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Abbreviated Title:
Version Date:

[bookmark: _Toc281240024]PROTOCOL TEMPLATE FOR SECONDARY RESEARCH WITH BIOSPECIMENS, DATA AND/OR MEDICAL RECORDS ONLY 
Introduction: 
The protocol should contain enough information to clearly describe how the research will be conducted. Detailed operational procedures may be included in a Manual of Procedures (MOP), Standard Operating Procedure (SOP), or other study document when appropriate.
How to use this template: 
Use this template to develop an NIH investigator-initiated protocol for secondary research using existing, identifiable biospecimens, data or records for new research.
Secondary Research means the research use of information and biospecimens that were collected through interaction or intervention with living individuals for some other “primary” or “initial” purpose (e.g., a clinical purpose or a different research protocol).  In other words, the materials were not collected from humans for the purpose of the specific proposed study.
If the NIH investigator is not the author of the main study protocol and NIH will be the Reviewing IRB, submit the Sponsor/Main Protocol with the NIH Protocol Addendum rather than using this template.
This template may also be used for an NIH investigator-initiated study when an external Reviewing IRB does not require a specific protocol format or when the Sponsor permits NIH to develop the protocol.
Before submitting your protocol:
· Complete all applicable sections. 
· Use the existing document formatting when adding protocol content.
· Do not change or delete the numbered section headings. The headings are used to maintain the Table of Contents.
· If a numbered section does not apply, enter Not Applicable rather than deleting the section. 
· Delete all instructional text and all example text that does not apply to your study. 
· Avoid repeating information. When information is addressed elsewhere in the protocol, cross-reference that section. 
· Update the version date whenever the protocol is revised. 
· Make sure the abbreviated title and version date are consistent throughout the document. 
Instructional text (in red) explains what information to provide and must be deleted before submission.
Example text is provided in some sections and may be modified for your study or deleted if it does not apply.
Text in <angle brackets> identifies information that must be customized.
Multi-Site Studies:
If NIH will serve as the Reviewing IRB for a multi-site study, the protocol should describe how the study will be conducted across all participating sites.
Describe study-wide procedures in the main protocol. Information unique to an individual participating site should generally be included in the applicable pSite Protocol Addendum when that site is added.
When processes differ across sites because of local law or institutional requirements, describe the overall study requirement in the protocol and indicate that participating sites will follow applicable local requirements. These can be explained later in more detail in the pSite Protocol Addendum.


Abbreviated Title: Provide a short study title (maximum 30 characters including spaces).
NIH IRB #: IRB number that is in PROTECT. 
[bookmark: _Toc281240028]Version Date: Enter the date of the current protocol version. Update this date whenever the protocol is revised. Ensure it is consistent throughout the protocol document. 
Title: Provide the full protocol title (maximum 250 characters including spaces).
Principal Investigator
Name:
NIH Institute/Center:
Branch/Laboratory:
Address:
Telephone:
Email:
Do not list other study team members in the protocol. Study team members engaged in human subjects research at NIH should be listed in PROTECT.
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

Sites Relying on the NIH IRB: If NIH will be the Reviewing IRB for a Participating Site (pSite), insert the table below and provide the name of each planned or existing relying site and the pSite Principal Investigator (PI). 

	Participating Sites (pSites) when NIH is the Reviewing IRB 

	List of all pSites and pSite PIs that will be/are relying on the NIH IRB

	pSite Name:
	pSite PI:

	
	

	
	

	
	



Sites NOT Relying on the NIH IRB: If NIH is the Coordinating Center and a Participating Site will NOT be relying on the NIH IRB, identify all the sites (domestic and/or international) in Q. 8 of the Basic Study Information section found in the PROTECT smart form. 
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[bookmark: _Toc58818890][bookmark: _Toc60193103][bookmark: _Toc60195133][bookmark: _Toc60200981][bookmark: _Toc224445192][bookmark: _Toc382562958][bookmark: _Toc469058286][bookmark: _Toc469046120][bookmark: _Toc479192697][bookmark: _Toc244707735]STATEMENT OF COMPLIANCE
This study will be conducted in accordance with the IRB-approved protocol, applicable federal regulations, International Council for Harmonisation Good Clinical Practice (ICH GCP), and applicable institutional requirements.
The protocol, informed consent document(s), and other participant-facing materials will receive required IRB approval before use. Protocol modifications will be submitted for IRB review and approval before implementation, except when necessary to eliminate an immediate hazard to participants.


[bookmark: _Toc37417633][bookmark: _Toc37418416][bookmark: _Toc37418982][bookmark: _Toc37419296][bookmark: _Toc37419433][bookmark: _Toc244707736]PROTOCOL SUMMARY
	Title:
	<Full title>


	Study Description:
	Briefly describe the study design, purpose, and hypothesis (a few sentences).

	Primary Endpoint:
	List the endpoint(s) corresponding to the primary objective(s).



	Secondary/Exploratory Endpoint(s):
	List the corresponding secondary and exploratory endpoints, as applicable.

	Study Population and Source of Specimens and Data:
	If there are specific criteria for inclusion in the study, such as individuals with a particular disease or condition state that here. Describe the source of the data and specimens being used in this analysis.    If the specimens were collected under another protocol, briefly describe that here.


	Study Sites:
	State whether the study is single-site or multi-site. For multi-site studies, provide the anticipated number of participating sites and whether any will be outside the United States.



