, written) will be obtained for each child. If appropriate, age guidelines should be included for the type of assent to be obtained. Written assent will be documented by the child themselves when they sign the assent document. 
Sample language for verbal and written assent:
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Verbal assent will be obtained as appropriate for children ages [fill in the blank]. Children under the age of 18, but who are age [fill in the blank] or older will be asked to sign an age appropriate assent form. Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the ability to fully understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for verbal assent only (Investigator should provide a justification for why written assent will not be obtained):
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Written assent will not be obtained from children as [provide justification here]. Verbal assent will be obtained as appropriate for children ages [fill in the blank].  Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the ability to understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for waiver of assent:
If assent will not be obtained, the protocol must provide justification for no assent procedures. The Code of Federal Regulations allow for waiver of assent only if the capacity of some or all of the children is so limited that they cannot reasonably be assented or if the intervention or procedures involved in the research holds out the prospect of direct benefit to the health or well-being of the children and is available on the context of research. However, the child should be included in the discussions to the degree they are capable of understanding.
The investigator should specify if the waiver is requested for some or all of the children enrolled in the research.
Sample language 1:
A waiver of assent is requested for [specify some or all] minors enrolled in this research as the minors cannot reasonably be expected to have the ability to provide meaningful assent due to their underlying condition, age, maturity or psychological state.
Sample language 2:
A waiver of assent is requested for [specify some or all] minors enrolled in this research as the research intervention has the prospect of direct benefit to the participant [describe what the benefit is] and the intervention is available only in the context of the research.
[bookmark: _Toc54792560]Consent for minors when they reach the age of majority 
If a minor who lacks capacity to consent becomes an adult while on study, the requirements of NIH HRPP Policy 403 come into effect. Study teams should plan for this circumstance, and if the subject can remain on study, the protocol should also address how this process will be managed. 
Sample language for waiver of consent for minors who reach the age of majority:
When a pediatric subject reaches age 18, continued participation (including ongoing interactions with the subject or continued analysis of identifiable data) will require that consent be obtained from the now adult with the standard protocol consent document to ensure legally effective informed consent has been obtained.
If reconsent is not feasible, we request waiver of informed consent to continue to use data and/or specimens for those individuals who become lost to follow up or who have been taken off study prior to reaching the age of majority.
Requirements for Waiver of Consent consistent with 45 CFR 46.116 (d):
(1) The research involves no more than minimal risk to the subjects.
a. Analysis of samples and data from this study involves no additional risks to subjects.
(2) The research could not practicably be carried out without the waiver or alteration.
a. Considering the length of time between the minor’s last contact with the research team and their age of majority, it will likely be very difficult to locate them again. A significant reduction in the number of samples analyzed is likely to impact the quality of the research. 
(3) As the research involves using identifiable private information or identifiable biospecimens, the research could not practicably be carried out without using such information or biospecimens in an identifiable format. 
a. Though the purpose of future studies cannot yet be known, they often involve the correlation of clinical outcomes and clinical interventions with laboratory studies.  Such information would be unavailable if access to medical record numbers was unavailable. 
(4) The waiver or alteration will not adversely affect the rights and welfare of the subjects.
a. Retention of these samples or data does not affect the welfare of subjects. 
(5) Whenever appropriate, the subjects will be provided with additional pertinent information after participation.
a. We only request a waiver of consent for those subjects who have been lost to follow-up or who have been taken off study prior to reaching the age of majority.

