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[bookmark: _Toc281240024]PROTOCOL TEMPLATE FOR SECONDARY RESEARCH WITH BIOSPECIMENS, DATA AND/OR MEDICAL RECORDS ONLY 
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.
The format and information below are provided as a guideline to assist in writing a protocol (study design) 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.
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):
Risk/Benefit Assessment (Section 5.1 in this template)
Regulatory and Operational Considerations (Section 5 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. 
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 study, 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)
IRB Protocol #: iRIS assigned number. Change to assigned IRB number after final initial approval. 
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)
Principal Investigator:
Note: All Key Study Personnel (associate investigators, collaborators, etc.) participating in the protocol at this site (NIH) 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 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: _Toc37846378]STATEMENT OF COMPLIANCE
Provide a statement that the study 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, when applicable, 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 study 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 human subjects research (45 CFR Part 46)
National Institutes of Health (NIH)-funded investigators and study staff who are responsible for the conduct, management, or oversight of NIH-funded research have completed Human Subjects Protection and ICH GCP Training.
The protocol and informed consent form(s), when applicable, 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 the research begins.  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; a 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: _Toc37417633][bookmark: _Toc37418416][bookmark: _Toc37418982][bookmark: _Toc37419296][bookmark: _Toc37419433][bookmark: _Toc37846379]PROTOCOL SUMMARY
	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. 

	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: >  

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

	Description of Sites/Facilities conducting research:
	Provide a brief description of planned facilities/participating sites conducting the research. 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 until completion of data analyses.


[bookmark: _Toc37257032][bookmark: _Toc37257346][bookmark: _Toc37418984][bookmark: _Toc37419298][bookmark: _Toc37419435]
[bookmark: _Toc37846380][bookmark: _Toc37280658][bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057][bookmark: _Toc484520829]INTRODUCTION
[bookmark: _Toc37846381]Background and Rationale
This section should include: 
· The rationale for this research.
· Discussion of the relevant current context of the study and gaps in current knowledge.
· Discussion of important literature and data that are relevant to the research and that provide background for the research (reference citations should be listed in Section 6, References) 
· Importance of the study and any relevant issues or controversies 
[bookmark: _Toc37846382]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.

[bookmark: _Toc37846383]BIOSPECIMENS AND/OR DaTA
[bookmark: _Toc37846384]Study Population
Please describe the study population whose biospecimens or data will be analyzed as part of this study. If the study involves a retrospective medical chart review, please provide details of the inclusion criteria and exclusion criteria for those who will be included. Otherwise the description of the study population is sufficient. 
For chart reviews, the inclusion and exclusion criteria should provide a definition of participant characteristics required for inclusion in the chart review. 
[bookmark: _Toc37846385]Vulnerable Populations  
Please state if you aware that biospecimens or data will be included from subjects who were minors, were decisionally impaired or were NIH employees at the time of original consent. 
[bookmark: _Toc37846386]Type and Source of Biospecimens/Data
Describe the types of biospecimens, and format of data and/or information (paper, digital, image (specify), audio or visual recordings) which will be used for the research.
Explain the source of the biospecimens, data and/or information that will be used in this research (e.g. another NIH PI, Hospital A medical records, Department of Radiology images, a public or privately held Database or Biorepository, a commercial entity) 
Describe the context under which the materials were originally collected (e.g. research: a protocol that was previously open under an NIH IRB or that was previously open under an external NIH IRB; clinical care, etc.). If available, add online links to published information about a database/repository. 
State database location; specify the current location of the existing database(s) (such as in Medical Records—CRIS, BTRIS, etc., CMS Database, Private Company B, Research Repository ABC, etc.). 
Discuss how the research team has access to these materials, e.g. served as investigators on the previous protocol or seeking access from another investigator, etc.
Specify any permissions you must obtain or agreements that must be executed to in order to obtain the existing materials (e.g. an MTA or DUA).
Indicate the period of time (duration) during which the biospecimens/data were originally collected (mm/dd/yyyy to mm/dd/yyyy) or if there will be prospective collection (mm/dd/yyyy to mm/dd/yyyy; no end date). Please note that if biospecimens or data are being prospectively collected, they would need to be being collected for clinical purposes or under another research protocol initially to be used as part of this protocol.  See the definition of "Secondary Research" above. 
For studies in which you intend to review medical charts or data sets, include a copy of the data abstraction sheet reflecting all the data elements you plan to abstract from each database as an appendix.
Provide a list of the identifiers which will be used to meet the purpose of the study. 
The data you propose to collect must be relevant to the aims & objectives of the research and the minimum necessary to accomplish it. If applicable, explain when and how identifiers will be removed from the data collected. 

