



FDA Internal Standard Operating Procedures for the

Research Involving Human Subjects Committee
PREAMBLE
This internal Food and Drug Administration (FDA or agency) procedural manual applies to all research involving human subjects conducted by, supported, or funded in whole or in part by the FDA.  This includes research conducted by FDA employees, either directly, through grants, cooperative agreements or contracts, or in collaboration with outside parties.  It also includes research conducted and/or funded by FDA outside of the United States.

All FDA investigators involved in research involving human subjects should know the contents of this manual.

ASSURANCE

The Office of Human Research Protection (OHRP), Department of Health and Human Services (DHHS or department) oversees the implementation throughout the department of the federal policy on protection of human subjects in research. FDA has provided written assurance to OHRP that it will comply with this policy codified at Title 45, Code of Federal Regulations (CFR), Part 46.  FDA's Multiple Project Assurance (MPA) contains a detailed description of the applicability, principles, FDA policy, FDA staff responsibilities, and FDA’s Institutional Review Board (IRB), the Research Involving Human Subjects Committee (RIHSC), including its structure, membership requirements, authority, responsibilities, and procedures.  A copy of FDA's MPA can be obtained at http://first.fda.gov/rihsc.

 DEFINITIONS

What is Considered Research?

Under the federal regulations at 45 CFR Part 46, research is defined as “a systematic investigation, including research, development, testing, and evaluation, designed to develop or contribute to generalizable knowledge.”  45 CFR 46.102(d).

For example, the systematic gathering of data and dissemination of the results to the scientific community suggests the intent to contribute to generalizable knowledge. Alternatively, if the activity is more closely related to the individual care and treatment of patients or to improving a public health program or service, the project is not research. Specific criteria that can be used to determine whether a planned activity constitutes research include: 

· The testing of a hypothesis or question for which an answer requires more information; and

· The prospective or retrospective collection of data from human subjects with the intent to publish the results.

What is a Human Subject?

A human subject of research "means a living individual about whom an investigator…conducting research obtains  (1) data through intervention or interaction with an individual, or  (2) identifiable private information."  45 CFR 46.102(f)(2).  

"Intervention includes both physical procedures by which data are gathered…and manipulations of the subject or the subject’s environment that are performed for research purposes.  Interaction includes communication or interpersonal contact between investigator and subject."  45 CFR 46.102(f)(2).  

Private information includes information provided for specific purposes by an individual with the expectation that it will not be made public (for example, a medical record).  Private information also includes information about behavior that occurs in a context in which the individual can reasonably expect that no observation or recording is taking place.  Private information must be individually identifiable  (i.e. the identity of the subject is or may readily be ascertained by the investigator or associated with the information) in order for obtaining the information to constitute research involving human subjects.  See 45 CFR 46.102(f)(2).

APPLICIBILITY

The regulations at 45 CFR Part 46 and these internal procedures apply to all FDA research involving human subjects, and all other activities which even, in part, involve such research, if one or more of the following apply:

· the research is sponsored, funded or supported by FDA, or

· the research is conducted by or under the direction of any employee or agent of FDA in connection with his or her official responsibilities, or

· the research is conducted by or under the direction of any employee or agent of FDA using any property or facility of FDA, or

· ​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​​the research involves the use of FDA’s non-public information to identify or contact human research subjects or prospective subjects.

All institutional and non-institutional sites where research is conducted, domestic or foreign will be obligated to comply with these procedures.

In the past the RIHSC has been asked if review is required when FDA employees act as consultants on research projects involving participation of human subjects conducted outside FDA.  In such a case, the need for RIHSC review is determined by the nature of the data received by the FDA employee.  If the FDA employee is a consultant on research that has already occurred, no RIHSC review is necessary if the data are unidentifiable (not able to be linked to individual subjects).  If the subjects are identifiable, review of the research proposal by the RIHSC is required. The review is limited, however, to possible risk to human subjects related to the FDA employee's participation, such as ensuring whether the identifiable subjects' confidentiality is maintained.

Survey projects on humans (including focus groups), and research involving identifiable biological specimens from humans fall within the regulatory definition of a human subject and must be reviewed by RIHSC.

Projects in which the only role of the FDA personnel is regulatory in nature, and is not the role of an investigator, does not require review by the RIHSC.   Examples include review and guidance provided by agency staff to sponsors or clinical investigators of regulatory applications, such as Investigational New Drug (IND), Investigational Device Exemption applications, or premarketing applications.

The provisions of the MPA apply to all components of FDA.

These components include:

· Office of the Commissioner



Office of Women’s Health



Office of Orphan Products Development



Office of Special Health Issues

· Center for Drug Evaluation and Research

· Center for Biologics Evaluation and Research

· Center for Devices and Radiological Health

· Center for Food Safety and Applied Nutrition

· Center for Veterinary Medicine

· National Center for Toxicological Research

· Office of Regulatory Affairs.

INSTITUTIONAL RESPONSIBILITIES

FDA’s Associate Commissioner for Science

All research activities involving human subjects, unless specifically exempted under 45 CFR 46.101(b) or waived by the Secretary, DHHS, that are supported, conducted, or funded by FDA must meet the requirements of 45 CFR Part 46.  Any research study involving products regulated by FDA, including test articles and investigational new drugs or devices, must also meet the requirements of 21 CFR Parts 50 and 56 and other applicable FDA regulations. 

The responsibility for the determination that FDA research meets all requirements and that the rights and welfare of human subjects are adequately protected resides at all levels of institutional review.  However, the final determination lies with the FDA's Associate Commissioner for Science.

FDA's Associate Commissioner for Science, acting for the Commissioner, assumes the obligations imposed by 45 CFR Part 46 regarding research involving human subjects supported, conducted, or funded by FDA.  

The Commissioner of FDA has also established the RIHSC to serve as FDA’s IRB. The Office of FDA's Associate Commissioner for Science is responsible for the RIHSC under FDA's MPA.  

Responsibilities of the Office of FDA's Associate Commissioner for Science 

Under the MPA, the Office of FDA’s Associate Commissioner for Science (OACS):

·    Facilitates compliance with FDA’s MPA for all human subject research sponsored, conducted, or funded by FDA;  

·    Coordinates the meetings of the RIHSC;

·    Assure that both the RIHSC Chair and the RIHSC members have adequate, up-to-date, and ongoing training in human subject protection rules and requirements.  
·    Receives from FDA sponsors or investigators, through their supervisors and Center/Office liaisons, all research protocols that involve human subjects, keeps investigators informed of decisions and administrative processing, and returns all disapproved protocols;

·    Makes the preliminary determination of eligibility for expedited review procedures. Expedited review of research activities is not appropriate where RIHSC review is required;  

· Reviews the requests of exemption by FDA sponsors or investigators and makes final determinations as to whether research activities qualify for exemption from coverage under 45 CFR 46.101;

· Forwards certification of approval of proposed research by the RIHSC to the appropriate component of FDA or other sponsoring federal department or agency only after all RIHSC-required modifications have been incorporated to the satisfaction of the RIHSC;

· Ensures that FDA sponsors and investigators have received appropriate education and training regarding human subject regulations prior to approval to conduct FDA-sponsored research;

· Plans, organizes, and conducts educational programs, as appropriate, for all FDA investigators conducting research with human subjects;

· Ensures that IRB records required under 45 CFR 46.115(a), including the informed consent documents, are maintained for three years after completion of the research.  These records must be accessible for inspection and copying by authorized representatives of DHHS at reasonable times and in a reasonable manner. 45 CFR 46.115(b);

· Notifying OHRP of any change in the membership of the RIHSC;

·  Conducts inquiries/investigations of allegations of noncompliance and/or other policies and procedures covering the conduct of human subjects' research, and reviews FDA practices and procedures related to the protection of human subjects; and
·   Reports promptly to the RIHSC, appropriate institutional officials, OHRP, and       any other sponsoring federal department or agency head:

1. Any unanticipated problems or injuries to human subjects involving risks to subjects or others; 

2. Any serious or continuing noncompliance with the regulations or requirements of the RIHSC and;

3.  Any suspension or termination of RIHSC approval for research.

The Executive Director of the RIHSC handles these responsibilities within the OACS.  The RIHSC’s Executive Director is the primary contact for issues and questions regarding the RIHSC.  For more detailed information about FDA's Institutional Responsibilities see FDA's MPA at http://first.fda.gov/rihsc.

Center Directors/Center Liaisons
  

Each FDA Center or Office Director is responsible for designating a liaison to the RIHSC. Center or Office Directors are also responsible for reviewing or delegating the review of proposals and protocols in which their staff will participate, with regard to scientific merit, ethical considerations, program relevance, and public responsibility.  A list of the Center/Office liaisons can be found at http://first.fda.gov/rihsc.
Center/Office liaisons are responsible for assuring that for:

Protocols that require RIHSC review:
· The protocol/concept, as submitted, has undergone scientific review for technical merit and programmatic relevance by the Center/Office and has been approved by the Center Director/Office Director or designee; 

· The investigators are qualified to do the research;

· The FDA sponsor and investigator(s) understand their obligations under the regulations and are qualified to provide adequate oversight of the protocol;

· The potential risks to the subjects are appropriate in relation to the potential benefits;

· The informed consent document meets the requirements of 45 CFR Part 46 (and, if applicable, 21 CFR Part 50), and conveys the information in a clear, scientifically accurate, and balanced manner; and

· The completed submission form or continuing review form and, if appropriate, the request for expedited review form and supporting information, are accurate. 


  Protocols submitted for exemption from RIHSC review:
· The protocol has undergone scientific review for technical merit and programmatic relevance by the appropriate Center/Office and has been approved by the Center Director/Office Director or designee; and 

· The completed exemption form and supporting information are accurate.

Protocols without prior Center review and approval will not be accepted by the RIHSC for consideration.

Each Center Director, the liaison, or designee is also responsible for maintaining records a system for documenting its center's protocols and documenting that its investigators have completed training in human subject protection rules and regulations.
FDA Sponsors/ Principal Investigators
The FDA employee who is primarily responsible for FDA's role in the project is designated as the FDA sponsor. The principal investigator is the individual who conducts a clinical investigation, i.e., under whose immediate direction research is conducted, or, in the event of an investigation conducted by a team of individuals, is the responsible leader of that team.  See generally 21 CFR 50.3(d).  The FDA sponsor may be the principal investigator.  The principal investigator(s) may also be from other institutions that are collaborating with FDA on the research.