The informed consent process will be documented in the medical record.
The investigator will confirm that, when required, written legally effective consent has been obtained prior to initiating any study interventions.
[bookmark: _Ref33020439][bookmark: _Toc54792561][bookmark: _Hlk54785826]Considerations for Consent of NIH staff, or family members of study team members
[bookmark: _Hlk54725057]Example language: 
Consent for NIH staff will be obtained as detailed above with following additional protections:
Consent from staff members will be obtained by an individual independent of the staff member’s team whenever possible.  Otherwise, the consent procedure will be independently monitored by the CC Department of Bioethics Consultation Service in order to minimize the risk of undue pressure on the staff member.
[bookmark: _Ref33020586][bookmark: _Toc54792562]Consent of Subjects who are, or become Decisionally Impaired
Example language is provided below. Tailor accordingly if circumstances differ. Please note that in general subjects who lack the capacity to consent to research may only be enrolled/retained if there is a prospect of direct benefit, or if the risk profile is no more than minimal or a minor increase over minimal risk. (Refer to  NIH HRPP Policy 403). 
· Be sure to include your plan for assessing the initial and ongoing capacity of the subjects and how you will identify the LAR, and the process you will have for obtaining initial consent from the LAR and/or reconsent from the LAR. 
· The study team may contact the NIH Ability to Consent Assessment Team(ACAT) for evaluation as needed for the following: an independent assessment of whether an individual has the capacity to provide consent; assistance in identifying and assessing an appropriate surrogate when indicated; and/or an assessment of the capacity to appoint a surrogate.  
Adults unable to provide consent are excluded from enrolling in the protocol. However, it is possible that subjects enrolled in the protocol may permanently lose the capacity to consent for themselves during the course of this study.  In the event this occurs, the subjects will [choose whichever is applicable] be withdrawn from the study [or, if applicable to this study] remain in the study because [provide justification as to why it is appropriate for the subject to remain in the study].  If subjects will remain in the study, an LAR will be identified consistent with Policy 403 and informed consent obtained from the LAR, as described in Section 9.1.1. 
Or: Adults unable to provide consent are able to enroll in this protocol:
The PI will ensure that study investigators will identify an appropriate LAR consistent with requirements of Policy 403 and will obtain consent from the LAR as outlined in the consent process in Section 9.1.1 before initiating research interventions. 

