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[bookmark: _Toc281240024][bookmark: _GoBack]PROTOCOL TEMPLATE FOR REPOSITORIES 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 the creation and maintenance of databases, registries or repositories used for research purposes and should be completed as applicable to the type of repository being described. 
The NIH Intramural IRB allows for the submission of various protocol formats.  For investigator-initiated studies, this template should be used. 
If an NIH Investigator is not the author of the study, then an NIH Supplement is required and should include the following sections from this template (if the content is not already available in the sponsor protocol):
· NIH Study Personnel information
· Risk/Benefit Assessment (Section 2.3 in this template)
· Regulatory and Operational Considerations (Section 10 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 intervention, behavioral or social manipulation study, design, and conduct of the planned clinical trial, or it may be deleted if it is not relevant. Example text is indicated in [regular font].  Within example text, a need for insertion of specific information is notated by <angle brackets>. 
Version control is important to track protocol development, revisions, and amendments. It is also necessary to ensure that the most recently updated and IRB approved version of a protocol is used by all staff conducting the study. With each revision, the version date located in the header of each page should be updated.


Abbreviated Title: (not to exceed 30 characters)
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, referral contact, collaborators, etc.) participating in the protocol at this site (Clinical Center) should be listed separately on the Study Personnel Page and submitted to the IRB via iRIS.
List the affiliation, address, and contact information to include telephone, fax and email for the PI.

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



[bookmark: _Toc281240047][bookmark: _Toc281240290]Multi-institutional protocols are protocols in which non-exempt human subjects research is taking place at more than one site.  For multi-institutional protocols in which the intramural NIH IC is the Coordinating Center and/or Sponsor:
Provide name of the Coordinating Center
Provide name of the responsible Data Safety Monitoring Board (DSMB) or Safety Monitoring Committee (SMC) 
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: _Toc23414017]STATEMENT OF COMPLIANCE
Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable state, local and federal regulatory requirements. Each engaged institution must have a current Federal-Wide Assurance (FWA) issued by the Office for Human Research Protections (OHRP) and must provide this protocol and the associated informed consent documents and recruitment materials for review and approval by an appropriate Institutional Review Board (IRB) or Ethics Committee (EC) registered with OHRP. Any amendments to the protocol or consent materials must also be approved before implementation. Suggested language: 
The trial will be carried out in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) and the following: 
· United States (US) Code of Federal Regulations (CFR) applicable to clinical studies (45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56, 21 CFR Part 312, and/or 21 CFR Part 812) 
National Institutes of Health (NIH)-funded investigators and clinical trial site staff who are responsible for the conduct, management, or oversight of NIH-funded clinical trials have completed Human Subjects Protection and ICH GCP Training.
The protocol, informed consent form(s), recruitment materials, and all participant materials will be submitted to the Institutional Review Board (IRB) for review and approval.  Approval of both the protocol and the consent form must be obtained before any participant is enrolled.  Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study.  In addition, all changes to the consent form will be IRB-approved; 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: _Toc23414018]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 Enrolling Participants:
	Provide a brief description of planned facilities/participating sites enrolling participants. Indicate general number (quantity) of sites only and if the study is intended to include sites outside of the United States.  

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



[bookmark: _Toc250632155][bookmark: _Toc281240068][bookmark: _Toc281240310][bookmark: _Toc288125052][bookmark: _Ref417028218][bookmark: _Toc484520823][bookmark: _Toc23414019]INTRODUCTION
[bookmark: _Toc23414020]Study Rationale
[bookmark: _Toc250632159][bookmark: _Toc281240072][bookmark: _Toc281240314][bookmark: _Toc288125056][bookmark: _Toc484520828]What is the general concept, scope and intended purpose of creating/maintaining this database/registry/repository (heretofore noted as “repository”)?
[bookmark: _Toc23414021]Background 
[bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057][bookmark: _Toc484520829]This section should include: 
· What is the justification and rationale for creation/maintenance of the repository?  
· Discussion of important literature and data that are relevant to the repository and that provide background for the repository (reference citations should be listed in Section 7, References) 