[bookmark: _Toc37257032][bookmark: _Toc37257346][bookmark: _Toc37418984][bookmark: _Toc37419298][bookmark: _Toc37419435][bookmark: _Toc244707737][bookmark: _Toc37280658][bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057][bookmark: _Toc484520829]INTRODUCTION
[bookmark: _Toc244707738]Rationale
Briefly explain why this study is needed. Describe the problem or knowledge gap the study will address and how the study is expected to contribute to the field.
[bookmark: _Toc244707739]Background
Summarize the evidence relevant to the proposed study. Include enough information to establish the scientific basis for the study without providing an exhaustive literature review.
As applicable, 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 8, References) 
Applicable clinical, epidemiological, or public health background or context of the study.
Importance of the study and any relevant issues or controversies
[bookmark: _Ref37844399][bookmark: _Toc244707740][bookmark: _Toc37427130]Risk/Benefit Assessment
[bookmark: _Toc244707741]Risks
Discuss the reasonably foreseeable risks of harm to subjects should a breach of confidentiality occur as a result of loss, theft or mismanagement of data or biospecimens. Consider psychological, genetic, social, legal, economic, and privacy/confidentiality risks of harm.  Example text provided as a guide; customization will be required:
This study will only include biospecimens and data that were already obtained or that will be obtained in the future under other research protocols or for clinical purposes, and these materials will have already received clinical interpretation with results provided to subjects, when included as part of the original consent forms.  We anticipate that the only risk to subjects would be a breach of confidentiality. A breach of confidentiality could lead to loss of privacy and other harms.
[bookmark: _Toc37427132][bookmark: _Toc244707742]Benefits
Discuss the possible direct benefits for inclusion of a subject in the research. If there are no possible direct benefits, state no direct benefit to subjects. In most cases, using existing biospecimens/data for research offers no benefit to subjects. Do not include benefits to society or others.
[bookmark: _Toc244707743]OBJECTIVES
Describe the purpose, specific aims, or primary and secondary objectives. State the hypothesis to be tested or the research questions that will guide the study.  If the research is purely exploratory and/or hypotheses-generating, state this.
[bookmark: _Toc244707744]STUDY DESIGN
[bookmark: _Toc37257041][bookmark: _Toc37257355][bookmark: _Toc37280666][bookmark: _Toc37417648][bookmark: _Toc37418431][bookmark: _Toc37418997][bookmark: _Toc37419311][bookmark: _Toc37419448][bookmark: _Toc37426875][bookmark: _Toc37427083][bookmark: _Toc37257042][bookmark: _Toc37257356][bookmark: _Toc37280667][bookmark: _Toc37417649][bookmark: _Toc37418432][bookmark: _Toc37418998][bookmark: _Toc37419312][bookmark: _Toc37419449][bookmark: _Toc37426876][bookmark: _Toc37427084][bookmark: _Toc37257044][bookmark: _Toc37257358][bookmark: _Toc37257045][bookmark: _Toc37257359][bookmark: _Toc37280668][bookmark: _Toc37417650][bookmark: _Toc37418433][bookmark: _Toc37418999][bookmark: _Toc37419313][bookmark: _Toc37419450][bookmark: _Toc37426877][bookmark: _Toc37427085][bookmark: _Toc37257046][bookmark: _Toc37257360][bookmark: _Toc37280669][bookmark: _Toc37417651][bookmark: _Toc37418434][bookmark: _Toc37419000][bookmark: _Toc37419314][bookmark: _Toc37419451][bookmark: _Toc37426878][bookmark: _Toc37427086][bookmark: _Toc37257047][bookmark: _Toc37257361][bookmark: _Toc37280670][bookmark: _Toc37417652][bookmark: _Toc37418435][bookmark: _Toc37419001][bookmark: _Toc37419315][bookmark: _Toc37419452][bookmark: _Toc37426879][bookmark: _Toc37427087][bookmark: _Toc37257048][bookmark: _Toc37257362][bookmark: _Toc37280671][bookmark: _Toc37417653][bookmark: _Toc37418436][bookmark: _Toc37419002][bookmark: _Toc37419316][bookmark: _Toc37419453][bookmark: _Toc37426880][bookmark: _Toc37427088][bookmark: _Toc37257049][bookmark: _Toc37257363][bookmark: _Toc37280672][bookmark: _Toc37417654][bookmark: _Toc37418437][bookmark: _Toc37419003][bookmark: _Toc37419317][bookmark: _Toc37419454][bookmark: _Toc37426881][bookmark: _Toc37427089][bookmark: _Toc37257050][bookmark: _Toc37257364][bookmark: _Toc37257051][bookmark: _Toc37257365][bookmark: _Toc37257052][bookmark: _Toc37257366][bookmark: _Toc37280674][bookmark: _Toc37417656][bookmark: _Toc37418439][bookmark: _Toc37419005][bookmark: _Toc37419319][bookmark: _Toc37419456][bookmark: _Toc37426883][bookmark: _Toc37427091][bookmark: _Toc37257053][bookmark: _Toc37257367][bookmark: _Toc37280675][bookmark: _Toc37417657][bookmark: _Toc37418440][bookmark: _Toc37419006][bookmark: _Toc37419320][bookmark: _Toc37419457][bookmark: _Toc37426884][bookmark: _Toc37427092][bookmark: _Toc37257054][bookmark: _Toc37257368][bookmark: _Toc37280676][bookmark: _Toc37417658][bookmark: _Toc37418441][bookmark: _Toc37419007][bookmark: _Toc37419321][bookmark: _Toc37419458][bookmark: _Toc37426885][bookmark: _Toc37427093][bookmark: _Toc37257055][bookmark: _Toc37257369][bookmark: _Toc37280677][bookmark: _Toc37417659][bookmark: _Toc37418442][bookmark: _Toc37419008][bookmark: _Toc37419322][bookmark: _Toc37419459][bookmark: _Toc37426886][bookmark: _Toc37427094][bookmark: _Toc37257056][bookmark: _Toc37257370][bookmark: _Toc37280678][bookmark: _Toc37417660][bookmark: _Toc37418443][bookmark: _Toc37419009][bookmark: _Toc37419323][bookmark: _Toc37419460][bookmark: _Toc37426887][bookmark: _Toc37427095][bookmark: _Toc37257057][bookmark: _Toc37257371][bookmark: _Toc37257058][bookmark: _Toc37257372][bookmark: _Toc37280680][bookmark: _Toc37417662][bookmark: _Toc37418445][bookmark: _Toc37419011][bookmark: _Toc37419325][bookmark: _Toc37419462][bookmark: _Toc37426889][bookmark: _Toc37427097][bookmark: _Toc37257059][bookmark: _Toc37257373][bookmark: _Toc37280681][bookmark: _Toc37417663][bookmark: _Toc37418446][bookmark: _Toc37419012][bookmark: _Toc37419326][bookmark: _Toc37419463][bookmark: _Toc37426890][bookmark: _Toc37427098][bookmark: _Toc37257060][bookmark: _Toc37257374][bookmark: _Toc37280682][bookmark: _Toc37417664][bookmark: _Toc37418447][bookmark: _Toc37419013][bookmark: _Toc37419327][bookmark: _Toc37419464][bookmark: _Toc37426891][bookmark: _Toc37427099][bookmark: _Toc37257061][bookmark: _Toc37257375][bookmark: _Toc37280683][bookmark: _Toc37417665][bookmark: _Toc37418448][bookmark: _Toc37419014][bookmark: _Toc37419328][bookmark: _Toc37419465][bookmark: _Toc37426892][bookmark: _Toc37427100][bookmark: _Toc37257062][bookmark: _Toc37257376][bookmark: _Toc37280684][bookmark: _Toc37417666][bookmark: _Toc37418449][bookmark: _Toc37419015][bookmark: _Toc37419329][bookmark: _Toc37419466][bookmark: _Toc37426893][bookmark: _Toc37427101][bookmark: _Toc37257063][bookmark: _Toc37257377][bookmark: _Toc37280685][bookmark: _Toc37417667][bookmark: _Toc37418450][bookmark: _Toc37419016][bookmark: _Toc37419330][bookmark: _Toc37419467][bookmark: _Toc37426894][bookmark: _Toc37427102][bookmark: _Toc37257064][bookmark: _Toc37257378][bookmark: _Toc37280686][bookmark: _Toc37417668][bookmark: _Toc37418451][bookmark: _Toc37419017][bookmark: _Toc37419331][bookmark: _Toc37419468][bookmark: _Toc37426895][bookmark: _Toc37427103][bookmark: _Toc37257065][bookmark: _Toc37257379][bookmark: _Toc37280687][bookmark: _Toc37417669][bookmark: _Toc37418452][bookmark: _Toc37419018][bookmark: _Toc37419332][bookmark: _Toc37419469][bookmark: _Toc37426896][bookmark: _Toc37427104][bookmark: _Toc37257066][bookmark: _Toc37257380][bookmark: _Toc37280688][bookmark: _Toc37417670][bookmark: _Toc37418453][bookmark: _Toc37419019][bookmark: _Toc37419333][bookmark: _Toc37419470][bookmark: _Toc37426897][bookmark: _Toc37427105][bookmark: _Toc37257067][bookmark: _Toc37257381][bookmark: _Toc37280689][bookmark: _Toc37417671][bookmark: _Toc37418454][bookmark: _Toc37419020][bookmark: _Toc37419334][bookmark: _Toc37419471][bookmark: _Toc37426898][bookmark: _Toc37427106][bookmark: _Toc37257068][bookmark: _Toc37257382][bookmark: _Toc37280690][bookmark: _Toc37417672][bookmark: _Toc37418455][bookmark: _Toc37419021][bookmark: _Toc37419335][bookmark: _Toc37419472][bookmark: _Toc37426899][bookmark: _Toc37427107][bookmark: _Toc37257069][bookmark: _Toc37257383][bookmark: _Toc37280691][bookmark: _Toc37417673][bookmark: _Toc37418456][bookmark: _Toc37419022][bookmark: _Toc37419336][bookmark: _Toc37419473][bookmark: _Toc37426900][bookmark: _Toc37427108][bookmark: _Toc37257070][bookmark: _Toc37257384][bookmark: _Toc37280692][bookmark: _Toc37417674][bookmark: _Toc37418457][bookmark: _Toc37419023][bookmark: _Toc37419337][bookmark: _Toc37419474][bookmark: _Toc37426901][bookmark: _Toc37427109][bookmark: _Toc37257071][bookmark: _Toc37257385][bookmark: _Toc37280693][bookmark: _Toc37417675][bookmark: _Toc37418458][bookmark: _Toc37419024][bookmark: _Toc37419338][bookmark: _Toc37419475][bookmark: _Toc37426902][bookmark: _Toc37427110][bookmark: _Toc37257072][bookmark: _Toc37257386][bookmark: _Toc37257073][bookmark: _Toc37257387][bookmark: _Toc37280695][bookmark: _Toc37417677][bookmark: _Toc37418460][bookmark: _Toc37419026][bookmark: _Toc37419340][bookmark: _Toc37419477][bookmark: _Toc37426904][bookmark: _Toc37427112][bookmark: _Toc37257074][bookmark: _Toc37257388][bookmark: _Toc37280696][bookmark: _Toc37417678][bookmark: _Toc37418461][bookmark: _Toc37419027][bookmark: _Toc37419341][bookmark: _Toc37419478][bookmark: _Toc37426905][bookmark: _Toc37427113][bookmark: _Toc37257075][bookmark: _Toc37257389][bookmark: _Toc37280697][bookmark: _Toc37417679][bookmark: _Toc37418462][bookmark: _Toc37419028][bookmark: _Toc37419342][bookmark: _Toc37419479][bookmark: _Toc37426906][bookmark: _Toc37427114][bookmark: _Toc37257076][bookmark: _Toc37257390][bookmark: _Toc37280698][bookmark: _Toc37417680][bookmark: _Toc37418463][bookmark: _Toc37419029][bookmark: _Toc37419343][bookmark: _Toc37419480][bookmark: _Toc37426907][bookmark: _Toc37427115][bookmark: _Toc37257077][bookmark: _Toc37257391][bookmark: _Toc37280699][bookmark: _Toc37417681][bookmark: _Toc37418464][bookmark: _Toc37419030][bookmark: _Toc37419344][bookmark: _Toc37419481][bookmark: _Toc37426908][bookmark: _Toc37427116][bookmark: _Toc37257078][bookmark: _Toc37257392][bookmark: _Toc37280700][bookmark: _Toc37417682][bookmark: _Toc37418465][bookmark: _Toc37419031][bookmark: _Toc37419345][bookmark: _Toc37419482][bookmark: _Toc37426909][bookmark: _Toc37427117][bookmark: _Toc37257079][bookmark: _Toc37257393][bookmark: _Toc37280701][bookmark: _Toc37417683][bookmark: _Toc37418466][bookmark: _Toc37419032][bookmark: _Toc37419346][bookmark: _Toc37419483][bookmark: _Toc37426910][bookmark: _Toc37427118][bookmark: _Toc37257080][bookmark: _Toc37257394][bookmark: _Toc37280702][bookmark: _Toc37417684][bookmark: _Toc37418467][bookmark: _Toc37419033][bookmark: _Toc37419347][bookmark: _Toc37419484][bookmark: _Toc37426911][bookmark: _Toc37427119][bookmark: _Toc11143916][bookmark: _Toc11143926][bookmark: _Hlk125562109][bookmark: _Toc281240113][bookmark: _Toc281240355][bookmark: _Toc288125088][bookmark: _Toc484520863][bookmark: _Toc288125129][bookmark: _Toc250632186][bookmark: _Toc281240140][bookmark: _Toc281240382][bookmark: _Toc484520920][bookmark: _Ref11146145][bookmark: _Ref11146173][bookmark: _Toc19083770][bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130][bookmark: _Toc484520934]Describe the overall study design and how the study will be conducted.
Include, as applicable:
· Whether the study is single-site or multi-site. If single-site, identify the NIH location where the research will occur.
· Study hypothesis 
· Study design 
For Multi-Site Studies
Describe study-wide requirements in this main protocol. Provide a high-level description of how the study will be implemented across participating sites, including:
· Whether all sites will perform the same research activities
· Whether enrollment or specific procedures will occur only at certain sites
· Whether accrual will be competitive across sites or allocated by site, when applicable
· How major study responsibilities are distributed across sites
Do not include:
· Site-specific operational procedures, local laws, or institutional requirements; these belong in the pSite Protocol Addendum.
· Detailed descriptions of differences between NIH and individual participating sites. Describe study-wide roles and activities in the applicable sections of the protocol.
[bookmark: _Toc244707745]DATA AND/OR SPECIMENS FOR SECONDARY RESEARCH
Do not enter text in this section. Enter text under the relevant subheadings below.
[bookmark: _Toc244707746]Study Population and Research Materials
Describe the data and/or specimens that will be used for this research and the population from whom they were obtained.
Include:
Characteristics of the population relevant to the research (e.g., age, disease or condition, sex)
Type of data and/or specimens that will be used
Approximate number of individuals whose data and/or specimens will be included
How the data/specimens will be selected for inclusion in the research
Whether the data/specimens are identifiable, coded, or de-identified
Any identifiers that will be accessed or retained and why they are necessary for the research
Whether identifiers will be removed and, if so, when and by whom
For medical record or dataset reviews, identify the data elements that will be abstracted. A data abstraction form may be included as an appendix when useful.
Use only the data and identifiers necessary to accomplish the research objectives.
[bookmark: _Toc244707747]Source and Authorization for Secondary Use
For each source of data and/or specimens, describe:
The source (e.g., NIH protocol, medical record, BTRIS, repository, database, external institution, or commercial source)
The protocol number and study title, when collected under another research protocol
Whether the data/specimens were originally collected for research, clinical care, or another purpose
Whether all data/specimens already exist or additional data/specimens will become available prospectively from another source
The relevant period during which the data/specimens were or will be collected, when applicable
How the study team will obtain access
Whether the data/specimens will be identifiable, coded, or de-identified when received or accessed by the study team
Whether the original consent permits the proposed secondary research use and whether the proposed use is consistent with any limitations or restrictions in the original consent.
If identifiable data or specimens will be used and the original consent does not permit the proposed secondary use, or is silent regarding future research use, describe whether participants will be re-consented or whether a waiver or alteration of consent will be requested.
The proposed secondary use must not be inconsistent with restrictions in the original consent
Note: This protocol may include data or specimens that become available prospectively only when they are collected for another purpose, such as clinical care or another research protocol. Data or specimens may not be collected directly from participants under this secondary research protocol.
[bookmark: _Ref244706585][bookmark: _Toc244707748]External Collaborations for This Research
If an external institution is only providing existing data or specimens to NIH, describe it as a source in Section 5.2. If the external institution will conduct research activities for this study, describe the collaboration in Section 5.3.
[bookmark: _Ref244705160][bookmark: _Toc244707749]Sharing Identifiable Data and/or Specimens Outside NIH
Complete this section when identifiable data and/or specimens will be shared with an external investigator or institution that will conduct research activities for this study and return results or other research outputs that NIH can link to individual participants.
This includes coded data/specimens when the external investigator has access to the code key or other information that allows participants to be identified.
For each external institution, describe:
· Name of the institution or entity
· Data and/or specimens that will be shared
· Research activities the external investigator will perform
· What will be returned to NIH (e.g., analyzed data, sequencing data, derived specimens, or other research outputs)
IRB Oversight
Describe how IRB oversight of the external institution's research activities will be addressed, as applicable.
If the appropriate IRB oversight has not been determined, consult the NIH IRBO Reliance and Multi-Site Team before submitting the protocol.
Describe privacy and confidentiality protections in Section 7.2 and operational data/specimen transfer and management in Section 7.3.
[bookmark: _Toc244707750]Sharing De-Identified Data and/or Specimens Outside NIH
Complete this section when de-identified data and/or specimens will be shared with an external collaborator who will conduct research activities for this study and return results or other research outputs to NIH.
The external collaborator must not have access to the code key or other information that would allow participants to be re-identified.
Describe:
The data and/or specimens that will be shared
The research activities the external collaborator will perform
What will be returned to NIH (e.g., analyzed data, sequencing data, derived specimens, or other research outputs)
If the external collaborator can identify participants or has access to the code key, complete Section 5.3.1 instead.