[bookmark: _Toc54792563]Study Discontinuation and Closure
List possible reasons for termination or temporary suspension of the study (e.g., study closure based on PI decision, sponsor/funder decision, regulatory or other oversight bodies; review of serious, unexpected, and related AEs; noncompliance; futility).  For any study that is prematurely terminated or temporarily suspended, the PI will promptly inform study participants, the IRB, and sponsor and provide the reason(s) for the termination or temporary suspension. 
When a study is prematurely terminated, refer to Section 6, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal, for handling of enrolled study participants.
Example text provided as a guide, customize as needed:  
This study may be temporarily suspended or prematurely terminated if there is sufficient reasonable cause.  Written notification, documenting the reason for study suspension or termination, will be provided by the suspending or terminating party to <study participants, investigator, funding agency and regulatory authorities>.  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
· Insufficient compliance to protocol requirements
· Data that are not sufficiently complete and/or evaluable
· Determination that the primary endpoint has been met
Study may resume once concerns about safety, protocol compliance, and data quality are addressed, and satisfy the IRB.
[bookmark: _Ref11144816][bookmark: _Toc54792564]Confidentiality and Privacy
This section will describe protections for maintaining confidentiality of participant data, including, but not limited to forms, records and samples and participant privacy.
Include procedures for maintaining participant confidentiality, privacy protections, any special data security requirements, and record retention per the sponsor’s requirements. Describe who would have access to records, including the investigator and other study staff, the clinical monitor, funding institutions, representatives of the NIH Institute or Center (IC), representatives from the IRB, and regulatory agencies.  In addition, consider inclusion of the following information:
· Describe whether identifiers will be attached to data/samples, or whether data will be coded or unlinked.
· If unlinked or coded, and additional information (e.g., age, ethnicity, sex, diagnosis) is available, discuss whether this might make specific individuals or families identifiable.
· If research data/samples will be coded, describe how access to the “key” for the code will be limited.  Include description of security measures (password-protected database, locked drawer, other).  List names or positions of persons with access to the key.
· Include a discussion of the circumstances in which data or samples will be shared with other researchers.
· Include a discussion of plans to publish participant’s family pedigrees, with a description of measures to minimize the chance of identifying specific families.
· Describe any situations in which personally identifiable information will be released to third parties.
· State who has access to records, data, and samples.  Consider if monitors or auditors outside of study investigators will need access.
· Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).
· Approaches to ensure privacy of study participants
Example text provided as a guide; customization will be required to address all aspects that should be included in this section: 
Participant confidentiality and privacy is strictly held in trust by the participating investigators, their staff, and the sponsor(s). This confidentiality is extended to cover testing of biological samples and genetic tests in addition to the clinical information relating to participants. Therefore, the study protocol, documentation, data, and all other information generated will be held in strict confidence. 
All research activities will be conducted in as private a setting as possible.
The study monitor, representatives of the Institutional Review Board (IRB), and/or regulatory agencies may inspect all documents and records required to be maintained by the investigator, including but not limited to, medical records (office, clinic, or hospital) and pharmacy records for the participants in this study. The clinical study site will permit access to such records.
The study participant’s contact information will be securely stored at each clinical site for internal use during the study. At the end of the study, all records will continue to be kept in a secure location for as long a period as dictated by the reviewing IRB, Institutional policies, or sponsor requirements.
Study participant research data, which is for purposes of statistical analysis and scientific reporting, will be transmitted to and stored at the <specify name of Data Coordinating Center>. This will not include the participant’s contact or identifying information. Rather, individual participants and their research data will be identified by a unique study identification number. The study data entry and study management systems used by clinical sites and by <specify name of Data Coordinating Center> research staff will be secured and password protected. At the end of the study, all study databases will be de-identified and archived at the <specify name of Data Coordinating Center>.
To further protect the privacy of study participants, a Certificate of Confidentiality has been issued by the National Institutes of Health (NIH).  This certificate protects identifiable research information from forced disclosure. It allows the investigator and others who have access to research records to refuse to disclose identifying information on research participation in any civil, criminal, administrative, legislative, or other proceeding, whether at the federal, state, or local level. By protecting researchers and institutions from being compelled to disclose information that would identify research participants, Certificates of Confidentiality help achieve the research objectives and promote participation in studies by helping assure confidentiality and privacy to participants.
[bookmark: _Toc54792565]Future use of Stored Specimens and Data
If intended specimens or residual specimens are retained after the study is complete, include the provisions for consent and the options that are available for the participant to agree to the future use of his/her specimens, images, audio or video recordings. Specify the location(s), if other than the clinical site, where specimens or other data will be maintained, how long specimens or other data will be stored, if the site's IRB will review future studies, and protections of confidentiality for any future studies with the stored specimens or data (e.g., specimens will be coded, bar-coded, de-identified, identifying information will be redacted from audio recording transcripts). Include a statement that genetic testing will or will not be performed. 
See also Section 9.3, Confidentiality and Privacy and Section 9.8, Data Handling and Record Keeping, for further information on future use of study records.
[bookmark: _Toc54792566]Safety Oversight
Appropriate safety oversight should be used for each trial.  This could include a Safety Monitoring Committee (SMC)[footnoteRef:2], Data Safety Monitoring Board (DSMB)[footnoteRef:3], and/or an Independent Safety Monitor (ISM)[footnoteRef:4]. Independent oversight is an important component to ensure human subjects’ protection and data integrity and should be considered for each study. In this section, the type of safety oversight should be clearly identified along with any known responsibilities for the oversight of safety and data integrity in the study. Describe the composition of the SMC or DSMB, frequency of interim data review, final data analysis and method of reviews. A separate DSMB Charter will provide further detail of DSMB membership, responsibilities and administration of the DSMB.   Refer to NIH HRPP Policy 503.  Note that the level of safety oversight should be relative to the risks of the study, and for a simple natural history study, oversight by only the PI is likely adequate. [2:   A Safety Monitoring Committee (SMC) is a small group of experts with at least two members who are independent of the protocol who review data from a particular study. Generally, independent investigators and biostatisticians should be included. The primary responsibility of the SMC is to monitor participant safety. The SMC considers study-specific data as well as relevant background information about the disease, intervention, and target population under study.]  [3:   A Data and Safety Monitoring Board (DSMB) is an independent group of experts that advises funding IC(s) and the study investigators. The members of the DSMB provide their expertise and recommendations. The primary responsibilities of the DSMB are to 1) periodically review and evaluate the accumulated study data for participant safety, study conduct and progress, and, when appropriate, efficacy, and 2) make recommendations concerning the continuation, modification, or termination of the trial. The DSMB considers study-specific data as well as relevant background knowledge about the disease, intervention, or target population under study.]  [4:   An Independent Safety Monitor (ISM) is a physician, nurse, or other individual with relevant expertise whose primary responsibility is to provide independent safety monitoring in a timely fashion. This is accomplished by review of adverse events, immediately after they occur or are reported, with follow-up through resolution. The ISM evaluates individual and cumulative participant data when making recommendations regarding the safe continuation of the study.] 