[bookmark: _Toc23414022]Risk/Benefit Assessment
[bookmark: _Toc23414023]Known Potential Risks
What are the potential risks of conducting this study (e.g., related to the collection of any biological samples or related to any potential breach of confidentiality related to the information being collected)?  What protections will be put in place to prevent and/or minimize any potential risks?
· Potential risks and discomforts must be minimized to the greatest extent possible by using procedures such as appropriate training of personnel, monitoring, withdrawal of the subject upon evidence of difficulty.
· Consider risks not only immediate risks, but also delayed or long-term risks 
· Provide a description of alternative courses of action which are available should the subject elect not to participate in the study.  If there are no alternatives available to the subject, this should be stated.

[bookmark: _Toc23414024]Known Potential Benefits
What are the possible benefits from participation in the research? If there are no possible benefits, state no benefit. In most cases, contributing data/specimens to a repository, offers no benefit to subjects.
Note that payment to participants, whether as an inducement to participate or as compensation for time and inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a benefit.
[bookmark: _Ref11144674][bookmark: _Toc23414025]Assessment of Potential Risks and Benefits
Include an assessment of known potential risks and benefits, addressing each of the following:
· Rationale for the necessity of exposing participants to risks and a summary of the ways that risks to participants were minimized in the study design
· Justification as to why the risks of participation in the study outweigh the value of the information to be gained

[bookmark: _Toc23414026]STUDY DESIGN
[bookmark: _Toc23414027]Overall Design
[bookmark: _Toc23414028]Samples/data to be collected and stored
Describe the sources of samples and/or data that will be collected for the repository.  Indicate whether the samples/data are being prospectively collected for inclusion in the repository, or if the source of the sample/data is from samples/data collected originally for non-research purposes (for example excess tissue taken at the time of clinically indicated surgery, or data extracted from the clinical medical record)
· For each biospecimen type to be included, describe the collection procedure.
· Provide a list of data elements, including identifiers, that will be collected/stored
· Will participant data be collected only at the time of enrollment, or will there be an ongoing collection of data, for example collection of updated health information to annotate a biospecimen.
· Will data/samples be coded
· Who will have access to the code key?

[bookmark: _Toc23414029]Operation of Repository
Describe the operation of the repository, including the type(s) of research that the repository will support.   In addition, the following information should be described here:
· What is the name and location of the repository for which consent is being solicited, to which subject is agreeing to provide specimens or data?
· How and by whom will the repository be maintained?
· Who will be responsible for assuring the quality of the information/samples in the repository?
· Who will have access to the repository?
· How long will the repository be in place and will data/specimens be destroyed at any time point?
· Will subjects be re-contacted regarding information in the repository?
· Will subjects be contacted in the future regarding use of data/specimens in the repository?  If so, ensure the consent form adequately informs subjects of the intention for future contact and includes a statement to opt in to future contact.
· Indicate if single site or multi-site. Multi-site study is defined as the same protocol used to conduct non-exempt human subjects research at more than one site.  If single site, identify at which NIH location the research activity will occur.  If multi-site, specify which research activities are taking place at each location involved. Refer to OHSRP SOP 20, 20A, 20B, 20C, and 20D for guidance on multi-site studies

[bookmark: _Toc23414030]Sample/data sharing
Describe how investigators will gain access to the samples/data for research.
· What are the conditions and requirements (if any) under which the data/specimens will be shared with recipient Investigators?
· How will the information be shared (i.e., identifiable or coded)?
· If data/samples will be shared in an identifiable format, how will IRB approval be determined prior to release?
· Will the repository use an honest broker mechanism to provide de-identified data/specimens to investigators?
· Will any research results from use of data/specimens in the repository be returned to the donor-subject?  If so, when and how will incidental findings that might have health consequences for the individual subject be managed?
· What is the intended ‘future use’ of information in the repository, if known (e.g., contacting individuals in the future, research purposes related to disease under study, research purposes related to other diseases)?
· If data/specimens may be used for future research that is not yet specifically identified, state that here.  Also, indicate whether information may be shared with other institutions or transferred to other institutions