The FDA sponsor’s responsibilities include:

· Making an initial determination that a proposed study is research involving human subjects and may require RIHSC review;

· Coordinating review by appropriate Centers/Office through the FDA sponsor’s RIHSC liaison;

· Writing and/or submitting a protocol and other documentation necessary for RIHSC review;

· Reporting proposed changes in previously approved protocols to the RIHSC.  The proposed changes can not be initiated without RIHSC review and approval, if the RIHSC is the IRB of record, except where necessary to eliminate apparent immediate hazards to the subjects;

· Requesting continuation or termination of a protocol;

· Complying with all RIHSC decisions;

· Assuring that research adheres to the requirements of 45 CFR Parts 46, and, if the research uses FDA test articles, 21 CFR Parts 50 and 56;

· Reporting promptly to the RIHSC any noncompliance with the requirements of 45 CFR Part 46 or the determinations of the RIHSC.  Such reports should also be made to the appropriate Center/Office Director and RIHSC liaison and;
· Reporting progress of approved research in the form of a continuing review to the RIHSC, as often as and in the manner prescribed by the RIHSC on the basis of risks to subjects, but no less than once per year.   

FDA sponsors must acknowledge and accept their responsibility for protecting the rights and welfare of human research subjects and for complying with all applicable provisions of FDA's MPA.

FDA sponsors who intend to involve human research subjects are not authorized to make the final determination of exemption from applicable federal regulations or provisions of FDA's MPA.  The RIHSC makes the final determinations.

The principal investigator’s responsibilities include:

· Writing and/or submitting a protocol and other documentation necessary for RIHSC review in conjunction with the FDA sponsor;

· Reporting proposed changes in previously approved protocols to the RIHSC.  The proposed changes will not be initiated without RIHSC review and approval, if the RIHSC is the IRB of record, except where necessary to eliminate apparent immediate hazards to the subjects;

· Requesting continuation or termination of a protocol;

· Complying with all RIHSC decisions;

· Providing a copy of the RIHSC-approved and signed informed consent document to each subject at the time of consent, unless the RIHSC has waived this requirement;

· Assuring that research adheres to the requirements of 45 CFR Parts 46, and, if the research uses FDA test articles, 21 CFR Parts 50 and 56;

· Reporting promptly to the RIHSC any noncompliance with the requirements of 45 CFR Part 46 or the determinations of the RIHSC.  Such reports should also be made to the appropriate Center/Office Director and RIHSC liaison;
· Reporting progress of approved research in the form of a continuing review to the RIHSC, as often as and in the manner prescribed by the RIHSC on the basis of risks to subjects, but no less than once per year; and  

·  Reporting promptly to the RIHSC, through the FDA sponsor, any unanticipated problems or injuries to human subjects involving risks to subjects or others.

All FDA sponsors and principal investigators involved in the planning, conduct, and program oversight of research involving human subjects must receive training in human subject protection regulations and provide to the RIHSC a certification of completion of this training in their applications for research.

For additional investigator responsibilities, see FDA's MPA at http://first.fda.gov/rihsc.
   IMPLEMENTATION

Research Involving Human Subjects Committee 
FDA established the RIHSC on October 3, 1969, and chartered it in 1977.  The RIHSC serves as FDA's IRB or ethical review committee for research involving human subjects that is supported, conducted, or funded in whole or in part, by FDA. The RIHSC is comprised of FDA employees and at least one member of the public who is unassociated financially or otherwise with FDA. 

The primary responsibility of the RIHSC is to protect the rights and welfare of subjects in FDA-sponsored, conducted, or funded research.  The RIHSC also advises the Associate Commissioner for Science on policies and procedures regarding the conduct of human subject research by FDA staff.

Duties of the RIHSC:

·   The RIHSC will review, and has the authority to approve, require modification in, or disapprove all human subject research activities conducted, or funded by FDA, including proposed changes in previously approved human subject research.  45 CFR 46.109(a).  For approved research, the RIHSC will determine which activities require continuing review more frequently than every twelve months or need verification that no changes have occurred if there was a previous review and approval by the RIHSC.  45 CFR 46.109(e).

·    The RIHSC will conduct initial and continuing IRB reviews and approvals at convened meetings in accordance with 45 CFR 46.111 and provisions of FDA’s MPA for each project, unless expedited review is conducted under 45 CFR 46.110 or the research is found to be exempt under 45 CFR 46.101(b);

·    Where appropriate, the RIHSC will ensure that additional protections are provided for fetuses, pregnant women, prisoners, and children, as required by Subparts B, C, and D of 45 CFR Part 46.  45 CFR 46.111(b); 

· The RIHSC will conduct its scheduled meetings for review of each research activity approximately once per month and may be more frequent, if required by the RIHSC on the basis of number of studies requiring review or degree of risk to subjects.  The RIHSC may be called into an interim review session by the Chairperson at the request of any RIHSC member or institutional official to consider any matter concerned with the rights and welfare of any subject; 

· The RIHSC will forward to OACS any significant or material finding or action, including, but not limited to, the following:

1.
unanticipated problems or injuries to human subjects involving risks to     subjects or others, 

2.
any serious or continuing noncompliance with the regulations or requirements of  the IRB, and;

3.
any suspension or termination of any IRB approval.

·   The RIHSC has the authority to suspend or terminate previously approved research that is not being conducted in accordance with 45 CFR Part 46 or the RIHSC's requirements, or that has been associated with unexpected serious harm to subjects.  45 CFR 46.113;

·    The RIHSC may audit any study under its review, either as part of an ongoing quality control program or if there is cause to believe that there is noncompliance with DHHS or FDA regulations or with RIHSC determinations; and

·    The RIHSC will keep minutes of its meetings.  The minutes of the RIHSC meetings will be in sufficient detail to show attendance at the meetings, actions taken by the IRB, the vote on the actions including the number of members voting for, against, and abstaining, the basis for requiring changes in or disapproving research, and a written summary of the discussion of controversial issues and their resolution.  45 CFR 46115(a)(2).  Minutes of past meetings will be approved by a quorum of the members of the RIHSC at a subsequent meeting. 

For additional obligations of the RIHSC, see FDA's MPA at http://first.fda.gov/rihsc.

 Composition of the RIHSC
The regulations require the RIHSC to be sufficiently qualified through experience, expertise, and diversity of the members, including consideration of race, gender and cultural backgrounds, as well as sensitivity to such issues as community attitudes, to promote respect for its recommendations.  45 CFR 46.107(a).  The membership of the RIHSC is listed on the RIHSC website at http://first.fda.gov/rihsc.

Major scientific disciplines such as medicine, laboratory sciences, statistical sciences, epidemiology, and behavioral and social sciences are represented on the RIHSC.  There are both male and female representatives and a portion of the membership represents minorities appropriate to the types of research.  The RIHSC will also invite, at its discretion, individuals with competence in special areas to assist in the review of issues that require expertise beyond or in addition to that available on the RIHSC.  45 CFR 46.107(f).  These individuals, termed ad hoc consultants, cannot vote.  In general, all ad hoc consultants will be HHS senior scientists.

The RIHSC membership includes at least one member whose primary concerns are in nonscientific areas and at least one member who is not otherwise affiliated with the DHHS or FDA and who is not part of the immediate family of a person affiliated with HHS.  45 CFR 46.107(c) and (d).

The Center/Office Directors usually recommend RIHSC members and alternate members for three-year renewable terms.  The Commissioner of FDA appoints the RIHSC Chair.  The RIHSC chair will be an FDA senior scientist.  The RIHSC Chair shall serve for three years, and the appointment may be renewed.  The Commissioner will select a Chair with the following attributes:

· the ability to conduct meetings of the RIHSC in an efficient, expeditious, and fair manner;

· the ability to set a tone of openness that encourages dialogue in RIHSC meetings; and

· respect for diverse backgrounds, perspectives, and sources of expertise of all RIHSC members, especially for the contributions of the non-scientists.

The RIHSC will not permit a member to participate in the RIHSC’s initial or continuing review of any protocol in which the member has a conflict of interest, except to provide information requested by the RIHSC.  45 CFR 46.107(e). Types of interests that may cause a conflict can include financial interest, special or unusual knowledge about the research, direct involvement in the research, and supervision of any of the research investigators by the member or personal involvement with the investigators.

RIHSC Review and Oversight 

The primary responsibility of the RIHSC is to protect the rights and welfare of subjects in research.  In accordance with the federal regulations (45 CFR 46.111), the RIHSC may approve research only after it has determined that all of the following requirements are satisfied:

a) Risks to subjects are minimized:  

(i) by using procedures that are consistent with sound research design and that do not unnecessarily expose subjects to risks; and, (ii) whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes;


b) Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result.
In evaluating risks and benefits, the RIHSC will consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive even if not participating in the research).  The RIHSC should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility;

c) Selection of subjects is equitable.  In making this assessment the IRB should take into account the purposes of the research and the setting in which it will be conducted.  

The RIHSC should be particularly attentive to special problems that may arise when research involves vulnerable populations, such as children, pregnant women, fetuses, mentally disabled persons, and economically or educationally disadvantaged persons.  If any of the subjects are likely to be susceptible to undue influence or coercion, the RIHSC may require additional safeguards in the study to protect the rights and welfare of such subjects;

d) Informed consent will be sought from each prospective subject or the subject's legally authorized representative;


e) Informed consent will be appropriately documented;

f) The research plan will make adequate provisions for monitoring the data collected to ensure the safety of subjects; and


g) The research plan will make adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.
When RIHSC Review is NOT Required

It is not necessary to submit for RIHSC review studies that fall into any of the categories listed below:

· Any project in which an FDA employee, though significantly involved in a study, is participating as an outside activity through his or her professional affiliation with an educational or research institution and not as part of his or her responsibilities as an FDA employee.  In such instances, the FDA employee may not represent either verbally or in writing that FDA participated in the funding, design, performance, or analysis of the study; or refer to his/her FDA affiliation.