[bookmark: _Toc244707751]Return of Secondary Genomic Research Results
The IRB expects investigators to describe a plan for returning to participants certain secondary genomic findings obtained during their participation in NIH intramural research studies, unless there is a strong justification not to do so. For a detailed description of the scope and applicability of this requirement, as well as the elements required to be addressed in the plan, see IRB Guidance for the Return of Secondary Genomic Findings. Once approved by the IRB, the Principal Investigator is expected to adhere to all aspects of this plan.
No return
· Provide justification for why secondary genomic findings will not be returned to participants. 
Return
· Describe which service you have engaged to analyze and return secondary findings, or whether the primary research team will perform this analysis.
· Describe which findings will be sought. 
· At a minimum, the ACMG list of actionable findings that is current at the time the analysis is performed should be returned.
· Additional genes may also be included if they are generally agreed upon by the expert community to be clinically important to the participant and are actionable.  These should be described in the protocol.
· If the protocol involves multiple cohorts of participants that have different levels of clinical engagement with the study team, then describe whether and how the return of secondary genomic results will vary based on cohort group.  [Note: Consent forms for these cohorts should reflect these differences.]
· If the original research sample collection and sequencing will not be performed in a CLIA certified laboratory, address the process for obtaining confirmation of the secondary finding(s) in CLIA certified laboratory at no cost to the participant.
· Include a description of the anticipated timing of the analysis and participant notification, relative to sample collection. If it is known that the analysis and notification will not happen for an extended period after sample collection, this should be stated.
· Discuss if you will only perform a single analysis for secondary findings, or if you will perform a repeat analysis periodically.  A one-time analysis is acceptable; however, other approaches are allowable but must be described in the protocol.
· State to whom secondary findings will be returned and how they will be returned:
· Identify to whom the secondary findings will be returned. (Secondary findings may only be returned to the research participant or to their legally authorized representative (LAR), unless there is a valid release of medical information request identifying another individual as authorized to receive this information).
· If the participant is deceased when the findings become known, results may be released to next of kin after confirming their identity and relationship, consistent with Clinical Center Health Information Management and/or IC Privacy Office policies.
· Explain how participants will be notified of the need for collection of an additional sample or the option to receive results (written communication, secure email, or telephone).
· Discuss whether secondary findings will be returned to participants at an in person visit, for example at the Clinical Center, or whether alternative methods (e.g., telemedicine, telephone) will be utilized. 
· Describe if there will be any additional costs incurred by the participant, if they must return for a visit.
· Describe who will do the genetic counseling and how it will be conducted. (The process of identifying and disclosing research results should involve professionals with the appropriate expertise to provide the participant with sufficient interpretive information and an opportunity to ask questions and have any concerns addressed.)
Example text:
The study will utilize the <specify the service being used for secondary analysis or whether the primary study team will perform this role> to conduct the analysis for clinically actionable secondary results from genomic sequence data generated under this study.  
Clinically actionable findings for the purpose of this study are defined as disorders appearing in the American College of Medical Genetics and Genomics (ACMG) recommendations for the return of incidental findings that is current at the time the analysis is performed. (Expanded lists are permissible; any findings that will be sought in addition to the ACMG’s recommended list must be specified.)
Participants will be contacted <describe how contact will be made> by the primary study team <or relevant party> if a clinically actionable variant is identified to provide an additional blood or saliva specimen to allow for confirmation in a CLIA certified laboratory, if necessary.  If the research findings are verified in the CLIA certified lab, then the participant will be offered the opportunity to come to NIH or to schedule a telemedicine visit (at our expense) to have a genetic counseling session with <specify who will provide this genetic education and counseling associated with the return of results> to explain this result. If the participant does not want to come to NIH or have a telemedicine visit, a referral to a local genetic healthcare provider may be provided to receive this result (at their expense).
We anticipate that the analysis for secondary findings will occur within <specify expected time frame>of specimen collection.  This is the only time during the course of the study that secondary findings will be returned. No additional interrogation regarding secondary actionable findings will be made after the initial analysis.
[bookmark: _Toc244707752]Genetic Counseling
If genetic counseling will be provided, describe who will provide it, when it will occur, and how participants will have access to appropriate counseling and interpretation of research results.
[bookmark: _Toc244707753]STATISTICAL CONSIDERATIONS
The following subsections should describe the statistical tests and analysis plans for the protocol. They should indicate how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible.
If the study is exploratory or hypothesis generating with no planned statistical analysis, state this here and mark the following sections as n/a.
[bookmark: _Toc484520921][bookmark: _Toc19083771][bookmark: _Toc244707754]Statistical Hypothesis
[bookmark: _Toc37280706][bookmark: _Toc37417688][bookmark: _Toc37418471][bookmark: _Toc37419037][bookmark: _Toc37419351][bookmark: _Toc37419488][bookmark: _Toc37426915][bookmark: _Toc37427123][bookmark: _Toc484520922][bookmark: _Ref11145910][bookmark: _Toc19083772]State the formal null and alternative hypotheses for the primary endpoint(s) and any secondary endpoint(s) for which formal hypothesis testing is planned. Identify the type of comparison (e.g., superiority, equivalence, non-inferiority, dose-response).
If formal hypothesis testing is not applicable, state this and briefly explain the statistical approach.
[bookmark: _Toc244707755]Sample Size Determination
Include number of participants (or number of biospecimens and amount of data) whose biospecimens or data will be used in order to have adequate power to test the key hypotheses for the study. Provide all information needed to validate your calculations.