[bookmark: _Toc23414031]Screening Procedures
Discuss the sequence of events that should occur during the screening process and any decision points regarding participant eligibility.  Include the time frame prior to enrollment within which screening procedures/ evaluations must be performed (e.g., within 28 days prior to enrollment).  If a separate screening protocol is developed, describe how the screening protocol will be used to identify participants for this study.
If an individual’s medical chart or results of diagnostic tests performed as part of an individual’s regular medical care are going to be used for screening or as a part of collection of trial data, Health Insurance Portability and Accountability Act (HIPAA) rules, other relevant federal or state laws, and local institutional requirements should be followed, as applicable.  If this is the case, this section should note which information is to be obtained through review of existing data.

[bookmark: _Toc23414032]STUDY POPULATION
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
The following subsections should include a description of the study population and participant recruitment. The study population should be appropriate for the purposes of the repository.  
Use the following guidelines when developing participant eligibility criteria to be listed in Sections 4.1 Inclusion Criteria and 4.2 Exclusion Criteria:
· The eligibility criteria should provide a definition of participant characteristics required for study entry/enrollment. 
· Determine if screening procedures will be performed under a separate screening consent form or screening protocol.
· The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do not state age >18 years old as an inclusion criterion and age ≤18 years old as an exclusion criterion).
· Identify specific laboratory tests or clinical characteristics that will be used as criteria for enrollment or exclusion.
· If reproductive status (e.g., pregnancy, lactation, reproductive potential) is an eligibility criterion, provide specific contraception requirements (e.g., licensed hormonal or barrier methods). 
· If you have more than one study population, please define the common inclusion and exclusion criteria followed by the specific inclusion and exclusion criteria for each subpopulation. 
[bookmark: _Toc250632162][bookmark: _Toc281240075][bookmark: _Toc281240317][bookmark: _Toc288125059][bookmark: _Toc484520831][bookmark: _Ref11145748][bookmark: _Toc23414033]Inclusion Criteria
Inclusion criteria are characteristics that define the population under study, e.g., those criteria that every potential participant must satisfy, to qualify for study entry. Provide a statement that individuals must meet all of the inclusion criteria in order to be eligible to participate in the study and then list each criterion. Women and members of minority groups must be included in accordance with the NIH Policy on Inclusion of Women and Minorities as Participants In Research Involving Human Subjects. 
Some criteria to consider for inclusion are: provision of appropriate consent and assent, willingness and ability to participate in study procedures, age range, health status, specific clinical diagnosis or symptoms, background medical treatment, laboratory ranges, and use of appropriate contraception. Additional criteria should be included as appropriate for the study design and risk. 
Example text provided as a guide, customize as needed:  
In order to be eligible to participate in this study, an individual must meet all of the following criteria:
1. Provision of signed and dated informed consent form
2. Stated willingness to comply with all study procedures and availability for the duration of the study 
3. Male or female, aged <specify range>
4. In good general health as evidenced by medical history or diagnosed with <specify condition/disease> or exhibiting <specify clinical signs or symptoms or physical/oral examination findings>
[bookmark: _Toc250632163][bookmark: _Toc281240076][bookmark: _Toc281240318][bookmark: _Toc288125060][bookmark: _Toc484520832][bookmark: _Ref11145760][bookmark: _Toc23414034]Exclusion Criteria
[bookmark: _Toc281240077][bookmark: _Toc281240319][bookmark: _Toc288125061][bookmark: _Toc484520833]Exclusion criteria are characteristics that make an individual ineligible for study participation.  Provide a statement that all individuals meeting any of the exclusion criteria at baseline will be excluded from study participation and then list each criterion.  If specific populations are excluded (e.g., elderly or pediatric populations, women or minorities), provide a clear and compelling rationale and justification, to establish that inclusion is inappropriate with respect to the health of the participants or the purpose of the research. 
Include a statement regarding equitable selection or justification for excluding a specific population.
Example text provided as a guide, customize as needed (including adding a statement about equitable selection):  
An individual who meets any of the following criteria will be excluded from participation in this study:
1. Current use of < specify disallowed concomitant medications> 
2. Presence of <specific devices (e.g., cardiac pacemaker)>
3. Pregnancy or lactation
[bookmark: _Toc23414035]Inclusion of Vulnerable Participants
If appropriate, include justification for inclusion of vulnerable participants and recruitment strategy.  Vulnerable participants include, but are not limited to pregnant women, those who lack consent capacity, including the mentally ill, prisoners, cognitively impaired participants, children, and NIH employee volunteers.  Include safeguards for protecting vulnerable populations.  Reference the appropriate NIH HRPP policies or Federal Regulations Subparts as necessary when discussing the research involvement of these subjects. Discuss what, if any, procedures or practices will be used in the protocol to minimize their susceptibility to undue influences and unnecessary risks (physical, psychological, etc.) as research subjects. Please refer to OHRP guidelines when choosing the study population. Note that these regulations apply if any participants are members of the designated population, even if it is not the target population (e.g., if a participant becomes a prisoner during the study).
If the eligibility criteria exclude any population from the study on the basis of any factor, including but not limited to race, ethnicity, sex, disability, nationality, religion, age, or English-language ability, a justification for the exclusion based on scientific or safety concerns should be stated. 
· Children: If the research involves persons who have not attained the legal age for consent to treatments or procedures involved in the research (“children”), refer to the OHSRP SOP 14D to ensure sufficient information is provided.  
· Pregnant Women, Fetuses, or Neonates: If the research involves pregnant women where the research activities are expected to affect the pregnancy, or if the research involves neonates of uncertain viability or nonviable neonates where the research activities are expected to affect the neonates, refer to the OHSRP SOP 14B to ensure sufficient information is provided. Identify how this study meets Subpart B determination criteria.
· Prisoners: If the research involves prisoners, review the OHSRP SOP 14C to ensure sufficient information is provided.
· Decisionally Impaired Adults: If the research involves adults with current decisional impairments, or that an individual may become decisionally impaired over the course of the study, review the OHSRP SOP 14E to ensure that you have provided sufficient information.
· NIH Employees:   If the research involves NIH employees, review OHSRP SOP 14F to ensure that you have provided sufficient information.
· Other vulnerable populations:  If the research involves another vulnerable population not identified specifically by OHRP or OHSRP SOP, please provide that information (e.g. military members, non-English Speakers, HIV/AIDS, economically disadvantaged individuals, illiterate, or blind participants).  