[bookmark: _Toc37846387]STUDY DESIGN
Provide an overview of the design of the study, including the research methods you plan to employ, and the number of records/biospecimens and a description of the variables you plan to analyze to meet your stated aims/objectives. 
Specify the overall duration of the study.
Note if the study includes any stratifications and if so, identify the stratification planned (e.g. sex, race/ethnicity, age).
Indicate if this study will involve the use of identifiable biospecimens, data, or results at multiple sites, i.e. the study is multi-site. Multi-site study is defined as the same 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 OHSRP SOP 20, 20A, 20B, 20C, and 20D for guidance on multi-site studies.
[bookmark: _Toc281240112][bookmark: _Toc281240354][bookmark: _Toc288125087][bookmark: _Ref469058934][bookmark: _Toc484520862][bookmark: _Toc37846388]Management of Results
[bookmark: _Toc37846389]Return of Results
If specific results will be given to participants or their health care providers, discuss what will be shared. In general, the results offered should be scientifically valid, confirmed, and should have significant implications for the subject’s health and well-being. Please note: If results will be shared, prospective informed consent for the secondary research and return of results should be obtained.
· Discuss the possibility of incidental findings and how you plan to determine which incidental findings you will return to patients (for example, if you were to discover a BRCA mutation, if you inform the patient). 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 patients.
· Describe what meets the threshold for clinical and analytical validity and clinical utility. 
· 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 patient 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.
· If genetic results will be generated and shared, 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 re-contact 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 whether genetic counseling will be provided, and whether the participant or research team will be responsible for the cost.
· Plans to return other forms of data—such as significant non-health-related data—should be built into the study design.
· Suggested language for protocols involving genetic research and return of results:
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: _Toc281240113][bookmark: _Toc281240355][bookmark: _Toc288125088][bookmark: _Toc484520863][bookmark: _Toc37846390]Genetic Counseling
If genetic results will be given to participants, describe who will do the genetic counseling, would counseling happen in person, and how it will be conducted. The process of identifying and disclosing research results should involve professionals with the appropriate expertise required to provide the participant with sufficient interpretive information.
[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: _Toc288125129][bookmark: _Toc250632186][bookmark: _Toc281240140][bookmark: _Toc281240382][bookmark: _Toc484520920][bookmark: _Ref11146145][bookmark: _Ref11146173][bookmark: _Toc19083770][bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130][bookmark: _Toc484520934][bookmark: _Toc37846391]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.
[bookmark: _Toc484520921][bookmark: _Toc19083771][bookmark: _Toc37846392]Statistical Hypothesis
State the formal and testable null and alternative hypotheses for primary and key secondary endpoints, specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose response) and time period for which each endpoint will be analyzed.
Primary Endpoint(s): 
Secondary Endpoint(s):
[bookmark: _Toc37280706][bookmark: _Toc37417688][bookmark: _Toc37418471][bookmark: _Toc37419037][bookmark: _Toc37419351][bookmark: _Toc37419488][bookmark: _Toc37426915][bookmark: _Toc37427123][bookmark: _Toc484520922][bookmark: _Ref11145910][bookmark: _Toc19083772][bookmark: _Toc37846393]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.
Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size. The total study duration should be discussed.
Discuss whether the sample size provides sufficient power for addressing secondary endpoints or exploratory analyses. 
[bookmark: _Toc37280708][bookmark: _Toc37417690][bookmark: _Toc37418473][bookmark: _Toc37419039][bookmark: _Toc37419353][bookmark: _Toc37419490][bookmark: _Toc37426917][bookmark: _Toc37427125][bookmark: _Toc37257399][bookmark: _Toc37846394]Statistical Analyses
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: _Ref37844435][bookmark: _Toc37846395]REGULATORY AND OPERATIONAL CONSIDERATIONS
[bookmark: _Ref37844399][bookmark: _Ref30488693][bookmark: _Toc37846396][bookmark: _Toc37427130]Risk/Benefit Assessment
[bookmark: _Toc37846397]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.
