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INTRODUCTION

These standards were developed as measurement criteria for a new private voluntary accreditation program for human research protection. The standards (1) are intended to guide organizations seeking voluntary accreditation in the assessment of their human research protection programs, and (2) will be used by independent site visitors during the accreditation process. 

The goal of voluntary accreditation is to promote the rights and safeguard the welfare of human research subjects, and by so doing, enhance the overall quality of research involving human research subjects.


PRINCIPLES UNDERLYING THE PROTECTION OF HUMAN RESEARCH SUBJECTS

In the United States the conduct of research involving human subjects is a conditional privilege requiring that research is conducted in keeping with well-established ethical principles, applicable federal, state, and local laws, and/or relevant policies and procedures. 

The Belmont Report - Ethical Principles and Guidelines for the Protection of Human Subjects of Research provides the philosophical basis for current laws governing human subjects research. This Report establishes three fundamental ethical principles that are relevant to all research involving human subjects: (1) Respect for Persons, (2) Beneficence, and (3) Justice.  Application of these principles in the conduct of human research necessitates the requirements of informed consent for research participation; additional protections for persons who cannot provide this consent; risk/benefit assessments, and the equitable selection of research subjects. Each of these principles carries equal moral force, and difficult ethical dilemmas when they conflict. 

Careful and thoughtful application of the principles of The Belmont Report will not always consistently resolve particular ethical problems without conflict. The principles, however, provide an analytical framework that will guide the resolution of most ethical problems arising during the development and review of research, and ultimately assure that individuals who agree to be experimental subjects will be treated in an ethical manner. 

These voluntary accreditation standards incorporate the ethical principles of The Belmont Report. Therefore, seeking accreditation is an organization's public declaration that it endorses and implements the Belmont principles. 

DEFINITIONS

Accreditation - A conformity assessment process in which an organization or agency uses experts in a particular field of interest or discipline to define standards of acceptable operation/performance for organizations and measure compliance with them.

Organization - The entity seeking accreditation. These entities include corporations, private research bodies, hospitals, universities, institutions and governmental agencies.

Human Research Protection Program (HRPP) - An organization seeking accreditation is required to have or establish a Human Research Protection Program that is managed in accord with these standards and with applicable federal, state and local laws and regulations. Generally the HRPP is made up of the organizational official(s) and/or trustees with authority and responsibility for the Program, its Institutional Review Boards (IRBs), IRB staff and researchers and research personnel conducting or supporting the conduct of research involving human subjects. 

Institutional Official - An individual within an organization involved in research who has the responsibility and authority to manage the human research protection program. 

Institutional Review Boards - Generally referred to as Institutional Review Boards (IRBs), but these standards may also include Central Review Boards (CRBs), Independent Review Boards (IRBs) or Cooperative IRBs.  Each of these boards must be appropriately constituted and function as required by federal, state, and local regulations. These boards are established by their organizations to conduct reviews of and oversee/monitor the conduct of research protocols involving human research subjects (See Standard 2).

Investigator - Includes the principal investigator, co-investigator(s) or any other individual who is designated to have professional responsibility for the development, conduct, and analysis of research.

Data and Safety Monitoring Board (DSMB) - A data monitoring committee (DMC), also referred to as a data and safety monitoring board (DSMB), is a group of experts established by the sponsor to assess at specified intervals the progress of a clinical trial (the safety data and critical efficacy endpoints), and to recommend to the sponsor whether to continue, modify, or stop a trial. DSMBs for trials implemented under 21 CFR 50.24 must be "independent," which means that the committee should be composed solely of individuals who have no financial interest in the outcome of the study and who have not been involved in the design or conduct of the study [21 CFR 50.24 (a)(7)(iv)].


Subjects - This term is commonly used in the literature and regulations to describe those individuals who are recruited into research. Although it is recognized that many consider the term "subjects" to be insensitive and the phrase "research participants" has been suggested as the appropriate alternative, the term "subjects" will nonetheless be used in these standards in order to avoid misinterpretation and to remain consistent with the current regulatory language.


SECTION 1 - ORGANIZATIONAL RESPONSIBILITIES

1.1 The governance of the organization must endorse its HRPP as a core value within the organization.

COMMENTARY on Standard 1.1: Officials at the highest level of the governing body of an organization must demonstrate the importance and value of the protection of human research subjects. This principle should become a basic tenant in the culture of the organization.