[bookmark: _Ref11144352][bookmark: _Toc23414036]Strategies for Recruitment and Retention
[bookmark: _Toc250632164][bookmark: _Toc281240078][bookmark: _Toc281240320][bookmark: _Toc288125062][bookmark: _Toc484520834]Identify general strategies for participant recruitment and retention.  
· Target study sample size by gender, race and ethnicity, and age; identify anticipated number to be screened including women and minorities in order to reach the target enrollment 
· Anticipated accrual rate
· Anticipated number of sites and participants to be enrolled from the U.S. and outside the U.S.
· Source of participants (e.g., inpatient hospital setting, outpatient clinics, student health service, or general public)
· Recruitment venues
· How potential participants will be identified and approached (where/when/how potential subjects will be recruited)
· If potential participants will be identified by examining existing medical records, or from existing registries or recruitment databases this must be described here.
· If medical records provided from outside referral sources will be reviewed to determine possible eligibility for the trial, describe this here.
· Types of recruitment strategies planned (e.g. patient advocacy groups, national newspaper, local flyers; social media (make sure site complies with government terms of service), specific names of where advertisements may be planned are not needed).  Any information that will be used to recruit potential subjects needs to be IRB approved.  This includes information distributed at professional meetings, talks, etc.
[bookmark: _Toc11143916][bookmark: _Toc11143926]
[bookmark: _Ref11144731][bookmark: _Toc23414037][bookmark: _Toc250632177][bookmark: _Toc281240097][bookmark: _Toc281240339][bookmark: _Toc288125077][bookmark: _Ref477363529][bookmark: _Ref477363540][bookmark: _Ref477363552][bookmark: _Toc484520850]PARTICIPANT DISCONTINUATION/WITHDRAWAL 
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
Participants may withdraw voluntarily from the study or the PI may discontinue a participant from the study.
[bookmark: _Toc23414038]Participant Discontinuation/Withdrawal from the Study
Provide a list of reasons participation may be discontinued. It may be appropriate to provide distinct discontinuation criteria for participants and cohorts. If so, both sets of criteria should be listed separately and the distinction between the two must be stated clearly.  Also, note that participants may withdraw voluntarily from the study at any time.  
This section should include a discussion of replacement of participants who withdraw or discontinue early, if replacement is allowed.  Will subjects be able to withdraw participation from samples and/or data stored in the repository?  If so, what is the process for doing so?
Example text provided as a guide, customize as needed:  
[bookmark: _Hlk8990986]Participants are free to withdraw from participation in the study at any time upon request. If subjects withdraw their consent to store specimens/data in the repository, any specimens that have been obtained for the study and stored in the repository can be destroyed upon request. However, any samples and data that have already been distributed to other researchers for secondary use cannot be recalled and destroyed.
The reason for participant discontinuation or withdrawal from the study will be recorded on the <specify> Case Report Form (CRF). 
[bookmark: _Toc23414039][bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130][bookmark: _Toc484520934]REGULATORY AND OPERATIONAL CONSIDERATIONS
[bookmark: _Toc23414040]Informed Consent Process
No text is to be entered in this section; rather it should be included under the relevant subheadings below.
The following subsections should describe the procedures for obtaining and documenting informed consent of study participants.  State if a separate screening consent will be used.  If a separate screening consent will not be used, the study consent must be signed prior to conducting study screening procedures.
In obtaining and documenting informed consent, the investigator must comply with applicable regulatory requirements (e.g., 45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56) and should adhere to ICH GCP. Prior to the beginning of the trial, the investigator should have the IRB’s written approval for the protocol and the written informed consent form(s) and any other written information to be provided to the participants.
[bookmark: _Toc23414041]Consent/Assent Procedures and Documentation
Provide a detailed description of the consent process, including the following, as applicable:
· Where and when will consent be obtained?
· Who is authorized to obtain consent?
· Will consent be done in person, or by telephone?  Describe the process.
· How will coercion or undue influence will be minimized?
· How much time will the potential subject be provided to consider their participation?
· Who will answer questions from the participant?
· Will the potential participant be provided the opportunity to consult with others (family, friends, private physician) prior to providing consent?
Requests for Waiving or Altering Elements of Informed Consent (or Parent Permission) must be obtained in advance, and address the following (refer to OHSRP SOP 12 and note that this is only allowed for minimal risk studies):
· Describe why obtaining consent is impracticable
· Describe how the waiver won’t affect rights and welfare of subjects.
· Describe how and when subjects will be provided additional information after participation, if appropriate.
· Describe why the research cannot be done without identifiable data or biospecimens
Requests for Waiving Documentation of Consent (or Parent Permission) must address at least one the following (refer to OHSRP SOP 12):
· Validate that the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality, OR
· Validate that the research is no greater than minimal risk and involves procedures for which written consent is normally not required outside the research context (Note that this is the only justification allowed for FDA regulated research).
Consent Process for Minors/Children (under 18 years of age):
· Describe how parental permission will be obtained.