[bookmark: _Toc37280708][bookmark: _Toc37417690][bookmark: _Toc37418473][bookmark: _Toc37419039][bookmark: _Toc37419353][bookmark: _Toc37419490][bookmark: _Toc37426917][bookmark: _Toc37427125][bookmark: _Toc37257399][bookmark: _Toc244707756]Statistical Analyses
Describe the general statistical approach, including:
· [bookmark: _Ref37844435]Methods for summarizing continuous and categorical data 
· Statistical significance level and confidence intervals, when applicable 
· Planned covariates, when applicable 
· Assessment of statistical assumptions and any alternative methods that will be used if assumptions are not met 
· Methods for handling missing data, as applicable
[bookmark: _Toc244707757]REGULATORY AND OPERATIONAL CONSIDERATIONS
[bookmark: _Ref30488693][bookmark: _Toc244707758]Informed Consent
[bookmark: _Toc244707759]Prior Informed Consent Consideration
The expectation is that you will review all previous versions of the informed consent signed by the research subjects.  In this section, you must summarize the previous consent language about future research and sharing, based on what materials are necessary for the new protocols and what investigators will be involved in the new protocol. See example text below.
If the biospecimens and/or data were previously collected under a research protocol, summarize the language about future research included in the applicable signed consent forms. If the new protocol only involves data, then consent language about future use of biospecimens is not relevant.  You can simply say that the consent form was silent on future use of data. 
If there is no overlap between the investigators named on this protocol and those named on the original protocol(s), it is important to discuss what the previous consent forms said about sharing with other researchers. Otherwise consent for sharing is not relevant and doesn’t need to be addressed. 
Pay close attention to any limitations to future use or sharing, e.g. if the consent says that the data or biospecimens will only be used for certain kinds of research or will never be shared outside of the original research team.  
The following guidelines should be considered regarding the language in the original consent forms signed by the research subjects:
· The proposed research or sharing plan in this study must be consistent with the terms of the original informed consent language regarding future research or sharing.  If that is not the case, the team cannot utilize the materials collected by any subjects who signed that version of the consent form, unless you now plan to obtain consent.
· The original informed consent must not have included language about the destruction of biospecimens or data at the end of the study.  If this language was ever included, the team cannot utilize the materials collected by any subjects who signed that version of the consent form.  
Below is example text that you might be able to use in this section (only include content applicable to your specific situation):
· [bookmark: _Hlk179448657]I have reviewed the informed consents under which the <biospecimens or data or images>were collected. The <biospecimens or data or images> were collected under <insert protocol number(s)>. 
· The consent for <insert protocol number(s)> from <mm/dd/yyyy>to <mm/dd/yyyy> does not have language regarding <future use or sharing>of <biospecimens or data or images], but there was no language which conflicts with the proposed activities in this study. 
· The consents from <mm/dd/yyyy> to <mm/dd/yyyy> have language regarding <future use or sharing> of <biospecimens or data or images>, consistent with the proposed research described in this study. 
· The consent for <insert protocol number(s)> from <mm/dd/yyyy> onward has language about <future use or sharing> consistent with the proposed research described in this study but has opt in and out option. 
· We will exclude data from subjects who provided consent on <insert protocol number(s)> and who declined or opted out of allowing their <biospecimens or data or images> to be used for future research. 
· All versions of the consent used with protocol <insert protocol number(s)> included language regarding <future use or sharing of biospecimens> but was silent on the topic of <future use or sharing data>. There was no language which conflicts with the proposed <research and/or sharing> plan described in this study.
· Protocol <insert protocol number(s)> was secondary research using <biospecimens or data or images> with approval of a waiver of consent, and we have no access to the original consent forms used to collect the original materials. 
[bookmark: _Toc244707760]Waiver of Informed Consent
The use of identifiable biospecimens or identifiable data for secondary research typically requires IRB approval of a new informed consent document or a waiver of informed consent. Please note that if the prior informed consent document(s) explicitly restricted or precluded any activity that is planned in this protocol, you cannot request a waiver of consent to be able to move forward with the activity, e.g., use of identifiers, sharing or a specific type of research. If requesting a waiver of informed consent for the planned research, please address the following:
· Describe why the research could not practicably be carried out without the requested waiver, For example:
We have no ongoing interactions with the subject for the purposes of this research.
The required sample size is so large, including only those subjects’ specimens or data who we are able to reach and obtain new consent from might bias the sample.
The original protocol was conducted a number of years ago, and we have no contact with the previous subjects <or many of the subjects are lost to follow-up>.  
If this were required, given the sheer number of subjects whose material we wish to use, and the amount of staffing and time required to accomplish this, the research could not be accomplished.
· Describe why the research could not practicably be carried out without using the information or biospecimens in an identifiable format; For example:
The identifiable information is required in order to collect the corresponding data that links to the biospecimens (or images) from other databases. 
· Describe why the waiver will not adversely affect the rights and welfare of the subjects; and
For example:
The research is minimal risk secondary research, and the only risk is a breach of confidentiality. The research team is experienced with ensuring procedures to protect the confidentiality of patient data. 
· Describe if appropriate, how the subjects or legally authorized representatives will be provided with additional pertinent information after participation. For example:
We do not intend to have any contact with the subjects whose biospecimens or data we will use in this study to share the findings of this research. 
[bookmark: _Toc37257092][bookmark: _Toc37257407][bookmark: _Toc37280716][bookmark: _Toc37417699][bookmark: _Toc37418482][bookmark: _Toc37419048][bookmark: _Toc37419362][bookmark: _Toc37419499][bookmark: _Toc37426929][bookmark: _Toc37427137][bookmark: _Toc37257093][bookmark: _Toc37257408][bookmark: _Toc37280717][bookmark: _Toc37417700][bookmark: _Toc37418483][bookmark: _Toc37419049][bookmark: _Toc37419363][bookmark: _Toc37419500][bookmark: _Toc37426930][bookmark: _Toc37427138][bookmark: _Toc37257094][bookmark: _Toc37257409][bookmark: _Toc244707761]Consent/Assent Procedures and Documentation