1.2 The organization must uphold ethical principles underlying the protection of human research subjects and must assure compliance with applicable legal requirements.

COMMENTARY on Standard 1.2: The Belmont Report -- Ethical Principles and Guidelines for the Protection of Human Subjects of Research provides the philosophical basis for federal regulatory requirements. Organizations are expected to uphold these principles and to comply with applicable federal regulations including 45 CFR 46 (DHHS regulations), and 21 CFR 50 and 56 (FDA regulations) in all research conducted within the organization, regardless of the type of study, the source of funding or locale.

1.3 The organization must place the responsibility for its HRPP in an institutional official with sufficient standing and authority to ensure implementation of the program.

COMMENTARY on Standard 1.3: An organization demonstrates that human research subject protection is a priority by investing overall responsibility in an institutional official with demonstrated authority in the organization and with access to adequate resources to support the HRPP, and without conflicting responsibilities in other aspects of the organization's activities.

1.4 Any delegation of authority for the HRPP by the responsible institutional official (see 1.3, above) must be documented in writing.

COMMENTARY on Standard 1.4: Any delegation of authority by the responsible institutional official to others requires serious and thoughtful attention. The institutional official must only delegate authority to qualified individuals and in situations that enhance the HRPP. Written documentation of delegation of authority is required to promote clear communication among the organization's constituencies and to establish an organizational record.

1.5 The governance of the organization must assure the independence and credibility of its IRB(s).

COMMENTARY on Standard 1.5: IRBs are one of several critical elements in an organization's HRPP. A successful HRPP requires that IRB(s) possess knowledge about ethical, regulatory, and institutional requirements and be supported by the organization. This would necessarily exclude inappropriate influence by powerful officials, researchers, and potential funding sources. The IRB should have a clear mechanism for managing any influence that blocks or otherwise interferes with its functions.

1.6 The organization must have conflict of interest policies and must enforce those policies to minimize real, potential or perceived conflicts from interfering with the protection of human research subjects.

COMMENTARY on Standard 1.6: Organizations must have a mechanism to address real or perceived conflicts of interest from interfering with the protection of human research subjects. Organizational policies need to define conflicts of interest, provide mechanisms for disclosure of conflicts, establish a process for evaluating whether a conflict of interest may interfere with human subject protection, and institute actions to manage conflicts of interest determined to have interfered with human subject protection. 

Organizations need to disseminate these policies to individuals responsible for the conduct of human subjects research and they need to determine what role the IRB should play in these policies. The existence and enforcement of the organization's conflict of interests policies further demonstrates its commitment to place the protection of human research subjects above financial, professional and other concerns. 

1.7 The organization must follow written policies and procedures governing all research involving human subjects. The policies and procedures specify to whom they apply and how they are disseminated. The policies and procedures must be reviewed periodically and updated as necessary.

COMMENTARY on Standard 1.7: This Standard emphasizes that it is the organization's responsibility to assure not only that written policies exist concerning what constitutes acceptable research involving human subjects, but also that the policies and procedures are disseminated appropriately within the organization to all staff involved with human research protection. Written or electronic dissemination is acceptable. New research personnel must be provided with this information and all staff must be kept apprised of any changes. Mechanisms should be established regarding when new policies and procedures are needed, and how existing policies and procedures should be reviewed and revised. Appropriate intervals for this review and revision must be specified.

1.8 The organization must assure that all personnel conducting or supporting human subject research or involved in the HRPP demonstrate and maintain sufficient knowledge of the protection of human research subjects appropriate to their role. 

COMMENTARY on Standard 1.8: This standard includes providing evidence of acceptable educational activities for principal investigators, other research personnel, IRB chairs, IRB members, IRB staff, appropriate institutional officials, and others in the organization as appropriate.

Important points to consider are: (1) The organization needs to assure that educational programs for professional development in the area of human subject protection are appropriate to the individual's role in research, (2) An ongoing mechanism exists for identifying individuals who need additional knowledge or expertise, (3) Procedures exist for demonstrating the effectiveness of these activities, and (4) Individuals receive ongoing education at intervals determined appropriate in consideration of their research endeavors. 