· If applicable, describe the process for obtaining assent of the subjects. 
· Written assent should be obtained whenever possible.
· Note that in situations where there is joint custody of a child, both parents must sign consent. If only one parent can be present at NIH, the other parent’s consent can be obtained by telephone via the procedure described in section 6.1.3.
· Address consent processes for children who become adults or emancipated during a study. 
Consent Process for Adults with Decisional Impairment:
· Describe the process to determine whether an individual is capable of consent. 
· If the individual is not capable of giving consent to participate, indicate who will be authorized to give consent (e.g., power of attorney for health care, court appointed guardian for health care decisions, spouse, adult child.)
· If participant is not able to obtain consent, indicate that they can be assessed for their ability to appoint a Legally Authorized Representative (LAR) to consent for them.  
· Consider consultation with HSPU or ACAT teams
· If subjects may lose decision-making ability during the study, describe the process for the subject to identify the LAR, when this will be done, how the LAR will be notified, and how the LAR will be involved in the study.  Also describe how decision-making ability will be monitored over the course of the study.
This section should be consistent with Section 4.4, Strategies for Recruitment and Retention when describing consent plans and special considerations for children or other vulnerable participants. 
For assent of children, if applicable
Children (those individuals under age 18) are generally not legally permitted to give consent, but depending on their age, they may have the ability to give assent (“assent” means a child’s affirmative agreement to participate in research). Every protocol involving children must include a discussion of how assent will be obtained for the particular study including who will determine what type of assent (verbal, written) will be obtained for each child. If appropriate, age guidelines should be included for the type of assent to be obtained. Written assent will be documented by the child themselves when they sign the assent document and no parent/guardian signature is needed in Section C of the informed consent document. 
Sample language for verbal and written assent:
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Verbal assent will be obtained as appropriate for children ages [fill in the blank]. Children under the age of 18, but who are age [fill in the blank] or older will be asked to sign an age appropriate assent form. Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the ability to fully understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for verbal assent only (Investigator should provide a justification for why written assent will not be obtained).:
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Written assent will not be obtained from children as [provide justification here]. Verbal assent will be obtained as appropriate for children ages [fill in the blank].  Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the ability to understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for waiver of assent:
If assent will not be obtained, the protocol must provide justification for no assent procedures. The Code of Federal Regulations allow for waiver of assent only if the capacity of some or all of the children is so limited that they cannot reasonably be assented. However, the child should be included in the discussions to the degree they are capable of understanding.
The investigator should specify if the waiver is requested for some or all of the children enrolled in the research.
Sample language:
A waiver of assent is requested for [specify some or all] minors enrolled in this research as the minors cannot reasonably be expected to have the ability to provide meaningful assent due to their underlying condition, age, maturity or psychological state.
[bookmark: _Toc23414042]Consent for minors when they reach the age of majority 
Sample language for waiver of consent for minors who reach the age of majority:
When a pediatric subject reaches age 18, continued participation (including ongoing interactions with the subject or continued analysis of identifiable data) will require consenting of the now adult with the standard protocol consent document to ensure legally effective informed consent has been obtained.
If reconsent is not feasible, we request waiver of informed consent to continue to use data and/or specimens for those individuals who become lost to follow up or who have been taken off study prior to reaching the age of majority.
Requirements for Waiver of Consent consistent with 45 CFR 46.116 (d):
(1) The research involves no more than minimal risk to the subjects.
a. Analysis of samples and data from this study involves no additional risks to subjects.
(2) The research could not practicably be carried out without the waiver or alteration.
a. Considering the length of time between the minor’s last contact with the research team and their age of majority, it will likely be very difficult to locate them again. A significant reduction in the number of samples analyzed is likely to impact the quality of the research. 
(3) As the research involves using identifiable private information or identifiable biospecimens, the research could not practicably be carried out without using such information or biospecimens in an identifiable format. 
a. Though the purpose of future studies cannot yet be known, they often involve the correlation of clinical outcomes and clinical interventions with laboratory studies.  Such information would be unavailable if access to medical record numbers was unavailable. 
(4) The waiver or alteration will not adversely affect the rights and welfare of the subjects.
a. Retention of these samples or data does not affect the welfare of subjects. 
(5) Whenever appropriate, the subjects will be provided with additional pertinent information after participation.
a. We only request a waiver of consent for those subjects who have been lost to follow-up or who have been taken off study prior to reaching the age of majority.