· Research not conducted in FDA facilities and in which FDA scientists, physicians or other personnel are not significantly involved.  In this context, the term "significantly involved" means involved in the design, execution or analysis of the study. (For example, where agency personnel are acting in a purely technical capacity, such as performing laboratory analysis of coded samples where results are reported to an outside investigator); and

· Projects in which the only role of the FDA personnel is regulatory in nature, and is not the role of a clinical investigator or sponsor.  

Exemptions from RIHSC Review

The following categories of research are eligible for exemption from IRB review under 45 CFR 46.101. The RIHSC Chair or his/her designees are the only persons authorized to make the determination that an exemption applies.  FDA sponsors and investigators may not exempt themselves from review; instead, they must seek an exemption from the RIHSC Chair.

A project may be exempted from review if it meets one of the following conditions:

· Research conducted in established or commonly accepted educational settings,  involving normal educational practices, such as:

(i)  research on regular and special education instructional strategies; or

(ii)  research on the effectiveness of or the comparison among instructional    techniques, curricula, or classroom management methods;

· Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:

(i)  information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; and 

(ii)  any disclosure of the human subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability, or reputation;

· Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior is not exempt under the previous paragraph, if:

(i)  the human subjects are elected or appointed public officials or candidates  for public office; or

(ii) federal statute(s) require(s) without exception that the confidentiality of the  personally identifiable information will be maintained throughout the research and thereafter;

·    Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects; 

·     Research and demonstration projects which are conducted by or subject to the approval of departmental (DHHS) or agency heads, and which are designed to study, evaluate, or otherwise examine:

(i) public benefit/service programs

(ii) procedures for obtaining benefits/services under those programs

(iii) possible programmatic changes or alternatives to those programs

(iv) possible changes in methods or levels of payment for benefits/services under those programs 

· Taste and food quality evaluation and consumer acceptance studies,

 (i)  if wholesome foods without additives are consumed, or 

 (ii)  if a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural chemical or environmental    contaminant at or below the level found to be safe, by FDA or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture.

FDA sponsors must apply for an exemption by filling out the “Request fot Exempt Status Form” along with appropriate documentation to describe the research and how it fits into one of the categories listed above. These forms can be obtained from the RIHSC liaisons or on the RIHSC website at http://first.fda.gov/rihsc.

The RIHSC chair or his/her designee will review research protocols seeking an exemption from RIHSC review within seven working days of receipt at the OACS office.  FDA sponsors will receive a letter from the RISHC Chair if the exemption is granted.  If the exemption is not granted, the protocol will be sent to the RIHSC committee for review.

RIHSC Concept Review

RIHSC review is required for all extramural projects that FDA funds prior to announcement of the funding (these projects are referred to by the RIHSC as “Concepts”). The review process for a Concept begins with the submission of the Scope of Work, Request for Applications, Request for Proposals, Memorandum of Understanding, Master Agreement, Task Order, or other similar document.  RIHSC review of a Concept shall occur prior to the agency's solicitation, negotiations, or funding of the project.

The review of Concept proposals will focus on: 

· assuring that the scientific goals and objectives are in accordance with the federal regulations, the MPA, and, if applicable, FDA's human subject protection regulations at 21 CFR Parts 50 and 56 ; and; 

· assuring that any relevant human subject protection issues and concerns have been addressed prior to the agency's advertising for grantees or collaborators and/or implementation of the research plan. 

If the Concept is approved by the RIHSC, the "Approval in Principle" does NOT imply or permit initiation of any research involving human subjects.  Once the Concept is developed into a protocol, the protocol must be submitted to the RIHSC for review.  As with all other research protocols requiring RIHSC review, the RIHSC must approve the final Protocol and Informed Consent Form prior to the commencement of the research.

The RIHSC chair or his/her designee will review concepts within seven working days of receipt at the OSACS office.  The FDA sponsor will receive a letter from the RIHSC Chair with his/her decision.

RIHSC Study Protocol Review

Basic Elements of the Review

The RIHSC will:

·      Review all research supported, conducted, or funded by FDA to achieve compliance with 45 CFR Part 46; 

·      Review the Protocol for scientific and technical merit and ethical integrity, in accordance with the requirements of applicable Departmental and FDA regulations ;

·      Review the Informed Consent Document to assure that it fulfills the requirements of 45 CFR 46.116 (and if applicable, 21 CFR '50.25), and that the language and terminology used therein are generally appropriate for the population that will be asked to enroll as research subjects;  

·      Review reports of unanticipated problems involving risks to subjects to determine whether such events warrant modification of the Consent Form or the study protocol, or study termination; and

·      Determine whether another IRB having either a Single or Multiple Project Assurance will serve as the IRB of Record and, if not, serve as the IRB of Record and perform all of the functions of an IRB pursuant to the requirements of 45 CFR 46.

The RIHSC may require appropriate additional safeguards in research that involves: (1) fetuses, pregnant women, or human ova in vitro fertilization (see 45 CFR 46 Subpart B); (2) prisoners (see 45 CFR 46 Subpart C); (3) children (see 45 CFR 46 Subpart D); (4) the cognitively impaired; or (5) other potentially vulnerable groups.

The RIHSC will also inquire as to whether an IND/IDE is needed for a particular study and may ask the FDA sponsor to obtain an IND/IDE determination from the agency before RIHSC approval.




PROCEDURES FOR SUBMITTING PROTOCOL OR CONCEPT 

Required Documents:  Submission Packet
The following documents must be submitted to the Executive Director of the RIHSC in order for a Concept or Protocol to be considered for review.  Packages arriving without these necessary documents will not be accepted for review by the RIHSC.

Transmittal Memorandum

The transmittal memorandum is a cover sheet attached to all protocol submissions by appropriate FDA liaison to assure that the project has undergone scientific review for technical merit and programmatic relevance by the Center/Office. The form can be obtained from the RIHSC liaison or on the RIHSC website at http://first.fda.gov/rihsc.  The form must be signed by the RIHSC liaison before submitting to the RIHSC Office.

Protocol/Concept Submission Sheet (PCSS)
The PCSS is a cover sheet that provides pertinent information about the project being submitted to the RIHSC. The FDA sponsor or investigator must complete the PCSS and obtain the appropriate information and signatures.  The PCSS must accompany the protocol/concept submission package. The form can be obtained from the RIHSC liaison or on the RIHSC website at http://first.fda.gov/rihsc.

If the study is to be conducted under a regulatory application (i.e., an IND, NDA, PLA, IDE, etc.), the application number and regulatory status must be included.

All Protocols submitted to the RIHSC are required to contain: 

· A statement of the study's objectives and purpose;

· Background and significance of the research;

· Each investigator's name, address, and statement of qualifications (including    CV); the research facility's name and address; and each reviewing IRB's name and address;

· A statement about whether an IND/IDE is needed for the study;

· Subject selection and exclusion criteria and the number of subjects to be studied; 

· A description of the study design, including the controls to be used, if any, and a description of methods to minimize bias on the part of subjects, investigators, and analysts;

· A statistical section which provides justification for the sample size and proposed data analysis methods; 

· For product studies or studies using treatment modalities, the method used in determining such parameters as the number of dose(s) to be administered, the planned maximum dosage or exposure to the product, and the duration of subjects' exposure to the agent;

· A description of the observations and measurements to be made to fulfill the study's objectives;

· A description of clinical procedures, laboratory tests, or other measures to be taken to monitor the test or control article's effects in human subjects and to minimize risk;

· Subject recruitment plan and any advertising;

· Plan for assuring the confidentiality of data/records; and

· Appropriate scientific references, including citations.

See Appendix A for more details about RIHSC requirements for protocol submission.
General Requirements for Informed Consent.

No investigator may involve a human being as a subject in research covered by the federal regulations unless the investigator has obtained the legally effective informed consent of the subject or the subject's legally authorized representative.  45 CFR 46.116.  An investigator shall seek such consent only under circumstances that provide the prospective subject or the representative sufficient opportunity to consider whether or not to participate and that minimize the possibility of coercion or undue influence. The information that is given to the subject or the representative shall be in language understandable to the subject or the representative.  45 CFR 46.116.

Elements of Informed Consent (45 CFR 46.116)
Basic Elements of Informed Consent. In seeking informed consent, the following information shall be provided to each subject:


(1)
A statement that the study involves research, an explanation of the purposes of the research and the expected duration of the subject's participation, a description of the procedures to be followed, and identification of any procedures which are experimental;


(2) 
A description of any reasonably foreseeable risks or discomforts to the subject;


(3) 
A description of any benefits to the subject or to others which may reasonably be expected from the research;


(4) 
A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject;


(5) 
A statement describing the extent if any, to which confidentiality of records identifying the subject will be maintained and that notes the possibility that FDA may inspect the records;


(6) 
For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained;


(7) 
An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights, and whom to contact in the event of a research‑related injury to the subject; and


(8)
A statement that participation is voluntary, that refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled.

Additional Elements of Informed Consent.  When appropriate, one or more of the following elements of information shall also be provided to each subject:

(1)   A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) which are currently unforeseeable;

(2) 
 Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the subject's consent;

(3)   Any additional costs to the subject that may result from participation in the research;

(4) 
 The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject;

(5) 
  A statement that significant new findings developed during the course of the research which may relate to the subject's willingness to continue participation will be provided to the subject; and

(6) 
 The approximate number of subjects involved in the study.

See Appendix B for more details regarding RIHSC review of informed consent documents.

For those studies where RIHSC is the “IRB of record”, the RIHSC will stamp "APPROVED" on every page of the informed consent document.  Further, the RIHSC Chair will initial each page.  The Principal Investigator will be responsible for providing a copy of the approved and signed consent document to each subject.

The RIHSC has the authority to observe or have a third party observe the consent process.

No informed consent, whether oral or written, may include any exculpatory language through which the subject or the representative is made to waive or appear to waive any of the subject's legal rights, or releases or appears to release the investigator, the sponsor, the institution, or its agents from liability for negligence. 45 CFR 46.116.

A consent document should be written at a level that is understandable to the study population.  For most populations, the RIHSC suggests that the reading level of the consent document should be at the 8th grade level.  

The informed consent requirements are not intended to preempt any applicable federal, state, or local laws that require additional information to be disclosed for informed consent to be legally effective.  45 CFR 46.116(e).

Nothing in the regulations is intended to limit the authority of a physician to provide emergency medical care, to the extent the physician is permitted to do so under applicable federal, state, or local law.  45 CFR 46.116(f).