Example text provided as a guide, customize as needed:
1.1.3 [bookmark: _Toc281240136][bookmark: _Toc281240378][bookmark: _Toc288125125][bookmark: _Toc484520916][bookmark: _Toc54792567]Principal Investigator/Research Team 
[bookmark: _Hlk516841667]The clinical research team will meet on a regular basis (approximately weekly) when subjects are being actively enrolled/evaluated on the study to discuss each subject.  
All data will be collected in a timely manner and reviewed by the principal investigator or a lead associate investigator. Events meeting requirements for expedited reporting as described in HRPP Policy 801 will be submitted within the required timelines. 
The principal investigator will review all data on each subject to ensure safety and data accuracy. The principal investigator will personally conduct or supervise the investigation and provide appropriate delegation of responsibilities to other members of the research staff. 

[bookmark: _Toc469058441][bookmark: _Toc469046275][bookmark: _Toc479192777][bookmark: _Ref11144890][bookmark: _Toc54792568]Clinical Monitoring
Site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with ICH GCP, and with applicable regulatory requirement(s).  
This section should give a general description of how monitoring of the conduct and progress of the clinical investigation will be conducted (i.e., who will conduct the monitoring, the type, frequency, and extent of monitoring, who will be provided reports of monitoring, if independent audits of the monitoring will be conducted).  This section may refer to a separate detailed clinical monitoring plan.  
A separate clinical monitoring plan (CMP) should describe in detail who will conduct the monitoring, at what frequency monitoring will be done, at what level of detail monitoring will be performed, and the distribution of monitoring reports.  A CMP ordinarily should focus on preventing or mitigating important and likely risks, identified by a risk assessment, to critical data and processes. The types (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)) of monitoring activities will depend on a range of factors, considered during the risk assessment, including the complexity of the study design, types of study endpoints, clinical complexity of the study population, geography, relative experience of the PI and of the sponsor with the PI, electronic data capture, relative safety of the study intervention, stage of the study, and quantity of data.
If a separate CMP is not used, include all the details noted above in this section of the protocol.

Example text when a separate CMP is being used is provided as a guide, customize as needed:
Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with International Conference on Harmonisation Good Clinical Practice (ICH GCP), and with applicable regulatory requirement(s). 
Monitoring for this study will be performed by <insert text>. 
<Insert brief description of 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)>.
<Insert text> will be provided copies of monitoring reports within <x> days of visit.
Details of clinical site monitoring are documented in a Clinical Monitoring Plan (CMP). The CMP describes in detail who will conduct the monitoring, at what frequency monitoring will be done, at what level of detail monitoring will be performed, and the distribution of monitoring reports.
Independent audits <will/will not> be conducted by <insert text> to ensure monitoring practices are performed consistently across all participating sites and that monitors are following the CMP.
OR
Example text when a separate CMP is not being used is provided as a guide, customize as needed:
[Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with International Conference on Harmonisation Good Clinical Practice (ICH GCP), and with 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 <will/will not> be conducted by <insert text> to ensure monitoring practices are performed consistently across all participating sites.
[bookmark: _Toc54792569]Quality Assurance and Quality Control
This section will briefly describe the plans for quality management, the system for assessing the quality of processes within a system.  Quality management encompasses quality assurance (QA)[footnoteRef:5] and quality control (QC)[footnoteRef:6].   [5:   All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented (recorded), and reported in compliance with ICH GCP and the applicable regulatory requirement(s) (ICH E6 Section 1.46).]  [6:   The operational techniques and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-related activities have been fulfilled (ICH E6 Section 1.47).] 