[bookmark: _Ref10030280][bookmark: _Toc23414043]Telephone consent 
Suggested language if allowing consent via telephone:
The informed consent document will be sent to the subject. An explanation of the study will be provided over the telephone after the subject has had the opportunity to read the consent form. The subject will sign and date the informed consent. 
The original informed consent document will be sent back to the consenting investigator who will sign and date the consent form with the date the consent was returned.
A fully executed copy will be returned via mail for the subject’s records.
The informed consent process will be documented on a progress note by the consenting investigator.
The investigator will confirm that, when required, written legally effective consent has been obtained prior to initiating any study interventions.
[bookmark: _Toc23414044]Telephone assent
Suggested language if child assent will be obtained via telephone, unless a waiver of assent has been requested:
The informed consent and assent documents will be sent to the parents/guardian and child. An explanation of the study will be provided over the telephone after the parents/guardian and child have had the opportunity to read the documents. Age-appropriate language will be used to discuss the study with the child. The parents/guardian will sign and date the informed consent. If an assent form is used (see above for when an assent form will be used), the child will sign and date that form. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
The original signed informed consent and assent documents will be sent back to the consenting investigator who will sign and date the consent form with the date the consent was returned.
A fully executed copy will be returned via mail to the subject.
The informed consent and assent process will be documented on a progress note by the consenting investigator.