An investigator may, as an alternative, give the subject or representative a short consent form that documents that the elements of the informed consent were presented orally to the subject or representative.  The subject or representative must sign the short form.  When this method is used, a witness shall observe the oral presentation, and sign the short form and a written summary.  The RIHSC will approve a written summary of what is to be said to the subject or representative.  A copy of the summary shall be given to the subject or the representative in addition to a copy of the short written consent form.  45 CFR 46.117(b)(2).

The RIHSC may waive the requirement for an investigator to obtain a signed consent document (45 CFR 46.117(c)) for some or all of the subjects under one of two conditions:

· 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; and

· The research presents no more than a minimal risk of harm to the subjects and involves no procedures for which written consent is normally required outside of the research context.  

In either case, the IRB may require the investigator to provide subjects with a written statement about the research.

Research Involving Minors (see 45 CFR 46.401 et seq.)

Minors (or children) are persons who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted.  Where the IRB determines that minors are capable of giving an assent, the IRB shall determine whether adequate provisions are made for soliciting assent.  Generally, assent requires securing the signature of a minor to the research in a separate assent form, in addition to the consent form the parent or legal guardian signs.  An assent document should contain an explanation of the study, a description of what is required of the subject (e.g., what they will experience (whether they will be in the hospital, whether the child's parents will be with him or her etc)), an explanation of the risks and pain associated with the study, an explanation of any anticipated change in the child's appearance, and an explanation of the benefits to the child or others.

RIHSC Filing Procedures
The Submission Packet (including either the Concept, or Protocol and Informed Consent Form) must be filed with the RIHSC Executive Director, Office of Science and Health Coordination, Office of the Commissioner, located at Parklawn Building, Room 17-51, HF-33, 5600 Fishers Lane, Rockville, MD  20855.

FDA sponsors are encouraged to file their submissions electronically by sending their packages to sfitzpat@oc.fda.gov.  If filing electronically, please send a hard copy of the signature pages to the RIHSC Office.  These may be faxed to 301-827-3042 or sent to the address above.  The application is incomplete without the signature pages.

Upon receipt, the Submission Packet will be reviewed by the RIHSC Executive Director and, if deemed complete, will be filed and assigned a RIHSC File Number.  The RIHSC File Number must be referenced in all subsequent correspondence regarding the protocol/concept.  

In order for a protocol to be eligible for review at the next scheduled RIHSC meeting, the Submission Packet must be received by and filed with the RIHSC at least 21 days prior to the next meeting.  For meeting dates, please refer to the RIHSC website at http://first.fda.gov/rihsc or contact the appropriate RIHSC liaison.  

CATEGORIES OF RIHSC REVIEW 

There are three categories of RIHSC review:  Committee, Expedited and Emergency. 

Committee Review
All human subject research subject to 45 CFR Part 46 must be reviewed at a convened meeting of the RIHSC unless the research qualifies for expedited review or emergency review.  See Review and Approval Process below.

Expedited Review (45 CFR 46.110)
Both FDA and HHS have established a list of categories of research that may be reviewed by the RIHSC through an expedited review procedure. This procedure permits (but does not require) the RIHSC Chair, or one or more members of the RIHSC designated by the RIHSC Chair, to review and approve research protocols without convening the full committee.  A protocol may not, however, be disapproved under the expedited procedure.  If the reviewer believes that the protocol should be disapproved, a full meeting of the committee must be convened. 

The following may be reviewed by expedited review:

· Minor changes in a protocol or consent form that was previously approved by the RIHSC if made during the period for which approval was authorized; and

· If the protocol falls within the designated categories and is determined to involve minimal risk. (63 FR 60364-60367, November 9, 1998)  These categories are also listed on the RIHSC Expedited Review Form.  This form can be found on the RIHSC website at http://first.fda.gov/rihsc.  

Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.  45 CFR 46.102(i).

Proposals for expedited review will be evaluated within seven working days of their receipt. If a proposal is approved through Expedited Review, an Approval Memorandum will be sent to the FDA sponsor. The Approval Memorandum will include a Summary Statement regarding any suggestions or stipulations made by the RIHSC Chair or the RIHSC Chair's designee.  

If the RIHSC Chair or his/her designee recommends DISAPPROVAL, the proposal will automatically be sent out to another reviewer and the entire Committee for review by the RIHSC at the next scheduled meeting. The FDA sponsor will be notified by telephone and in writing that the protocol will be reviewed by the Committee, and will be invited to present the proposal at the RIHSC meeting.

Emergency Review 

When a situation requires the emergency use of an investigational product (see 21 CFR 56.104(c)) for which RIHSC review would otherwise be required, the emergency use must be reported to the RIHSC within five working days.

Notice will be provided to the full RIHSC of this emergency use at the next regularly scheduled meeting.  Subsequent use of the test article at the same institution is subject to IRB review.

REVIEW AND APPROVAL PROCESS

The RIHSC Executive Director, in consultation with the RIHSC Chair, is responsible for setting up the agenda for each meeting and calling convened meetings as often as required to accomplish the business of the RIHSC.  The RIHSC Executive Director will prepare a meeting package that contains each complete submission package including the new protocol and informed consent documents, amendments to previously approved research, and requests for continuation that will be reviewed at the upcoming meeting.  This package is sent to all RIHSC members and their alternates.  All RIHSC members or their alternates are expected to review completely all the material on the agenda prior to the meeting.

 Assignment of Primary Reviewers
The RIHSC Executive Director will review the submission package for completeness and will determine the appropriate category of review.  If the proposal is complete and requires Committee Review, the RIHSC Executive Director typically will assign three primary reviewers to review the submission prior to the RIHSC meeting.  The first, usually an MD or scientist chosen for his/her specific expertise on the subject, reviews the protocol.  The second, a statistician, reviews the statistical portion of the protocol.  The third, usually a non-scientist, reviews the informed consent document and any related advertisements or other recruitment materials.  Primary reviewers are usually given two weeks to review the material.

The primary reviewers will be selected from the current RIHSC membership and may be either members or alternate members.  The RIHSC Executive Director may also serve as a primary reviewer.  A primary reviewer may not review a protocol submitted by an investigator from his or her Center/Office.  In addition, in no event may a primary reviewer review a study if he/she has any conflict of interest regarding the protocol (e.g., significant involvement in the research).  The primary reviewer may also be an ad hoc consultant for the RIHSC.  Ad hoc consultants will be chosen for their expertise in the fields of science/medicine, and usually will be FDA scientists.

The primary reviewer may contact the FDA sponsor or investigator(s) prior to the RIHSC meeting at which his/her protocol will be discussed in order to resolve any questions regarding the protocol.  Each primary reviewer will prepare a written evaluation of his/her portion of the review of the protocol, including a recommendation for the time period for the length of approval for the protocol .  These reviews will be forwarded to the RIHSC members and FDA sponsor prior to the RIHSC meeting.

Meeting Procedures
The RIHSC meetings are ordinarily scheduled once a month.  Review of proposed research will take place at convened meetings at which a majority of members are present, including at least one member whose primary concerns are in non-scientific areas.   If a quorum is not present, research cannot be approved. 45 CFR 46.108 (b).

The RIHSC Chair conducts the meeting from a predetermined agenda and will ask the members to vote on the minutes of the prior meeting.  All actions and resolutions require a voice or show-of-hands vote of the members present following a discussion and the making and second of a motion.  Minutes of every meeting will include a list of attendees, any actions taken, the vote on the actions, including the number of members voting for, against, and abstaining, the basis for requiring changes or disapproving research, and a written summary of the discussion of controversial issues and their resolution.  The minutes will also include the resolution and documentation of discussions regarding special requirements for research involving vulnerable populations.

At the RIHSC meeting, the RIHSC Chair will inform the committee of all exemptions and expedited approvals granted since the previous meeting and make available all supporting documents.

Role of the FDA Sponsor at RIHSC Meeting
The FDA sponsor and/or the investigator(s) are invited to the RIHSC meeting during which their protocol will be discussed, and should be prepared to present a brief synopsis of the protocol.  During the meeting, the RIHSC reviewers will address their specific written comments, concerns, and questions to the FDA sponsor and/or investigator(s).  Other RIHSC members may ask questions and offer comments. 

The deliberation and voting portions of the RIHSC meetings are closed. After the completion of the initial round of questioning, the FDA sponsor and/or investigator(s) will be asked to leave the room while the RIHSC discusses the protocol.  If there are any additional questions that RIHSC members or the Executive Director wish to direct to the FDA sponsor and/or investigator(s) he or she will be asked to return to the meeting room. 

At the conclusion of the voting, the decisions of the RIHSC will be conveyed orally to the FDA sponsor at the meeting itself, and will be followed by a letter from the RIHSC chairperson.  

Approval Process  

The RIHSC will approve a protocol only if a majority of those voting members present conclude that the criteria set forth at 45 CFR 46.111 have been met. 
Carol K. observed that by just listing the IRB approval criteria the RIHSC looks just like an IRB. Hence I added vii.         Possible RIHSC Actions

Upon a motion made by a member and seconded by another member, the Committee will vote to take one of the following actions with respect to the protocol under consideration: 

· APPROVE AS SUBMITTED. The protocol and the necessary consent form(s) are approved as submitted (i.e., without changes or suggestions).

· APPROVE WITH RECOMMENDATIONS.  The protocol and the consent form(s) are approved; however, the RIHSC recommends that certain changes be made to the protocol and/or consent form(s).  Although the sponsor and/or principal investigator is not required to respond to recommendations, he or she is strongly urged to consider them.

· APPROVE WITH STIPULATIONS. The approval of the protocol and informed consent is contingent upon the sponsor and/or principal investigator making the required changes.  The RIHSC Executive Director and the RIHSC Chairperson will ordinarily review the adequacy of the sponsor and/or principal investigator’s response to the stipulated changes, unless otherwise requested by the RIHSC.  The investigator may appeal to the RIHSC regarding one or more of the stipulations imposed by the RIHSC.

· TABLE.  A protocol may be tabled (i.e. put on hold; not approved or disapproved) to obtain additional information necessary for the committee to reach a decision.  For example, the RIHSC may require additional time to obtain expert consultation or to resolve a disagreement within the committee.  