Each site, both clinical and laboratory, should have SOPs for quality management that describe:  
· How data and biological specimens (when applicable) will be evaluated for compliance with the protocol, ethical standards, regulatory compliance, and accuracy in relation to source documents. 
· The documents to be reviewed (e.g., CRFs, clinic notes, product accountability records, specimen tracking logs, questionnaires, audio or video recordings), who is responsible, and the frequency for reviews.  
· Who will be responsible for addressing QA issues (e.g., correcting procedures that are not in compliance with protocol) and QC issues (e.g., correcting errors in data entry). 
· Staff training methods and how such training will be tracked.
· If applicable, calibration exercises conducted prior to and during the study to train examiners and maintain acceptable intra- and inter-examiner agreement.
· Regular monitoring and an independent audit, if conducted, must be performed according to ICH GCP.  See also Section 9.6, Clinical Monitoring.
Example text provided as a guide, customize as needed:
Each clinical site will perform internal quality management of study conduct, data and biological specimen collection, documentation and completion.  An individualized quality management plan will be developed to describe a site’s quality management.
Quality control (QC) procedures will be implemented beginning with the data entry system and data QC checks that will be run on the database will be generated. Any missing data or data anomalies will be communicated to the site(s) for clarification/resolution.
Following written Standard Operating Procedures (SOPs), the monitors will verify that the clinical trial is conducted and data are generated and biological specimens are collected, documented (recorded), and reported in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP), and applicable regulatory requirements (e.g., Good Laboratory Practices (GLP), Good Manufacturing Practices (GMP)). 
The investigational site will provide direct access to all study related sites, source data/documents, and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory authorities.