[bookmark: _Ref11144816][bookmark: _Toc23414045]Confidentiality and Privacy
This section will describe protections for maintaining confidentiality of participant data, including, but not limited to forms, records and samples and participant privacy.
Include procedures for maintaining participant confidentiality, privacy protections, any special data security requirements, and record retention per the sponsor’s requirements. Describe who would have access to records, including the investigator and other study staff, the clinical monitor, funding institutions, representatives of the NIH Institute or Center (IC), representatives from the IRB, and regulatory agencies.  In addition, consider inclusion of the following information:
· Describe any situations in which personally identifiable information will be released to third parties.
· State who has access to records, data, and samples.  Consider if monitors or auditors outside of study investigators will need access.
· Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).
· Approaches to ensure privacy of study participants
Example text provided as a guide; customization will be required to address all aspects that should be included in this section: 
Participant confidentiality and privacy is strictly held in trust by the participating investigators, 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 or the data will be released to any unauthorized third party without prior written approval. 
All research activities will be conducted in as private a setting as possible.
The study monitor, representatives of the Institutional Review Board (IRB), and/or regulatory agencies may inspect all documents and records required to be maintained by the investigator, including but not limited to, medical records (office, clinic, or hospital) and pharmacy records for the participants in this study. The clinical study site will permit access to such records.
The study participant’s contact information will be securely stored at each clinical site for internal use during the study. At the end of the study, all records will continue to be kept in a secure location for as long a period as dictated by the reviewing IRB, 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 clinical sites and by <specify name of Data Coordinating Center> research staff 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: _Toc23414046][bookmark: _Toc484520866][bookmark: _Toc250632193]Study Records Retention
Specify the length of time for the investigator to maintain all records pertaining to this study.  The investigator should use the most conservative rule for document retention – i.e., retention should follow the rule that has the longest period. 
Indicate whether permission is required (and from whom) prior to destruction of records. 
Example text provided as a guide, customize as needed: 
Study documents will be retained for as per the NIH Intramural Records Retention Schedule. 
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No text is to be entered in this section; rather it should be included under the relevant subheadings below.
[bookmark: _Toc331464795][bookmark: _Toc469058413][bookmark: _Toc469046247][bookmark: _Toc479192752][bookmark: _Toc23414048]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: _Toc23414050]Protocol Deviations
[bookmark: _Toc477364032][bookmark: _Toc484520898][bookmark: _Toc499033924][bookmark: _Toc504563265][bookmark: _Toc529517731][bookmark: _Toc531772397][bookmark: _Toc467166716]Plans for detecting, reviewing, and reporting deviations from the protocol 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 to the NIH Institutional Review Board as per Policy 801.  The investigator is responsible for knowing and adhering to the reviewing IRB requirements.
[bookmark: _Toc23414051]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.
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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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