· DISAPPROVE.  The protocol is so seriously flawed, either in design or planned execution, that it does not merit further consideration.  Once a protocol is disapproved, it may only be resubmitted to the RIHSC following revisions that address the concerns of the committee.

These actions require the vote of the majority of the members present at the meeting.  The RIHSC's practice is for the Chair to abstain from voting, except to break a tie.  The RIHSC Executive Director will not vote.  If the vote is not unanimous, the minority opinion(s) will be incorporated into the minutes of the meeting.  A member may abstain from voting for any reason, without explanation.  

Within seven working days following the RIHSC action, the RIHSC Executive Director will send a letter to the FDA sponsor and Center/Office liaison advising him/her of the RIHSC decision and conveying any comments, questions, and concerns regarding the research project.  The FDA sponsor must address items listed as “Stipulations” in writing to the RIHSC Chairperson.  Items listed as "Recommendations" should be considered by the FDA sponsor and/or principal investigator, but need not be addressed in writing.

When all issues have been satisfactorily addressed and the FDA sponsor and/or principal investigator has submitted revised copies of the protocol and informed consent documents, the RIHSC Chair will sign and send to the FDA sponsor and Center/Office liaison an "APPROVAL MEMORANDUM." Unless otherwise specified, the approval is effective for a 12-month period.
Review by Institution

Research subject to the federal regulations at 45 CFR Part 46 that has been approved by the RIHSC may be subject to further appropriate review and approval or disapproval by FDA officials.  However, FDA officials may not approve research if it has not been approved by the RIHSC.  If the research is approved by the RIHSC but not permitted by FDA officials, the FDA officials will promptly inform the FDA sponsor, the appropriate Center/Office liaison, and the RIHSC of the decision.  45 CFR 46.112

There is no mechanism for appeal of RIHSC decisions to other institutional officials. The FDA sponsor can, however, request that the RIHSC reconsider a decision regarding a research protocol.  This request should be sent to the RIHSC Chair, the RIHSC Executive Director, or to FDA's Associate Commissioner for Science.

Reporting Requirements

The FDA sponsor is responsible for assuring that the Principal Investigator conducts the investigation according to the approved protocol, and applicable regulations, and for protecting the rights, safety, and welfare of subjects.  

The Principal Investigator, through the FDA sponsor, must promptly report to the RIHSC all changes in the research activity including any modifications to the Study Protocol, and Informed Consent document  45 CFR 46.103(b)(4)(iii). 

Changes in approved research may not be initiated without IRB review and approval except when necessary to eliminate apparent immediate hazards to the subjects.   45 CFR 46.103(b)(4)(iii).

The Principal Investigator, through the FDA sponsor, must promptly report to the RIHSC any unanticipated problems involving risk to human subjects or others and any serious or continuing noncompliance with the federal regulations or the requirements or determinations of the RIHSC.   45 CFR 46.103(b)(5)(I).  

The Principal Investigator, through the FDA sponsor, must provide materials appropriate for a continuing review to the RIHSC yearly, or more often as required and specified by the RIHSC.   45 CFR 46.109(e).  See section on continuing review

Cooperative Research

Cooperative research projects are those projects that involve more than one institution, 45 CFR 46.114, and are normally supported through grants, contracts, cooperative agreements, or similar arrangements.  Where the FDA Sponsor involves additional institutions in the research, each institution remains responsible for safeguarding the rights and welfare of human subjects and for complying with the federal regulations.  45 CFR 46.114.    

Generally, the RIHSC and the cooperating institution’s IRB both will both review the protocol and consent form.  If the cooperating institution’s IRB changes the protocol and any supplementary documents, these changes must be reported to and approved by the RIHSC.  However, with the approval of the department or agency head, an institution participating in a cooperative project may enter into a joint review arrangement, rely upon the review of another qualified IRB, or make similar arrangements for avoiding duplication of effort.  45 CFR 46.114.

Protocol Amendments

Review of protocol amendments will be conducted only at RIHSC convened meetings where a majority of the members, including at least one non-scientific member, are present (45 CFR 46.108 (b), except where expedited review is appropriate.  Some types of minor changes in previously approved research can be reviewed using the expedited procedure, as described above.

When changes to an approved protocol or informed consent document are submitted to the RIHSC, each revision must be incorporated into the protocol and/or informed consent document.  

Review of a change in a protocol and/or informed consent document does not alter the date by which continuing review must occur.  

Continuation of Protocol Approvals

IRBs are required to conduct continuing reviews of research at intervals appropriate to the degree of risk but not less than once a year.  45 CFR 46.109(e). Continuing review by the RIHSC will be substantive and meaningful.  Continuing review by the RIHSC will occur at its regularly convened meetings.

At the time of the original approval, the RIHSC will decide whether to review the research more frequently than once per year based on the degree of risk in the study.  The primary reviewer of the protocol will make an initial recommendation regarding the appropriate time for the continuing review as part of his/her initial review.  This review interval will be discussed and will be voted upon as part of the protocol approval by the RIHSC.  The FDA sponsor will be informed in the APPROVAL letter when the continuing review is due and what procedures he/she is expected to follow.

In the initial review, the RIHSC will also determine which research projects need verification from sources other than the investigators during the continuing review that no material changes have occurred since the previous review based on degree of risk in the study.

If the RISHC is the IRB of record for a particular study, the RIHSC will be responsible for the continued review of this research on an annual (or more frequently, depending upon the risk) basis.

FDA sponsors must submit a continuing review application, along with a transmittal memorandum, and all supporting documents outlined on the form, to the RIHSC at least 30 days prior to the end of the approval period.  This form can be found at http://first.fda.gov/rihsc.  

The RIHSC Executive Director will assign a primary reviewer to review the submission and prepare a review for the RIHSC committee.  RIHSC committee members will also receive a copy of the entire submission package.  The RIHSC will review the submission according to the criteria described above for initial reviews of protocols.  

Within seven days of the meeting, the RIHSC Chair will send the FDA sponsor a letter either approving continuation of the research, or describing the required changes that must be made before the research continuation can be approved.

Research proposals that were reviewed using the expedited procedure initially or for which all subject accrual is completed may generally be reviewed using the expedited review process, as long as the degree of risk associated with the study has not changed.

No regulations exist to extend the conduct of research beyond the expiration of the IRB approval.  Therefore continuing review and re- approval of research must occur on or before the date when IRB approval expires. If the continuation request is not received before the date the protocol is due for review (generally one year from the approval date or the date of the last continuing review) the RIHSC Chair will suspend or terminate the approval of the study.  See 45 CFR 46.113. A suspension or termination letter will be sent to the FDA sponsor and the Center/Office liaison with a copy to OHRP.  Reactivation of the study may require submission of a new protocol to the RIHSC.

When the RIHSC is not the IRB of Record, it will not perform the continuing review of the research study.  Nevertheless, the FDA sponsor is required to submit to the RIHSC adequate documentation to indicate that continued review of this protocol has occurred on an annual (or more frequently, if required by the IRB of record) basis.   The RIHSC Executive Director will review these packages.  If any serious or unanticipated problems are reported, the RIHSC Executive Director may forward such information to the RIHSC for additional review.

FINAL REPORT

Regardless of whether the RIHSC is the IRB of record, a Final Report must be submitted to the RIHSC upon completion of the research.  This report should provide the following:

· Brief summary of the project status (e.g., completed or halted);

· Number of subjects approved by the RIHSC for inclusion in the study and the number actually enrolled into the study;

· Number of subjects whose participation was completed as planned;

· Number of subjects who dropped out of the study;

· Summary of Adverse Events that can reasonably be expected to be associated with the study; and

· List of abstracts or publications, and/or a brief description of any available study results.

Retention of RIHSC Records

The RIHSC will retain all records required under 45 CFR Part 46 for at least 3 years, and records relating to research that is conducted will be retained for at least 3 years after completion of the research.  45 CFR 46.115 (b).  The OACS will make the records accessible for inspection and copying by authorized representatives of the department or agency at reasonable times and in a reasonable manner. 45 CFR 46.115(b).
Suspensions and Terminations

The RIHSC has the authority to suspend or terminate approval of research that is not being conducted in accordance with the RIHSC’s requirements or that has been associated with unexpected serious harm to the subjects.  45 CFR 46.113.

Any suspension or termination of approval will include a statement of the reasons for the RIHSC’s actions and will be reported promptly to the FDA sponsor and investigator.  45 CFR 46.113.  The RIHSC will also notify the S appropriate Center/Office liaison, and the appropriate institutional officials.  If the research is collaborative, notification will also be sent to the collaborating institution’s IRB.  The FDA Associate Commissioner for Science will report all suspensions and terminations to OHRP.

Noncompliance by an FDA Sponsor/Investigator

When unapproved research is discovered or if an approved protocol is not being followed, the RIHSC and the appropriate FDA officials will promptly halt the research, discuss possible remedial action regarding any breach of regulatory or institutional human subject protection requirements, and address whether the investigator should be conducting human subject research.  In addition, noncompliance with federal regulations and RIHSC requirements may be reported to OHRP.

Quality Assurance Program

Institutions that hold an MPA are required by OHRP to assure that they have procedures that include formal mechanisms for monitoring compliance with the human subject protection regulations and with IRB requirements.  45 CFR 46.103.  To help accomplish this objective, the Commissioner of FDA has determined that the OSHC will oversee a quality assurance program.   This program will independently verify that its investigators are following the approved protocol, using the approved consent documents, seeking IRB approval prior to making changes to the approved protocol or consent documents, and promptly reporting to the IRB any unanticipated problems involving risks to subjects or others, any serious or continuing non-compliance with the regulations or any suspensions or terminations of IRB approval. 

Research audits may be conducted as part of FDA’s overall research quality improvement program or in response to specific concerns or allegations about a particular study or investigator.  These audits will focus on data accuracy, protocol compliance, and procedural requirements.  After an audit is complete, and all findings are analyzed, a written report will be provided to the RIHSC Chair, the FDA sponsor, the Principal Investigator, the appropriate Center liaison and Center Director, and the Associate Commissioner for Science.

Appendix A

RIHSC PROCEDURES FOR REVIEWING PROTOCOLS/CONCEPTS
The following is a checklist of information the RIHSC Executive Director will use to determine whether research protocols are ready for consideration by the RIHSC.  

The amount of information in the submissions may vary, depending on the type of study but the minimal information needed for consideration of most studies is indicated below, as is special information needed for particular studies. 