[bookmark: _Toc37427132][bookmark: _Toc37846398]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: _Toc37846399]Informed Consent
[bookmark: _Toc37846400]Prior Informed Consent Consideration
If the biospecimens and data were collected under other IRB approved protocols, please address the language in the original informed consent document(s) about future research and sharing for each involved respective protocol. 
Specifically explain whether the informed consent document(s) allowed the biospecimens and/or data to be used for future research and whether there were any stipulations about the type of future research that would be conducted with the materials.
If the biospecimens and/or data are being shared with you from another PI’s protocol, please address the language about sharing, including how the materials would be shared, i.e. in an identifiable or de-identified format. 
State whether the informed consent document(s) were silent on the topic of future research and/or sharing, as applicable.
Whenever possible, please include copies of the previous approved informed consent documents in an Appendix.
If the previous informed consent documents allowed the subjects to opt out of future research or sharing, the materials of the subjects who have opted out, should be omitted from being used for this protocol.  Please clarify whether that was the case for any of the involved protocol(s). 
Explain the plan as to how you will ensure that subjects’ expressed wishes will prevail.
[bookmark: _Toc37846401]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;
· Describe why the research could not practicably be carried out without using the information or biospecimens in an identifiable format;
· Describe why the waiver will not adversely affect the rights and welfare of the subjects; and
· Describe if appropriate, how the subjects or legally authorized representatives will be provided with additional pertinent information after participation.
[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: _Toc37846402]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. In obtaining and documenting informed consent, the investigator must comply with applicable regulatory requirements (e.g., 45 CFR Part 46) (Refer to OHSRP SOP 12). Provide a detailed description of the consent process, including the following, as applicable:
· Where and when consent be obtained;
· Who is authorized to obtain consent;
· Whether consent be done in person, or by telephone.  Describe the process;
· How coercion or undue influence will be minimized;
· How much time the potential subject will be provided to consider their participation;
· Who will answer questions from the participant; and
· Whether the potential participant be provided the opportunity to consult with others (family, friends) prior to providing consent.
If you wish to use telephone consent; waive documentation of consent; consent minors/children (under 18 years of age); consent adults with decisional impairment, or consent NIH Staff, be sure to describe your planned procedures for doing so and address all of the relevant regulatory and policy requirements (Refer to OHSRP SOP 12, 14D, 14E and 14F).
[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: _Toc37846403]Privacy and Confidentiality
Privacy is defined as a person having control over the extent, timing, and circumstances of sharing oneself (physically, behaviorally, or intellectually) with others. Privacy also refers to the right of individuals to limit access to/about themselves from/by others, especially information shared with researchers.  Confidentiality pertains to the treatment of information that a participant has disclosed in a relationship of trust and with the expectation that it will not be divulged to others without permission. This section should describe the planned protections for maintaining participant privacy (if you intend to interact with subjects as part of the study) and for maintaining the confidentiality of identifiable biospecimens and data, including, but not limited to forms, records, and biospecimens. 
Clarify approaches to ensure privacy of study participants, e.g. during the consent process.
Describe whether identifiers will be attached to biospecimens or data or whether it will be coded:
· If coded, but additional information of the subjects (e.g., age, ethnicity, sex, diagnosis) is available, discuss whether this might make specific individuals or families identifiable.
· If 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 biospecimens or data will be shared with other researchers for this protocol.
· If materials will be shared with collaborators, including at other institutions, address whether collaborators will have access to identifiers or not.  
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 other situations in which personally identifiable information will be released to third parties:
· Address if funding institutions, representatives of the NIH Institute or Center (IC), or other individuals, who are not on the study team, will have access to research records.  
Discuss any additional features to protect 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. 
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: _Toc37846404]Biospecimen and Data Management
[bookmark: _Toc484520866][bookmark: _Toc250632193]Describe how biospecimens and data will be handled study wide.
[bookmark: _Toc37846405]Access
Who, which investigators and research staff, will have access to biospecimens and data?
Who is responsible for receipt or transmission of the biospecimens and data?
[bookmark: _Toc37846406]Storage
Discuss where and how the biospecimens and data will be stored.
Explain how you will transport (in-person pick up, courier, etc.) and manage biospecimens and data. Identify any data storage provider you will use (e.g. RedCap). 
Describe the steps you will take to secure the biospecimens and data (e.g., authorization of access, password protection, encryption, physical controls, separation of identifiers from the data, etc., during storage, use and transmission). 
[bookmark: _Toc37846407]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: _Toc19083796][bookmark: _Toc37846408]Future Use of Stored Biospecimens and Data
If biospecimens or data will be retained for future research:
· Explain whether biospecimens and data will be retained for specific types of future research or unspecified future research. The plan must be consistent with the original consent forms, when applicable. Include a statement about whether genetic testing will or will not be performed in the future. 
· State that the IRB will be asked to review protocols involving any new secondary research with the individually identifiable biospecimens or data.
· Address the planned protections for long-term storage of biospecimens or data (e.g., biospecimens will be coded, bar-coded, or anonymized; the code key will be retained in secure location or destroyed; identifying information will be redacted from transcripts of audio recordings). 
[bookmark: _Toc37426985][bookmark: _Toc37427193][bookmark: _Toc469058412][bookmark: _Toc469046246][bookmark: _Toc479192751][bookmark: _Toc37846409]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: _Toc37846410]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: _Toc37846412]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. 
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: _Toc37846413]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: _Toc19083805][bookmark: _Toc37846414]Publication and Data Sharing Policy
[bookmark: _Toc484520867][bookmark: _Toc19083806][bookmark: _Toc37846415]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.  
[bookmark: _Toc484520868][bookmark: _Toc19083807][bookmark: _Toc37846416]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 (GDSP) if they are proposing research that will generate large-scale human and non-human genomic data for which the GDS policy applies.  A GDSP should be in place PRIOR to starting the research. The GDSP should be provided to the IC Scientific Director who must review and approve the plan. There must be consideration of the original consent language in deciding whether and what genomic data can be shared.  Contact your Scientific Director or your GPA for more information.
[bookmark: _Ref412033836]Below is an example that can be used in the protocol, when applicable:
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: _Toc37846417]Collaborations
[bookmark: _Toc484520936]Only include this section if applicable. Investigators in the NIH intramural program may participate in multi-site collaborations under which biospecimens or data are transferred from the intramural program to another site for research that is part of the approved protocol. Each institution participating in the study is bound by the terms of the protocol and their obligations under the statutes and regulations. Intramural protocols are cleared by the IC Clinical Director. In such situations, use of an HM-MTA is not necessary for these transfers.
Explain any collaborations involved in the protocol. 
Delineate the analyses and tests that will be conducted at the other site(s). 
Explain whether identifiers will be shared and describe the mechanism for IRB review at the other site(s), if applicable. For studies that include the conduct of human subjects research for this protocol being carried out at more than one institution, please contact the IRBO for guidance on requirements/procedures for use of a Single IRB and appropriate agreements.

[bookmark: _Toc250632218][bookmark: _Toc281240160][bookmark: _Toc281240402][bookmark: _Toc288125149][bookmark: _Toc484520959][bookmark: _Ref11145585][bookmark: _Toc37846418]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. 
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