[bookmark: _Toc281240114][bookmark: _Toc281240356][bookmark: _Toc288125089][bookmark: _Toc484520864][bookmark: _Ref11144832][bookmark: _Toc250632193][bookmark: _Toc54792570]Data Handling and Record Keeping
 No text is to be entered in this section; rather it should be included under the relevant subheadings below.
Each participating site will maintain appropriate medical and research records for this trial, in compliance with ICH GCP and regulatory and institutional requirements for the protection of confidentiality of participants.  As part of participating in a NIH-sponsored or NIH-affiliated study, each site will permit authorized representatives of the NIH, sponsor, and regulatory agencies to examine (and when permitted by applicable law, to copy) clinical records for the purposes of quality assurance reviews, audits, and evaluation of the study safety, progress, and data validity. Describe in this section who will have access to records.  
The following subsections should include a description of the data handling and record keeping for the conduct of the trial. 
[bookmark: _Toc281240115][bookmark: _Toc281240357][bookmark: _Ref363041890][bookmark: _Toc288125090][bookmark: _Toc484520865][bookmark: _Toc54792571]Data Collection and Management Responsibilities
[bookmark: _Toc484520866]Provide details regarding the type(s) of data capture that will be used for the study and any relevant data standards or common data elements that are being utilized as a part of the trial. Specify whether it will be paper or electronic, distributed or central, batched or ongoing processing, and any related requirements. Indicate expectations for time for submission of CRFs. Further details should be provided in the MOP or the data management plan, including detailed descriptions of source documentation, CRFs, instructions for completing forms, data handling procedures, and procedures for data monitoring.
Source data are all information, original records of clinical findings, observations, or other activities that have occurred in the study.  Electronic source data are data initially recorded in electronic form. Examples of source data include, but are not limited to, hospital records, clinical and office charts, laboratory notes, memoranda, participants’ memory aids or evaluation checklists, pharmacy dispensing records, audio recordings of counseling sessions, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate and complete, microfiches, photographic negatives, microfilm or magnetic media, x-rays, and participant files and records kept at the pharmacy, at the laboratories, and medico-technical departments involved in the clinical trial. It is acceptable to use CRFs as source documents.  If this is the case, it should be stated in this section what data will be collected on CRFs and what data will be collected from other sources. 
It is not acceptable for the CRF to be the only record of a participant’s inclusion in the study.  Study participation should be captured in a participant’s medical record.  This is to ensure that anyone who would access the participant medical record has adequate knowledge that the participant is participating in a clinical trial.
Describe responsibilities for data handling and record keeping as they specifically relate to the clinical site(s), laboratory(ies), and DCC. Information should include the role in data collection, review of data, trial materials, and reports, as well as retention of source documents, files, and records.  Describe coding dictionaries to be used and reconciliation processes (if applicable).  
If data are to be generated in one location and transferred to another group, describe the responsibilities of each party.
Example text provided as a guide, customize as needed: 
Data collection is the responsibility of the clinical trial staff at the site under the supervision of the site investigator. The investigator is responsible for ensuring the accuracy, completeness, legibility, and timeliness of the data reported.
All source documents should be completed in a neat, legible manner to ensure accurate interpretation of data.  
Hardcopies of the study visit worksheets will be provided for use as source document worksheets for recording data for each participant enrolled in the study.  Data recorded in the electronic case report form (eCRF) derived from source documents should be consistent with the data recorded on the source documents. 
Clinical data (including adverse events (AEs), concomitant medications, and expected adverse reactions data) and clinical laboratory data will be entered into <specify name of data capture system>, a 21 CFR Part 11-compliant data capture system provided by the <specify Data Coordinating Center>. The data system includes password protection and internal quality checks, such as automatic range checks, to identify data that appear inconsistent, incomplete, or inaccurate. Clinical data will be entered directly from the source documents.
[bookmark: _Toc54792572]Study Records Retention
Specify the length of time for the investigator to maintain all records pertaining to this study.  The investigator should use the most conservative rule for document retention – i.e., retention should follow the rule that has the longest period. 
Indicate whether permission is required (and from whom) prior to destruction of records. 
Study intervention records may be described here if not addressed elsewhere in the protocol. 
Example text provided as a guide, customize as needed: 
Study documents should be retained as per the NIH Intramural Records Retention Schedule. 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: _Toc469058412][bookmark: _Toc469046246][bookmark: _Toc479192751][bookmark: _Toc54792573]Unanticipated Problems
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
[bookmark: _Toc331464795][bookmark: _Toc469058413][bookmark: _Toc469046247][bookmark: _Toc479192752][bookmark: _Toc54792574]Definition of Unanticipated Problems (UP)
Any incident, experience, or outcome that meets all of the following criteria:
· Unexpected in terms of nature, severity, or frequency given (a) the research procedures that are described in the protocol-related documents, such as the Institutional Review Board (IRB)-approved research protocol and informed consent document; and (b) the characteristics of the participant population being studied; and
· Related or possibly related to participation in the research (“possibly related” means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); and
· Suggests that the research places participants or others (which many include research staff, family members or other individuals not directly participating in the research) at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or expected.
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The investigator will report unanticipated problems (UPs) to the NIH Institutional Review Board (IRB) as per Policy 801.