Transmittal memorandum and Protocol/Concept Submission Facesheet 
All protocol/concepts need a Transmittal Memorandum and a Protocol/Concept Submission Facesheet.  This applies to submissions for both initial and continuing reviews. These forms can be found at the RIHSC website at http://first.fda.gov/rihsc.

The RIHSC Executive Director will review these forms to ensure that all forms contain the following:  

1. The signature of the appropriate FDA officials;

2. The name/title of the Study (including any local protocol numbers and/or identifiers);

3. A list of FDA Sponsor and FDA Investigators and a list of all non-FDA investigators;

4. Complete addresses for FDA Sponsor and all Investigators;

5. An identification of the type of study (efficacy, laboratory, behavioral, epidemiological, etc.);

6. Phase of the study (phase I, 2, etc.), where applicable;

7. Certification of human subject protection training by all key personnel involved in the study;

8. Curriculum vitae for all key personnel involved in the study and:

9. Determination of whether an IND/IDE is needed for the study.

Background/Significance    

A background/significance section should be included for all protocol/concepts.  A grant application or similar document may be used, but should contain the relevant information.  If the information is located in a part of another document, submit only the applicable pages (rather than the whole document), with the “Background/Significance” section indicated and labeled as such.  

The background/significance section should include the following: 

1. Review of the state of the current knowledge in the area of the research.  If there is no or very little relevant knowledge, please indicate as such;
2. Description of how the planned protocol/concept builds on or extends the current

         body of knowledge; include whether the protocol/concept is a pilot study;

3. Rationale for the protocol/concept;
4. Results of preclinical or pilot studies, if applicable; and

5. The protocol/concept hypothesis. 

Aims/Objectives    

All protocols/concepts need to list the aims and objectives of the study.  A grant application or similar document containing the information may be used, but should contain the following information.  If the information is a part of another document and/or included in another section of the grant/protocol (such as the Background section), submit the applicable pages, with the “Aims/Objectives” section indicated and labeled as such.  Otherwise, a brief explanation is sufficient, including the primary and (if applicable) secondary objectives.  Objectives of a pilot study may include simply testing for the presence/absence of some relationship.  Example, “This pilot study is being done to see if an association can be found between nutritional status and later development of the condition.”

Subject Selection Criteria and/or Recruitment Strategy (including controls)
All protocol/concepts need to include subject selection criteria and/or recruitment strategy.  If a grant application or concept sheet contains the information, submit the applicable page(s), with the “Subject Selection Criteria” section indicated and labeled as such.  Otherwise, the information below should be submitted separately.  Justification should be provided in the protocol or other documentation for exclusion of subjects by gender, age, race, or socioeconomic status.  Physiologic changes that may make someone ineligible for the study may be used, such as normal renal and cardiac function as defined by testing, rather than exclusion by age.  In addition, justification of inclusion of special populations should also be addressed.

1. Inclusion and exclusion criteria

        Example, “This study is open to healthy adults (age > 18 years) who are not on medication for a chronic condition and have no contraindications to taking aspirin, such as clotting abnormalities.”

2. How subjects will be recruited (if applicable)



a) Describe the process that will be used to recruit potential subjects.  This process should protect subject confidentiality and avoid a “cold-calling” scenario.  Attach any recruiting materials being used (including proposed advertisements or pamphlets given to prospective subjects). 

b) Address the efforts made in the recruitment process to respect personal rights to privacy and confidentiality.  

c) Address the efforts made in the recruitment process to avoid coercion of subjects.

Examples, “Subjects will be recruited from the hypertension clinic at local hospitals.”  Or, “Subjects will be recruited using advertisements in the local paper."

Screening Tests and Interview Prior to Subject Enrollment

All screening procedures (including interviews) that are performed solely for the purpose of determining if individuals are eligible for participation in a research study should be described in the protocol.  These screening procedures are part of the RIHSC's review, including the requirement for written informed consent. 

Product Information  

All protocols/concepts that propose the use of a drug, device, or biologic need to include product information.  An Investigator’s Brochure or other information supplied by the manufacturer should be submitted if available.  Where a marketed article is being used, a brief discussion of the most common side effects and contraindications should be provided.   The package insert/manufacturer’s information may be used. 

The following information should be included in the product information section if applicable:

1. Drug Information, Chemical Name, Formulation, Solution Preparation, Name of Device, Manufacturer, Source of Product if other than manufacturer, Stability, and Purity;

2. Summary of Preclinical/Clinical Toxicology/Adverse Event and;

3. Regulatory Status of Product (i.e. marketed, unapproved, under IND/IDE (give number), or marketed drug/device/biologic used in unapproved way or for unapproved indication).

Methods/Design/Procedures/Drug or Biologic Treatment Plan   

All protocols/concepts should include a description of the study methods, design, study procedures, and treatment plan. If questionnaires are being used, this section should describe the type and number of questions, when they will be given, approximately how long the survey will take etc., 

The following information should be in the study methods, design, procedures, and treatment plan:

1.  Detailed discussion of the experimental design and/or procedures, including route of administration, schedules, for all products used and tests performed;

2.  Steps and procedures that will be followed in conducting the study;

3.  Study timetable that shows all testing and monitoring; e.g., pre-study eligibility screening, all study-related procedures, and any post-study follow-up;

4.  Endpoints to be monitored, including methods of analysis and references;

5.  For drug/biologic efficacy/safety studies, dose modifications for toxicities should be prospectively determined;

6.  For drug/biologic efficacy/safety studies, all concomitant medication, or modalities should be prospectively discussed, and if applicable, standardized guidelines for administration should be included in the submission or in an appendix with this information;

7.  Any questionnaires being used should be appended including any instructions on how to administer the questionnaires; and

8.  All instructions or informational materials being given to subjects or prospective subjects should be appended.

Risk/Benefit Ratio

All protocols/concepts need to include a description of any potential risks (physical, psychological, social, legal, economic, or other) to research study participants (including risks associated with the screening procedures, experimental intervention, and follow-up/monitoring procedures performed specifically for the purpose of the research study) and an assessment of their likelihood and severity.  Describe all procedures for protecting against or minimizing any potential risks.  When appropriate, describe alternatives to participation that might be advantageous to the study participants.  If the research study participation precludes or is in lieu of standard care, this must be stated and justified.  Describe what specific steps will be taken during and after study participation, and with the publication of study results, to ensure that the subject’s participation in the research study and respective data will be confidential.

Data Management    

All protocols/concepts should include a data management section. If the study involves a survey, this section should describe how the questionnaires will be stored, what extra precautions will be taken to protect the subjects where sensitive information is collected, etc.  

The data management section should contain the following:

1. For drug/biologic/device efficacy/safety studies:



a) Discussion of how the data will be collected, recorded and audited; 



b) Include sample case report forms;

2. For multi-center studies, include a discussion of "normal" or standard values for testing and a discussion of monitoring of sites for compliance with the protocol is strongly encouraged (if applicable);

3. 
For studies involving only sample collection and/or questionnaires (without sensitive information), most data management can be described briefly.


   Example:  “None of laboratory studies being done should reveal results that are sensitive.  The lab reports do contain subject names, but will be stored in locked file cabinets only accessible to the investigators.  The data gathered from the lab reports will be stored without identifiers and the laboratory reports will be destroyed once the data are published.”

      Example: “All questionnaires will be identified only by ID numbers and will be kept in locked file cabinets.  No sensitive information is being collected.  The key linking names to ID numbers is kept by the investigator in a separate locked cabinet.  Once the study results are published, the questionnaires will be stored without identifiers or destroyed.”

4.      If a “Certificate of Confidentiality” has been or is being applied for, indicate to which agency/office within FDA or NIH/HHS the request was submitted, and if it has been granted.

Statistical Section and Data Analysis 

All protocols/concepts should include a statistical and data analysis section.  Enough information should be included so that the RIHSC statistician can verify the hypothesis, assess whether appropriate test statistics are being used, determine if the sample size is adequate.  

The statistical and data analysis section should include:

1. Endpoints and outcomes measurements to be used to meet the objective(s);

2. Justification for the design of the study, e.g., blinding, crossover, randomization;

3. Methods of randomization, stratification,


4. Sample size estimate based upon primary hypothesis;

5. Data analyses plan, including statistical methodology;

6. Interim analyses plan (if any); and

7. Early stopping rules (if any).


References/Appendices/Other Attachments  

A references/appendices/attachments section should be included in all protocols/concepts.  Please attach: 

1. A recent bibliography of all pertinent references;

2. For drug/biologic/device efficacy/safety studies, append all pertinent prospective criteria (e.g., toxicity scales, performance status, response criteria, instructions on how to handle the device, etc.);

3. Drug brochure(s), manufacturers' instructions, package insert(s), etc. (if applicable and/or available);

4. Append questionnaires, including instructions for administering questionnaires, if  available/applicable;

5. Append any instructions and/or informational materials given to subjects; and

6. Append any advertising or recruitment materials (e.g., proposed advertisements or pamphlets given to prospective subjects).

Appendix B
RIHSC PROCEDURES FOR REVIEWING INFORMED CONSENT DOCUMENTS
No investigator may involve a human being as a subject in research covered by federal regulations unless the investigator has obtained the legally effective informed consent of the subject or the subject’s legally authorized representative.  45 CFR 46.116.  For all informed consent documents, the RIHSC will assess the adequacy of the information in the informed consent document.  

45 CFR 46.116 Elements of informed consent

(a) Basic elements of informed consent. In seeking informed consent, the following information shall be provided to each subject:
(1) A statement that the study involves research, an explanation of the purposes of the research and the expected duration of the subject's participation, a description of the procedures to be followed, and identification of any procedures which are experimental.

The statement that the study involves research is important because the relationship between patient-physician is different than that between subject-investigator.  Any procedures relating solely to research (e.g., randomization, placebo control, additional tests) should be explained to the subjects.  The procedures subjects will encounter should be outlined in the consent document, or an explanation of the procedures, such as a treatment chart, may be attached to and referenced in the consent document.

Consent documents for studies of investigational articles should include a statement that a purpose of the study includes an evaluation of the safety of the test article.  Statements that test articles are safe or statements that the safety has been established in other studies are not appropriate when the purpose of the study includes determination of safety.  In studies that also evaluate the effectiveness of the test article, consent documents should include that purpose, but should not contain claims of effectiveness.