If you plan to consent or re-consent individuals from whom the biospecimens or data derive, describe the procedures for obtaining and documenting informed consent.  Please note that certain types of sensitive research might require new consent, e.g. the use of biospecimens for whole genome or whole exome sequencing, when consent for future genetic research was not previously obtained. 
Describe:
· Who will obtain consent and assent
· Where and when consent and assent will occur 
· How participant privacy will be protected 
· How coercion and undue influence will be minimized 
· How study information will be provided and discussed 
· How much time participants will have to consider participation 
· How questions will be answered 
· How consent will be documented 
· Whether participants may consult with family, friends, or others before deciding 
If a separate screening consent will be used, describe when it will be obtained.
Example text, modify as needed:
Informed consent will be obtained by a study investigator or other study team member authorized to obtain consent. Consent will take place in a setting that provides appropriate privacy, either in person or remotely, as applicable.
The informed consent document will be provided to the potential participant or legally authorized representative, as applicable, in paper or electronic form for review. The person obtaining consent will discuss the study, including the study procedures, risks, potential benefits, and alternatives, and will answer any questions.
Potential participants will be given sufficient time to consider participation and may discuss the study with family members, friends, or others before making a decision. Study staff will emphasize that participation is voluntary and that the decision whether to participate will not affect the individual's clinical care outside the NIH or relationship with NIH.
Informed consent will be documented by the participant or legally authorized representative and the person obtaining consent, as required, before any research activities requiring consent are performed.
[bookmark: _Toc37280720][bookmark: _Toc37427141][bookmark: _Toc37280721][bookmark: _Toc37417704][bookmark: _Toc37418487][bookmark: _Toc37419053][bookmark: _Toc37419367][bookmark: _Toc37419504][bookmark: _Toc37426934][bookmark: _Toc37427142][bookmark: _Toc37280722][bookmark: _Toc37417705][bookmark: _Toc37418488][bookmark: _Toc37419054][bookmark: _Toc37419368][bookmark: _Toc37419505][bookmark: _Toc37426935][bookmark: _Toc37427143][bookmark: _Toc37280723][bookmark: _Toc37417706][bookmark: _Toc37418489][bookmark: _Toc37419055][bookmark: _Toc37419369][bookmark: _Toc37419506][bookmark: _Toc37426936][bookmark: _Toc37427144][bookmark: _Toc37427145][bookmark: _Toc37280725][bookmark: _Toc37417708][bookmark: _Toc37418491][bookmark: _Toc37419057][bookmark: _Toc37419371][bookmark: _Toc37419508][bookmark: _Toc37426938][bookmark: _Toc37427146][bookmark: _Toc37280726][bookmark: _Toc37417709][bookmark: _Toc37418492][bookmark: _Toc37419058][bookmark: _Toc37419372][bookmark: _Toc37419509][bookmark: _Toc37426939][bookmark: _Toc37427147][bookmark: _Toc37280727][bookmark: _Toc37417710][bookmark: _Toc37418493][bookmark: _Toc37419059][bookmark: _Toc37419373][bookmark: _Toc37419510][bookmark: _Toc37426940][bookmark: _Toc37427148][bookmark: _Toc37280728][bookmark: _Toc37417711][bookmark: _Toc37418494][bookmark: _Toc37419060][bookmark: _Toc37419374][bookmark: _Toc37419511][bookmark: _Toc37426941][bookmark: _Toc37427149][bookmark: _Toc37280729][bookmark: _Toc37417712][bookmark: _Toc37418495][bookmark: _Toc37419061][bookmark: _Toc37419375][bookmark: _Toc37419512][bookmark: _Toc37426942][bookmark: _Toc37427150][bookmark: _Toc37280730][bookmark: _Toc37417713][bookmark: _Toc37418496][bookmark: _Toc37419062][bookmark: _Toc37419376][bookmark: _Toc37419513][bookmark: _Toc37426943][bookmark: _Toc37427151][bookmark: _Toc37280731][bookmark: _Toc37417714][bookmark: _Toc37418497][bookmark: _Toc37419063][bookmark: _Toc37419377][bookmark: _Toc37419514][bookmark: _Toc37426944][bookmark: _Toc37427152][bookmark: _Toc37280732][bookmark: _Toc37417715][bookmark: _Toc37418498][bookmark: _Toc37419064][bookmark: _Toc37419378][bookmark: _Toc37419515][bookmark: _Toc37426945][bookmark: _Toc37427153][bookmark: _Toc37280733][bookmark: _Toc37417716][bookmark: _Toc37418499][bookmark: _Toc37419065][bookmark: _Toc37419379][bookmark: _Toc37419516][bookmark: _Toc37426946][bookmark: _Toc37427154][bookmark: _Toc37280734][bookmark: _Toc37417717][bookmark: _Toc37418500][bookmark: _Toc37419066][bookmark: _Toc37419380][bookmark: _Toc37419517][bookmark: _Toc37426947][bookmark: _Toc37427155][bookmark: _Toc37280735][bookmark: _Toc37417718][bookmark: _Toc37418501][bookmark: _Toc37419067][bookmark: _Toc37419381][bookmark: _Toc37419518][bookmark: _Toc37426948][bookmark: _Toc37427156][bookmark: _Toc37280736][bookmark: _Toc37417719][bookmark: _Toc37418502][bookmark: _Toc37419068][bookmark: _Toc37419382][bookmark: _Toc37419519][bookmark: _Toc37426949][bookmark: _Toc37427157][bookmark: _Toc37280737][bookmark: _Toc37417720][bookmark: _Toc37418503][bookmark: _Toc37419069][bookmark: _Toc37419383][bookmark: _Toc37419520][bookmark: _Toc37426950][bookmark: _Toc37427158][bookmark: _Toc37280738][bookmark: _Toc37417721][bookmark: _Toc37418504][bookmark: _Toc37419070][bookmark: _Toc37419384][bookmark: _Toc37419521][bookmark: _Toc37426951][bookmark: _Toc37427159][bookmark: _Toc37280739][bookmark: _Toc37417722][bookmark: _Toc37418505][bookmark: _Toc37419071][bookmark: _Toc37419385][bookmark: _Toc37419522][bookmark: _Toc37426952][bookmark: _Toc37427160][bookmark: _Toc37280740][bookmark: _Toc37417723][bookmark: _Toc37418506][bookmark: _Toc37419072][bookmark: _Toc37419386][bookmark: _Toc37419523][bookmark: _Toc37426953][bookmark: _Toc37427161][bookmark: _Toc37280741][bookmark: _Toc37417724][bookmark: _Toc37418507][bookmark: _Toc37419073][bookmark: _Toc37419387][bookmark: _Toc37419524][bookmark: _Toc37426954][bookmark: _Toc37427162][bookmark: _Toc37280742][bookmark: _Toc37417725][bookmark: _Toc37418508][bookmark: _Toc37419074][bookmark: _Toc37419388][bookmark: _Toc37419525][bookmark: _Toc37426955][bookmark: _Toc37427163][bookmark: _Toc37280743][bookmark: _Toc37417726][bookmark: _Toc37418509][bookmark: _Toc37419075][bookmark: _Toc37419389][bookmark: _Toc37419526][bookmark: _Toc37426956][bookmark: _Toc37427164][bookmark: _Toc37280744][bookmark: _Toc37417727][bookmark: _Toc37418510][bookmark: _Toc37419076][bookmark: _Toc37419390][bookmark: _Toc37419527][bookmark: _Toc37426957][bookmark: _Toc37427165][bookmark: _Toc37280745][bookmark: _Toc37417728][bookmark: _Toc37418511][bookmark: _Toc37419077][bookmark: _Toc37419391][bookmark: _Toc37419528][bookmark: _Toc37426958][bookmark: _Toc37427166][bookmark: _Toc37280746][bookmark: _Toc37417729][bookmark: _Toc37418512][bookmark: _Toc37419078][bookmark: _Toc37419392][bookmark: _Toc37419529][bookmark: _Toc37426959][bookmark: _Toc37427167][bookmark: _Toc37280747][bookmark: _Toc37417730][bookmark: _Toc37418513][bookmark: _Toc37419079][bookmark: _Toc37419393][bookmark: _Toc37419530][bookmark: _Toc37426960][bookmark: _Toc37427168][bookmark: _Toc37280748][bookmark: _Toc37417731][bookmark: _Toc37418514][bookmark: _Toc37419080][bookmark: _Toc37419394][bookmark: _Toc37419531][bookmark: _Toc37426961][bookmark: _Toc37427169][bookmark: _Toc37280749][bookmark: _Toc37417732][bookmark: _Toc37418515][bookmark: _Toc37419081][bookmark: _Toc37419395][bookmark: _Toc37419532][bookmark: _Toc37426962][bookmark: _Toc37427170][bookmark: _Toc37280750][bookmark: _Toc37417733][bookmark: _Toc37418516][bookmark: _Toc37419082][bookmark: _Toc37419396][bookmark: _Toc37419533][bookmark: _Toc37426963][bookmark: _Toc37427171][bookmark: _Toc37280751][bookmark: _Toc37417734][bookmark: _Toc37418517][bookmark: _Toc37419083][bookmark: _Toc37419397][bookmark: _Toc37419534][bookmark: _Toc37426964][bookmark: _Toc37427172][bookmark: _Toc37280752][bookmark: _Toc37417735][bookmark: _Toc37418518][bookmark: _Toc37419084][bookmark: _Toc37419398][bookmark: _Toc37419535][bookmark: _Toc37426965][bookmark: _Toc37427173][bookmark: _Toc37280753][bookmark: _Toc37417736][bookmark: _Toc37418519][bookmark: _Toc37419085][bookmark: _Toc37419399][bookmark: _Toc37419536][bookmark: _Toc37426966][bookmark: _Toc37427174][bookmark: _Toc37280754][bookmark: _Toc37417737][bookmark: _Toc37418520][bookmark: _Toc37419086][bookmark: _Toc37419400][bookmark: _Toc37419537][bookmark: _Toc37426967][bookmark: _Toc37427175][bookmark: _Toc37280755][bookmark: _Toc37417738][bookmark: _Toc37418521][bookmark: _Toc37419087][bookmark: _Toc37419401][bookmark: _Toc37419538][bookmark: _Toc37426968][bookmark: _Toc37427176][bookmark: _Toc37280756][bookmark: _Toc37417739][bookmark: _Toc37418522][bookmark: _Toc37419088][bookmark: _Toc37419402][bookmark: _Toc37419539][bookmark: _Toc37426969][bookmark: _Toc37427177][bookmark: _Toc37280757][bookmark: _Toc37417740][bookmark: _Toc37418523][bookmark: _Toc37419089][bookmark: _Toc37419403][bookmark: _Toc37419540][bookmark: _Toc37426970][bookmark: _Toc37427178][bookmark: _Toc37280758][bookmark: _Toc37417741][bookmark: _Toc37418524][bookmark: _Toc37419090][bookmark: _Toc37419404][bookmark: _Toc37419541][bookmark: _Toc37426971][bookmark: _Toc37427179][bookmark: _Toc37280759][bookmark: _Toc37417742][bookmark: _Toc37418525][bookmark: _Toc37419091][bookmark: _Toc37419405][bookmark: _Toc37419542][bookmark: _Toc37426972][bookmark: _Toc37427180][bookmark: _Toc37280760][bookmark: _Toc37417743][bookmark: _Toc37418526][bookmark: _Toc37419092][bookmark: _Toc37419406][bookmark: _Toc37419543][bookmark: _Toc37426973][bookmark: _Toc37427181][bookmark: _Toc37280761][bookmark: _Toc37417744][bookmark: _Toc37418527][bookmark: _Toc37419093][bookmark: _Toc37419407][bookmark: _Toc37419544][bookmark: _Toc37426974][bookmark: _Toc37427182][bookmark: _Toc37280762][bookmark: _Toc37417745][bookmark: _Toc37418528][bookmark: _Toc37419094][bookmark: _Toc37419408][bookmark: _Toc37419545][bookmark: _Toc37426975][bookmark: _Toc37427183][bookmark: _Toc37427184][bookmark: _Toc37280764][bookmark: _Toc37417747][bookmark: _Toc37418530][bookmark: _Toc37419096][bookmark: _Toc37419410][bookmark: _Toc37419547][bookmark: _Toc37426977][bookmark: _Toc37427185][bookmark: _Ref11144816][bookmark: _Toc244523473][bookmark: _Toc244702654][bookmark: _Toc244707762]Remote and Electronic Consent
If consent may occur remotely or be documented electronically, describe:
· Whether the consent discussion will occur in person, remotely, or both 
· Electronic platform(s) used 
· How required signatures will be obtained 
· Whether the platform is 21 CFR Part 11 compliant, when applicable 
· How participant identity will be verified when required 
· How the participant will receive a copy of the signed consent 
· Any important differences across participating sites
Example text, modify as needed:
The initial consent process as well as re-consent, when required, may take place in person or remotely (e.g., via telephone or other NIH approved remote platforms used in compliance with policy, including HRPP Policy 303) per the discretion of the designated study investigator and with the agreement of the participant/consent designee(s). Whether in person or remote, the privacy of the participant will be maintained. Consenting investigators (and participant/consent designee, when in person) will be located in a private area (e.g., clinic consult room). When consent is conducted remotely, the participant/consent designee will be informed of the private nature of the discussion and will be encouraged to relocate to a more private setting if needed. If the consent process is occurring remotely, participants and investigators will view individual copies of the approved consent document on screens at their respective locations; the same screen may be used when both the investigator and the participant are co-located. 
Note: When required, the witness signature will be obtained similarly as described for the investigator and participant below.
Consent will be documented with required signatures on the physical document (which includes the printout of an electronic document sent to the participant) or on the electronic document. The process for documenting signatures on an electronic document is described below. 
Example text when a signature is collected on an electronic document using a finger, stylus or mouse: 
When a hand signature on an electronic document is used for the documentation of consent, this study will use the following electronic platform(s) to obtain the required signatures (Include only the platforms that you intend to use):
· Adobe Acrobat platform (which <select one is/is not> 21 CFR Part 11 compliant); 
· DocuSign (which <select one is/is not> 21 CFR Part 11 compliant); or
· iMedConsent platform (which is 21 CFR Part 11 compliant)
Both the investigator and the participant will sign the electronic document using a finger, stylus or mouse. Electronic signatures (i.e., the “signature” is digitally generated) will not be used.
Example text if obtaining a true electronic signature (where the signature is digitally generated and includes a timestamp):
Please note that if the study is FDA regulated and you plan to obtain true electronic signatures, the electronic platform MUST be 21 CFR Part 11 compliant. You must confirm the participant’s identity when obtaining a signature using the method described below.
When an electronic document with a digital signature is used for the documentation of consent, this study will use the <insert platform name> platform which <select one is/is not> 21 CFR, Part 11 compliant to obtain the required signatures. During the consent process, participants and investigators will view <the same approved consent document simultaneously OR individual copies of the approved consent document on screens> in their respective locations.  The identity of the participant will be determined by a prompt which will require <the provision of information from an official identification document OR describe alternative process for verifying participant identity>, prior to obtaining the signature. Electronic signature with a timestamp will be provided by required parties through system prompts.
Add for multi-center studies: Please see Participating Site Protocol Addendum for electronic signature requirements for site(s).