[bookmark: _Toc54792576]Protocol Deviations and Non-Compliance
[bookmark: _Toc477364032][bookmark: _Toc484520898][bookmark: _Toc499033924][bookmark: _Toc504563265][bookmark: _Toc529517731][bookmark: _Toc531772397][bookmark: _Toc467166716]Plans for detecting, reviewing, and reporting deviations from the protocol and non-compliance should be described. A statement should be included to indicate that deviations are not allowed, unless a statement is included in the investigator agreement. Provisions for approval of deviations can be described. 
Example text provided as a guide, customize as needed: 
It is the responsibility of the investigator to use continuous vigilance to identify and report deviations and/or non-compliance to the NIH Institutional Review Board as per Policy 801.  All deviations must be addressed in study source documents, reported to <specify NIH Institute or Center (IC)> Program Official and <specify Data Coordinating Center or sponsor>.  The investigator is responsible for knowing and adhering to the reviewing IRB requirements.
[bookmark: _Toc54792577]NIH Definition of Protocol Deviation
A protocol deviation is any changed, divergence, or departure from the IRB-approved research protocol. 
· Major deviations: Deviations from the IRB approved protocol that have, or may have the potential to, negatively impact the rights, welfare or safety of the subject, or to substantially negatively impact the scientific integrity or validity of the study.
· Minor deviations: Deviations that do not have the potential to negatively impact the rights, safety or welfare of subjects or others, or the scientific integrity or validity of the study.
[bookmark: _Toc54792578]Publication and Data Sharing Policy
[bookmark: _Toc484520867][bookmark: _Toc54792579]Human Data Sharing Plan
All NIH protocols are required to have a data sharing plan (DSP) included. The DSP must describe provisions for protecting the subjects’ privacy and the confidentiality of the data, including, if necessary, any limitations on secondary research with the data based on the original informed consent (if known) or other limits. If data are not appropriate for sharing on an individual level basis even with individually-identifiable information removed, the DSP should include an explanation as well as an alternative for data sharing such as aggregate data sharing.
Your data sharing plan (DSP) should describe, at least, what data will be produced and shared, how and where data will be shared, and the timeframe for sharing (generally, no later than the time of publication of the main findings). It should include a commitment to share, at a minimum, the data underlying any publications resulting from the research or an explanation of why sharing is not possible, e.g., informed consent limits, intellectual property issues (e.g., patent filings) or contractual obligations that would preclude sharing.
Below is an example that can be used in the protocol (it is recommended that you delete the options that are not applicable for clarity):
This study will be conducted in accordance with the following publication and data sharing policies and regulations:
National Institutes of Health (NIH) Public Access Policy, which ensures that the public has access to the published results of NIH funded research. It requires scientists to submit final peer-reviewed journal manuscripts that arise from NIH funds to the digital archive PubMed Central upon acceptance for publication.
This study will comply with the NIH Data Sharing Policy and Policy on the Dissemination of NIH-Funded Clinical Trial Information and the Clinical Trials Registration and Results Information Submission rule. As such, this trial will be registered at ClinicalTrials.gov. In addition, every attempt will be made to publish results in peer-reviewed journals.  Data from this study may be requested from other researchers x years after the completion of the primary endpoint by contacting <specify person or institution, or name of data repository>.
[bookmark: _Toc484520868][bookmark: _Toc54792580]Genomic Data Sharing Plan
The Genomic Data Sharing (GDS) Policy applies to all NIH intramural research that generates large-scale human or non-human genomic data as well as the use of these data for subsequent research. Large-scale data include genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP) arrays, and genome sequence, transcriptomic, metagenomic, epigenomic, and gene expression data. 
Investigators are required to develop a Genomic Data Sharing Plan if they are proposing research that will generate large-scale human and non-human genomic data for which the GDS policy applies.  A Genomic Data Sharing Plan should be in place PRIOR to starting the research.
[bookmark: _Ref412033836]Below is an example that can be used in the protocol:
This study will comply with the NIH Genomic Data Sharing Policy, which applies to all NIH-funded research that generates large-scale human or non-human genomic data, as well as the use of these data for subsequent research. Large-scale data include genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP) arrays, and genome sequence, transcriptomic, epigenomic, and gene expression data.