(2) A description of any reasonably foreseeable risks or discomforts to the subject.

The risks of procedures relating solely to research should be explained in the consent document. The risks of the tests required in the study protocol should be explained, especially for tests that carry significant risk of morbidity/mortality themselves. The explanation of risks should be reasonable and should not minimize reported adverse effects.

The explanation of risks of the test article should be based upon information presented in documents such as the protocol and/or investigator's brochure, package labeling, and previous research study reports. For IND studies, the clinical investigator should submit the investigator's brochure (when one exists) with the other study materials for review.

(3) A description of any benefits to the subject or to others that may reasonably be expected from the research.
The description of benefits to the subject should be clear and not overstated. If no direct benefit is anticipated, that should be stated. This element should include a description not only of the benefits to the subject, but to "others" as well.  If these benefits may be relevant to the subject's decision to participate, they should be disclosed in the informed consent document.

(4) A disclosure of appropriate alternative procedures or courses of treatment, if any that might be advantageous to the subject.

To enable a rational choice about participating in the research study, subjects should be aware of the full range of options available to them.  Consent documents should briefly explain any pertinent alternatives to entering the study including, when appropriate, the alternative of supportive care with no additional disease-directed therapy.  While this description can be more than a list of alternatives, a full risk/benefit explanation of alternatives is not appropriate to include in the written document.  The person(s) obtaining the subjects' consent, however, should be able to discuss available alternatives and answer questions that the subject may raise about them.  As with other required elements, the alternatives section should contain sufficient information to ensure an informed decision.

(5) A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained.   

Study subjects should be informed of the extent to which the institution intends to maintain confidentiality of records identifying the subjects.  In addition, for studies involving FDA regulated investigational products, subjects should be informed that FDA might inspect study records (which include individual medical records).  If any other entity, such as the sponsor of the study, may gain access to the study records, the subjects should be so informed.  When FDA requires subject names, FDA will treat such information as confidential, but on rare occasions, disclosure to third parties may be required.  Therefore, absolute protection of confidentiality by FDA should not be promised or implied. 

Also, consent documents should not state or imply that FDA needs clearance or permission from the subject for access.  When clinical investigators conduct a study for submission to FDA, they agree to allow FDA access to the study records.  Informed consent documents should make it clear that, by participating in research, the subject's records automatically become part of the research database.  Subjects do not have the option to keep their records from being audited/reviewed by FDA.

(6) For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained.

Informed consent documents should describe any compensation or medical treatments that will be provided if injury occurs.  If general statements cannot be made (e.g., each case is likely to require a different response), the subjects should be informed where further information may be obtained.  The consent document should also indicate whether subjects would be billed for the cost of any medical treatments.  When costs will be billed, statements such as "will be billed to you or your insurer in the ordinary manner," "the sponsor has set some funds aside for medical costs related to.... Here's how to apply for reimbursement if you think you might be eligible," or "no funds have been set aside..." are preferred.  The statements regarding the availability of compensation should not appear to relieve the sponsor or investigator of liability for negligence. 

The consent document must explain whether there is compensation available in case of injury, but must not waive or appear to waive the rights of the subject, or release or appear to release those conducting the study from liability for negligence.  When no system has been set up to provide funds, the RIHSC prefers wording such as: "no funds have been set aside for," or "[the cost] will be billed to you or your insurance.".  

(7) An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights, and whom to contact in the event of a research-related injury to the subject.

This requirement contains three components, each of which should be specifically addressed.  The consent document should provide the name of a specific office or person and the telephone number to contact for answers to questions about: 1) the research subjects' rights; 2) a research-related injury; and 3) the research study itself.  It is as important for the subject to know which issues each individual they contact can address as it is for the subject to know whom to contact.  Although a single contact might be able to fulfill these requirements, the RIHSC may require that the person(s) named for questions about research subjects' rights not be part of the research team as this may inhibit subjects from reporting concerns and discovering possible problems.

(8) A statement that participation is voluntary, that refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled.

This element requires that subjects be informed that they can choose not to participate and can discontinue participation at any time without penalty or loss of benefits.  Language limiting subjects' right to withdraw from the study will not be permitted in consent documents.  If the subjects who withdraw will be asked to permit follow-up of their condition by the researchers, the process and option should be outlined in the consent document.

(b) Additional elements of informed consent.  When appropriate, one or more of the following elements of information shall also be provided to each subject:

(1) A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) which are currently unforeseeable.   

If applicable, informed consent documents should explain that mutagenicity (the capability to induce genetic mutations) and teratogenicity (the capability to induce fetal malformations) studies have not yet been conducted/completed in animals.  [Note: The lack of animal data does not constitute a valid reason for restricting entry of women of childbearing potential into a clinical trial.]  Subjects need to understand the danger of taking a drug whose effects on the fetus are unknown.  If relevant animal data are available, however, the significance should be explained to potential subjects.  Investigators should ensure that the potential risks that the study poses are adequately explained to subjects who are asked to enter a study.  If measures to prevent pregnancy should be taken while in the study, that should be explained.

For FDA regulated studies, FDA has issued guidance on the inclusion of women in clinical trials [58 FR 39406, July 22, 1993].  This guidance is designed to encourage the entry of women into the early phases of clinical trials.  The RIHSC will question any study that appears to limit enrollment based on gender and/or minority status.  

(2) Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the subject's consent.

When applicable, subjects should be informed of circumstances under which their participation may be terminated by the investigator without the subject's consent.  An unexplained statement that the investigator and/or sponsor may withdraw subjects at any time, does not adequately inform the subjects of anticipated circumstances for such withdrawal.

A broad statement that the investigator may withdraw subjects if they do not "follow study procedures" is not appropriate.  Subjects are not in a position to know all the study procedures.  Subjects may be informed, however, that they may be withdrawn if they do not follow the instructions given to them by the investigator.

3) Any additional costs to the subject that may result from participation in the research.  

If the subjects may incur an additional expense because they are participating in the research, the costs should be explained. 

4) The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject.

When withdrawal from a research study may have deleterious effects on the subject's health or welfare, the informed consent document should explain any withdrawal procedures that are necessary for the subject's safety and specifically state why they are important to the subject's welfare.  An unexplained statement that the subject will be asked to submit to tests prior to withdrawal, does not adequately inform the subjects why the tests are necessary for the subject's welfare.

5) A statement that significant new findings developed during the course of the research which may relate to the subject's willingness to continue participation will be provided to the subject.

When it is anticipated that significant new findings that would be pertinent to the subject's continued participation are likely to occur during the subject's participation in the study, the RIHSC will determine that a system, or a reasonable plan, exists to make   such notification to subjects.

(6) The approximate number of subjects involved in the study.

If the numbers of subjects in a study is material to the subjects' decision to participate, the informed consent document should state the approximate number of subjects involved in the study.

The Consent Process

The informed consent is more than just a signature on a form.  It is a process of information exchange that may include, in addition to reading and signing the informed consent document, subject recruitment materials, verbal instructions, question/answer sessions, and measures of subject understanding. The RIHSC, the FDA Sponsor, and the Principal Investigator all share responsibility for ensuring that the informed consent process is adequate.  The consent document should be the basis for a meaningful exchange between the investigator and the subject.

The clinical investigator is responsible for ensuring that informed consent is obtained from each research subject before that subject participates in the research study. In addition to signing the consent form, the RIHSC recommends that the subject/representative enter the date of signature on the consent document, to permit verification that consent was actually obtained before the subject began participation in the study.  If consent is obtained the same day that the subject's involvement in the study begins, the RIHSC recommends documenting in the subject's medical records/case report form that consent was obtained prior to participation in the research.  A copy of the consent document must be provided to the subject (45 CFR 46.117(a)) and the original signed consent document should be retained in the study records.

The consent process begins when a potential research subject is initially contacted about participation in the research.  Although an investigator may not recruit subjects to participate in a research study before the RIHSC reviews and approves the study, an investigator may query potential subjects to determine if an adequate number of potentially eligible subjects will be available.

For FDA regulated products, 21 CFR 50.27 governs the documentation of Informed Consent.
The informed consent documentation requirements [45 CFR 46.117, 21 CFR 50.27] permit the use of either a written consent document that embodies the elements of informed consent or a "short form" stating that the elements of informed consent have been presented orally to the subject.  Whichever document is used, a copy must be given to the person signing the document.

When a short form consent document is to be used [45 CFR.117, 21 CFR 50.27(b)(2)], the RIHSC will review and approve the written summary of the full information to be presented orally to the subjects.  A witness must be present during the entire consent interview, not just for signing the documents.  The subject or the subject's legally authorized representative must sign and date the short form.  The witness must sign both the short form and a copy of the summary, and the person actually obtaining the consent must sign a copy of the summary.  The subject or the representative must be given a copy of the summary as well as a copy of the short form.
While the regulations do not prohibit the use of multiple consent documents, the RIHSC suggests that they be used with caution.  Multiple consent documents may be confusing to a research subject and if, inadvertently, one document is not presented, critical information may not be relayed to the research subject.  

Although not prohibited by either DHHS or FDA regulations, the RIHSC considers the use of the wording, "I understand..." in informed consent documents to be inappropriate as many prospective subjects will not "understand" the scientific and medical significance of all the statements.  Consent documents are more understandable if they are written just as the clinical investigator would give an oral explanation to the subject, that is, the subject is addressed as "you" and the clinical investigator as "I/we."  This second person writing style also helps to communicate that there is a choice to be made by the prospective subject.  Use of first person may be interpreted as presumption of subject consent, i.e., the subject has no choice.  Also, the tone of the first person "I understand" style seems to misplace emphasis on legal statements rather than on explanatory wording enhancing the subject's comprehension.

The RIHSC believes that subjects are not in a position to judge whether the information provided is complete.  Subjects may certify that they understand the statements in the consent document and are satisfied with the explanation provided by the consent process (e.g., "I understand the statements in this informed consent document)."  They should not be required to certify completeness of disclosure (e.g., "This study has been fully explained to me," or, "I fully understand the study.")

Consent documents should not contain unproven claims of effectiveness or certainty of benefit, either explicit or implicit, that may unduly influence potential subjects. Overly optimistic representations are misleading and should be avoided, and if FDA regulated products are involved may violate FDA regulations governing investigational products.