[bookmark: _Ref244707173][bookmark: _Toc244707763]Privacy and Confidentiality
Describe how participant privacy and confidentiality of identifiable data and specimens will be protected.
Include, as applicable:
Privacy
· How privacy will be protected during recruitment, consent, and study procedures 
Confidentiality
· What identifiers will be collected or maintained 
· Whether data/specimens will be identifiable, coded, or de-identified
· Who will have access to identifiable information and any code key 
· How access will be limited and information secured 
· Any circumstances in which identifiable information may be disclosed 
· Any additional protections, such as a Certificate of Confidentiality
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, and their staff. This confidentiality is extended to cover the storage of biological samples and genetic information 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. No information concerning the study, nor the data, will be released to any unauthorized third party without prior written approval. 
All consenting activities will be conducted in as private a setting as possible.
Representatives of the Institutional Review Board (IRB), and/or regulatory agencies may inspect all documents and records required to be maintained by the investigator for the participants in this study. The study site will permit access to such records.
The study participant’s identifiers will be securely stored at each 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, or Institutional policies.
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 sites will be secured and password protected. 
[bookmark: _Toc244707764]Certificate of Confidentiality
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: _Toc37280767][bookmark: _Toc37427187][bookmark: _Ref244707013][bookmark: _Toc244707765]Biospecimen and Data Management
[bookmark: _Toc484520866][bookmark: _Toc250632193]Describe how biospecimens and data will be handled study wide.
For multi-site studies:
Describe the overall plan for managing study data and specimens across participating sites. 
Provide a high-level description of:
Collection and access: Identify the data and/or specimens that will be collected or accessed at participating sites and indicate whether they will be identifiable, coded, or de-identified. 
Flow, analysis, and storage: Describe how data and/or specimens will move among participating sites, international sites, the NIH, and the Coordinating Center, as applicable. Identify where analyses will be performed and where data and/or specimens will be stored during and after the study. 
Transfer methods: Briefly describe how data and/or specimens will be transferred (e.g., secure electronic transfer, encrypted media, or commercial courier). 
Do not include institution-specific collaboration details or IRB oversight information here. 
Describe the activities and materials exchanged with specific external institutions in Section 5.3.
[bookmark: _Toc244707766]Access
Describe: 
· Who, which investigators and research staff, will have access to biospecimens and data?
· How will access be controlled?
· Who is responsible for receipt or transmission of the biospecimens and data?
[bookmark: _Toc244707767]Storage
Discuss where and how the biospecimens and data will be stored and managed (e.g., password protection, encryption, physical controls, separation of identifiers from the specimens and data, etc.). 
[bookmark: _Toc244707768]Disposition and Study Records Retention
Specify the length of time for the investigator to maintain all biospecimens and records pertaining to this study.  The investigator should use the most conservative rules for biospecimens and document retention i.e., retention should follow the rule that has the longest period. If you wish to retain biospecimens and data indefinitely for future research, please state this.
Indicate whether permission is required (and from whom) prior to destruction of biospecimens or records. 
Example text provided as a guide, customize as needed: 
Biospecimens will be retained indefinitely.  Study documents will be retained for < x > years as per the NIH Intramural Records Retention Schedule. 
[bookmark: _Toc37280769][bookmark: _Toc37417754][bookmark: _Toc37418538][bookmark: _Toc37419104][bookmark: _Toc37419418][bookmark: _Toc37419555][bookmark: _Toc37426985][bookmark: _Toc37427193][bookmark: _Toc469058412][bookmark: _Toc469046246][bookmark: _Toc479192751][bookmark: _Toc244707769]Unanticipated Problems
[bookmark: _Toc37280771][bookmark: _Toc37417756][bookmark: _Toc37418540][bookmark: _Toc37419106][bookmark: _Toc37419420][bookmark: _Toc37419557][bookmark: _Toc37426987][bookmark: _Toc37427195][bookmark: _Toc331464795][bookmark: _Toc469058413][bookmark: _Toc469046247][bookmark: _Toc479192752][bookmark: _Toc244707770]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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[bookmark: _Hlk71549846]The investigator will report unanticipated problems (UPs) to the NIH Institutional Review Board (IRB) as per Policy 801.
[bookmark: _Toc244707772]Protocol Deviations and Non-Compliance
[bookmark: _Toc477364032][bookmark: _Toc484520898][bookmark: _Toc499033924][bookmark: _Toc504563265][bookmark: _Toc529517731][bookmark: _Toc531772397][bookmark: _Toc467166716]Describe how protocol deviations and noncompliance will be identified, documented, reviewed, and addressed.
Report deviations or noncompliance to the Reviewing IRB when required under applicable IRB reporting requirements.
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.  The investigator is responsible for knowing and adhering to the reviewing IRB requirements.
[bookmark: _Toc244707773]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: _Toc244707774]NIH Data Sharing Requirements
[bookmark: _Toc484520867][bookmark: _Toc19083806]State whether the study is subject to the NIH Data Management and Sharing Policy and/or Genomic Data Sharing Policy. Ensure that protocol and consent provisions regarding future use and sharing are consistent with the approved DMS Plan.
Example text that can be used in the protocol, as applicable.  
This study will comply with the NIH Data Management and Sharing (DMS) Policy, which applies to all new and ongoing NIH-funded research in the IRP, as of January 25, 2023, that is associated with a ZIA, with a clinical protocol that undergoes scientific review and/or will involve genomic data sharing. 
If the study must comply with the NIH Genomic Data Sharing (GDS) Policy include the following language and ensure that the consent form addresses sharing via repository and the applicable genomic summary results language, as applicable:
This study will comply with the NIH Genomic Data Sharing (GDS) Policy, which applies to all new and ongoing NIH IRP-funded research, as of August 31, 2015, 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: _Toc244707775]Collaborative Agreements
[bookmark: _Toc250632218][bookmark: _Toc281240160][bookmark: _Toc281240402][bookmark: _Toc288125149][bookmark: _Toc484520959][bookmark: _Ref11145585][bookmark: _Ref244703563][bookmark: _Toc281240142][bookmark: _Toc281240384][bookmark: _Toc288125131][bookmark: _Toc484520935]Identify any collaborative agreements that directly affect study conduct or study responsibilities such as a CTA or CRADA.  Include the agreement number when available.
[bookmark: _Toc244707776]Conflict of Interest Policy
Identify any actual or potential conflicts of interest related to the study and describe the applicable management plan.
If there are no conflicts requiring management, state this.
[bookmark: _Ref244707121][bookmark: _Toc244707777]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). Include citations to product information such as manufacturer’s IB, package insert, and device labeling. 
Secondary Research Template v9 11.02.26