[bookmark: _Toc54792581]Collaborative Agreements 
Only include this section if applicable.
[bookmark: _Toc281240142][bookmark: _Toc281240384][bookmark: _Toc288125131][bookmark: _Toc484520935][bookmark: _Toc54792582]Agreement Type
If the investigational study agent is provided by another party under a Collaborative Agreement [Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA)], with the Pharmaceutical Company or other Institution, or if a Confidential Disclosure Agreement (CDA) is associated with the protocol, this section must be included in the protocol. Information on the investigational study agent’s Agreement status should be described in this section. If no Collaborative Agreement applies to the investigational study agent, this section should be marked as not applicable. 
Once the agreements are executed, please include the number identifying the agreement. 
[bookmark: _Toc484520936]For multi-center studies where specimens are being sent between sites for processing, the following language may be used for clarity: Transfers that are associated with correlative studies conducted under an approved protocol: Investigators in the NIH intramural program may participate in multi-site clinical trials (either as a site or as the coordinating center) under which human materials are transferred from the intramural program to another site for correlative studies that are part of the approved protocol. In such a situation, the protocol clearly documents the tests conducted under the correlative studies, and each institution participating in the clinical study is bound by the terms of their Protocol and their obligations under the statutes and regulations. In addition, intramural protocols are cleared by the IC Clinical Director. In such situations, use of an HM-MTA is not necessary for these transfers.
[bookmark: _Toc54792583]Conflict of Interest Policy
This section should include a description of how the study will manage actual or perceived conflicts of interest. 
Example text provided as a guide, customize as needed:
The independence of this study from any actual or perceived influence 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 design and conduct of this trial.  The study leadership in conjunction with the <specify NIH Institute or Center (IC)> 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.
[bookmark: _Toc54792584]ABBREVIATIONS
The list below includes abbreviations utilized in this template.  However, this list should be customized for each protocol (i.e., abbreviations not used should be removed and new abbreviations used should be added to this list).

	AE
	Adverse Event

	ANCOVA
	Analysis of Covariance

	CFR
	Code of Federal Regulations

	CLIA
	Clinical Laboratory Improvement Amendments

	CMP
	Clinical Monitoring Plan

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	DCC
	Data Coordinating Center

	DSMB
	Data Safety Monitoring Board

	EC
	Ethics Committee

	eCRF
	Electronic Case Report Forms

	FDA
	Food and Drug Administration

	GCP
	Good Clinical Practice

	GLP
	Good Laboratory Practices

	GMP
	Good Manufacturing Practices

	GWAS
	Genome-Wide Association Studies

	ICH
	International Conference on Harmonisation 

	ICMJE
	International Committee of Medical Journal Editors

	IRB
	Institutional Review Board

	ISM
	Independent Safety Monitor

	MOP
	Manual of Procedures

	NIH 
	National Institutes of Health

	NIH IC
	NIH Institute or Center

	OHRP
	Office for Human Research Protections

	PI
	Principal Investigator

	QA
	Quality Assurance

	QC
	Quality Control

	SAE
	Serious Adverse Event

	SAP
	Statistical Analysis Plan

	SMC
	Safety Monitoring Committee

	SOA
	Schedule of Activities

	SOP
	Standard Operating Procedure

	UP
	Unanticipated Problem

	US
	United States



[bookmark: _Toc250632218][bookmark: _Toc281240160][bookmark: _Toc281240402][bookmark: _Toc288125149][bookmark: _Toc484520959][bookmark: _Ref11145585][bookmark: _Toc54792585]REFERENCES 
Include a list of relevant literature and citations for all publications referenced in the text of the protocol.  Use a consistent, standard, modern format, which might be dependent upon the required format for the anticipated journal for publication (e.g., N Engl J Med, JAMA, etc.).  The preferred format is International Committee of Medical Journal Editors (ICMJE). 