The RIHSC also believes that an explicit statement that the FDA has approved solicitation of subjects to participate in research could mislead or unduly induce subjects.  Subjects might think that, because the FDA had approved the research, there is no need to evaluate the study for them to determine whether they should participate.

Consent Documents for Non-English Speaking Subjects

The informed consent document should be in language understandable to the subject (or authorized representative).  When the study subject population includes non-English speaking people or the clinical investigator or the RIHSC anticipates that the consent interviews will be conducted in a language other than English, the RIHSC requires a translated consent document to be prepared and an assurance that the translation is accurate (e.g. a back-translation).  In the case of non-English speaking subjects, a copy of the translated document should be given to the subjects.  While a translator may be helpful in facilitating conversation with a non​-English speaking subject, routine ad hoc translation of the consent document should not be substituted for a written translation.

Illiterate English-Speaking Subjects

A person who speaks and understands English, but does not read and write, can be enrolled in a study after an oral explanation approved by the RIHSC by "making their mark" on the consent document.

The RIHSC will allow a person who can understand and comprehend spoken English, but is physically unable to talk or write, to be entered into a study if they are competent and able to indicate approval or disapproval by other means.  If the person retains the ability to understand the concepts of the study and evaluate the risk and benefit of being in the study when it is explained verbally (still competent) and is able to indicate approval or disapproval to study entry, they may be entered into the study.  The investigator should document on the consent form the method used for communication with the prospective subject and the specific means by which the prospective subject communicated agreement to participate in the study.  An impartial third party should witness the entire consent process and sign the consent document.  The RIHSC recommends a video tape recording of the consent interview.

Assent of children

Although not addressed in the regulations, the RIHSC will consider whether the approval of older children before they are enrolled in a research study is appropriate.  For research with children, the RIHSC may require that two consent documents be developed.  One for obtaining the parents' permission and one, which outlines the study in simplified language, for obtaining the assent of children who can understand the concepts involved.  HHS and FDA regulations for conduct of studies in children may be used as guidance [45 CFR 46, Subpart D, 21 CFR 50, Subpart D].

Appendix C

RIHSC Procedures for Reviewing 

 Recruitment Advertisements For Study Subjects

Direct advertising for research subjects, i.e. advertising that will be used to solicit the participation of prospective subjects in a study must be submitted to the RIHSC for approval prior to use.

Direct advertising for research includes, but is not limited to: radio, television, Internet ads, audio/video tapes, notices, and flyers.  

Any advertisement directed at the recruitment of potential research subjects should be limited to the information that the subject needs to determine his or her eligibility and interest.  Advertisement statements should include: 

· The name of the clinical investigator and/or the research facility;

· The condition under study and/or the purpose of the research;

· In summary form and layman’s terminology, the criteria used to determine   eligibility for the study;

· A brief list of participation benefits, if any;

· The time commitment required of the subject;

· The location and name of the person to contact for further information; and

·  What costs, if any, will be borne by the research subject.

The RIHSC believes that advertisements should not promise “free medical treatment” when the intent is to say that subjects will not be charged for taking part in the study.  Advertisements may say that subjects will be paid for participation and the amount to be paid but this information should not be emphasized.

The advertisement should be written in clear, simple English (and where relevant other languages).  The RIHSC suggests that the wording and syntax be understandable to a person having no more than a 8th grade education. 

Appendix D

RIHSC Procedures for Reviewing 

Incentives for Participation in Research Studies

Information about all incentives/payments for participation in a research study must be submitted to the RIHSC for review and approval.

The RIHSC may approve research where subjects are paid or otherwise rewarded for their time and inconvenience associated with participation in a research study.  The RIHSC does not consider remuneration of human research subjects as a benefit to participation.

The amount of the payment, if any, should be reasonable, based upon the complexities and inconveniences of the study and the study population. The amount of payment or reward and of the proposed method and timing of its disbursement should not be coercive or present undue influence for initial or continued participation.  

The RIHSC recommends that payments accrue as the study progresses and that they not be contingent upon the subject completing the entire study.  The RIHSC will consider disbursement of a portion of the total payment contingent upon completion of the study acceptable, provided that the amount of the incentive is not so large as to unduly induce subjects to remain in a study when they might otherwise withdraw voluntarily.

Appendix E

RIHSC Procedures for Reviewing 

Protocols Involving the Use of Stored Samples or Data

Research often involves the use of stored human samples or data.  Use of these samples or data obliges research investigators and the RIHSC to consider the rights and welfare of the individuals who provided the samples, especially when they retain identifiers or linkable codes.  Individuals (sources) who provided samples or from whom information was obtained in the past are no less deserving of protection than are prospective research subjects. 

The research use of existing samples or data without ability or intent to identify the source may not be subject to RIHSC review and approval.  See 45 CFR 46.101(b).  However, when these sources can possibly be identified, RIHSC review is required to ensure the confidentiality of the data and protect the sources' rights as subjects in research.
 
Please be advised that the RIHSC considers:  


Human samples to include blood and other body fluids, tissues, and DNA.

Human data to include responses to questionnaires or surveys, medical histories, and diagnoses.

Source to mean the individual who provided the sample or from whom data were collected.

Unidentified  to mean that the samples or data were collected without identifiers of any kind.  Samples or data may retain demographic or diagnostic information and still be considered unidentified if such information cannot be used to reveal the identity of the source.  Sometimes this is termed “anonymous”. 

Research conducted with unidentified, existing samples or data is not human subjects research and does not fall under 45 CFR 46.

Unlinked  to mean human data or samples that were initially collected with identifiers but, prior to research use, have been irreversibly stripped of all identifiers by use of an arbitrary or random alphanumeric code and the key to the code is destroyed, thus making it impossible for anyone to link the samples to the sources.  This process does not preclude linkage with existing clinical, pathological, and demographic information before subject identifiers are removed.  Sometimes this is termed “anonymized.

Research conducted with unlinked data or samples is considered research on human subjects and is regulated by 45 CFR 46 but may be eligible for an exemption from IRB review pursuant to 45 CFR 46.101(b)(4).  An exemption will be granted if the research involves the collection or study of existing data and the sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified directly or through identifiers linked to the subjects.

Coded to mean that collected samples or data are unidentified for research purposes by use of a random or arbitrary alphanumeric code but the samples may still be linked to their sources through use of a key to the code available to an investigator or collaborator.  Sometimes termed “linked” or “identifiable”, these samples or data can be supplied to investigators from identified specimens or data with a code rather than with personally identifying information, such as a name or Social Security number, date of birth, etc.
Identified to mean samples or data that are still attached to a readily available subject identifier such as a name, social security number, address, telephone number, medical record number, etc.

Research conducted with coded or identified samples is research on human subjects and is subject to 45 CFR 46.  Such research is not eligible for exemption but may be eligible for expedited review if it involves “minimal risk” to the subject.  See 45 CFR 46.110.


Investigators may use existing samples or data that retain subject identifiers or codes linked to their source.  To do so, the investigator must submit a written protocol to the RIHSC that includes the following: 

· The nature of the proposed research including a complete description of the samples or data;

· A justification for retention of the identities or codes of the sources of samples or data, and, in the case of codes, a description of the ease or difficulty with which linkage can be made between the code and the source, and a description of who can make the linkage.

· A description of the extent to which confidentiality of research data will be maintained;

· The informed consent document to be utilized, or a request for waiver of informed consent (not available for research involving FDA regulated products); and 

· In those cases where a waiver of informed consent is sought, a statement that a source will not be contacted by anyone connected with the research without prior approval by the RIHSC.


Waiver of Informed Consent

In order to waive informed consent, the regulations at 45 CFR 46.116 currently require that the RIHSC must find and document in its minutes that each of the following four conditions have been met:

· the research involves no more than minimal risk;

· the waiver will not adversely affect the rights and welfare of the subjects;

· the research could not practicably be carried out without the waiver; and;

· whenever appropriate, the subjects will be provided with additional  pertinent information after participation.

Appendix F

RIHSC Procedures for Reviewing Protocols Involving the Storage of Biological Samples/Data for Future Research


Whenever there is a proposal to "set aside" tissue/blood samples or

data for "future, unspecified research purposes" , the RIHSC expects the FDA investigator to submit a separate application explaining the "repository" or "banking" activity. 

The RIHSC will review the second (repository) submission to find: consider capping the first words 

· The name of the responsible party;

· Detailed description of all tissue/data that will accumulate in

      the repository;

· A description of the physical location of the repository;

· The security measures that will be used to protect the repository;

· A separate "repository/banking consent form;"

· A pledge that the responsible party will not use or release

      repository data unless an IRB application is submitted for every proposed

      analysis of that data; and

· An acknowledgement of the RIHSC's auditing capability – the RIHSC may periodically audit to make sure there is a completed "repository/banking  consent form" for each subject; that the repository contains no more than the approved inventory of tissue/data; and that the record of RIHSC approval  corresponds to every use or release of the repository data.

When an FDA investigator, acting as part of a multi-site study, "takes"

tissue or data at the FDA site and relays material to a repository housed at another institution, the RIHSC requires the FDA investigator to prepare a repository application, including the "repository/banking consent form."  However, in this case, the RIHSC investigator needs to identify the off-site "responsible party," and needs to forward to the RIHSC a letter from the off-campus "responsible party" acknowledging that he/she is responsible for the repository material and will adhere to the applicable regulations as well as the policies of his/her local IRB.

Appendix G

RIHSC Procedures for Reviewing Consent Forms Involving the Use of Tissue for Research

When submitting a protocol that involves "setting aside" samples for "future, unspecified research purposes,” the RIHSC suggests the FDA investigator include in the consent form a section informing the human subject of choices as to the use of his/her sample/data.  

The RIHSC's suggested wording follows:

Making Your Choice

Please read each sentence below and think about your choice.  After reading each sentence, circle “yes” or “No”.  No matter what you decide it will not affect your care.  If you have any questions, please talk to your doctor or nurse or call our research review board.

1. My tissue may be kept for research to learn about, prevent, or treat (patient’s current health problem).
           Yes______ No______

2. My tissue may be kept for use in research to learn about, prevent , or treat other health problems.     

 Yes______No______

3. Someone can contact me in the future to ask me to take part in more research.                                       Yes______No______
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