Appropriate procedures for these individuals may involve attendance at courses, participation in seminars, and/or completion of computer-based training. Techniques such as performance feedback, monitoring, supervision, or mentoring are also acceptable.

1.9 The organization must establish the number of IRBs appropriate for the volume and types of human subject research it conducts.

COMMENTARY on Standard 1.9: The trend in many research organizations is towards establishing more than one IRB. In large organizations conducting many research studies, it may be difficult for one IRB to provide an adequate level of review of the protocols, particularly if they are complex or originate from different disciplines. In determining the appropriate number of required IRBs, the organization should take into account the amount, complexity and types of research it conducts. Organizations with multiple IRBs require additional thought and consideration to ensure that all human research subject protection issues are taken into account.

1.10 The organization must provide sufficient staff, space, equipment, finances, technology, and other resources for its HRPP. 

COMMENTARY on Standard 1.10: This standard addresses the organization's responsibility to recognize and provide adequate resources for all aspects of its HRPP including its IRB(s). Determination of what constitutes adequate resources is an organizational responsibility. Input from the IRB(s) is a critical ingredient in this determination (see further discussion of this issue in Section 2 of these standards).

In addition to staffing needs, IRB administrative offices require large amounts of space to maintain adequate storage of records, to provide current computer technology and support services, and to provide adequate space for meeting with investigators and IRB members.

1.11 The organization must appoint and retain IRB chair(s) who are knowledgeable about and committed to fulfilling the IRB's mandate to protect human research subjects. The organization should retain IRB members who are knowledgeable about and committed to the protection of human research subjects.

COMMENTARY on Standard 1.11: The intention of the organization to maintain a quality IRB can be assessed by the caliber of the chair and members appointed to serve. The organization's policies must foster the retention of individuals knowledgeable in the area of human subjects protection to assure continuity of high levels of performance, and to recognize their contribution to the organization's culture.

1.12 The organization must have procedures for timely identification and dissemination of information that may affect the HRPP, including laws, policies and procedures, as well as ethical and scientific issues.

COMMENTARY on Standard 1.12: Problems within a research organization can be reduced or avoided through a reliable mechanism for informing appropriate personnel about relevant regulatory changes, and new or modified policies or procedures related to the conduct of research involving human subjects.

1.13 The organization must follow written policies and procedures for addressing allegations and findings of non-compliance with the requirements of the HRPP. The policies and procedures must be reviewed periodically and updated as necessary.

COMMENTARY on Standard 1.13: This standard requires organizational procedures that prevent avoidable violations of human subjects protection requirements and ensures that any violations or program deficiencies are identified and resolved in a timely manner. 

The standard also requires that an organization implement written procedures for identifying, investigating and handling violations of human subjects protection regulations. These procedures must include a fair and reasonable process for all parties involved and any accused individual should have the right to appear in person to defend themselves. The procedures should also include a mechanism that determines those violations serious enough to inform regulatory agencies and funding sources.

1.14 The organization must utilize a system for continuously assessing and improving the performance of its HRPP. This system, that examines results or outcomes of the HRPP's activities, must include the identification of problems, implementation of interventions, and measurement or evaluation of the effect of interventions.

COMMENTARY on Standard 1.14: Two reports, one by the Advisory Committee on Human Radiation Experiments and the other by the DHHS Office of the Inspector General (OIG), concluded an adequate system of human research protection "would require that the system be subjected to regular, periodic evaluations that are based on an examination of outcomes and performance and that include the perspective and experiences of research [subjects] as well as the research community." The OIG's Report recommended that IRBs be given more flexibility by the FDA and OPRR (now OHRP), with concomitantly a greater accountability for results by taking "concrete actions ... to assess and verify the actual results of their efforts in protecting human subjects." The report described a variety of these actions currently undertaken by some IRBs.

Persistent problems in human research protection, the changing nature of clinical research, and public expectation, necessitate that organizations, IRBs, and investigators continuously evaluate their performance. An organization seeking accreditation will be expected to propose its own methods/procedures for evaluating the performance of its HRPP. Methods and procedures utilized to comply with this standard should be designed to evaluate the level of performance of various aspects of the HRPP overall, the IRB, and the investigator. Particular attention should be given to identifying problems, implementing remedial interventions, and measuring or evaluating the effect(s) of the interventions. As performance evaluation of HRPPs, IRBs, and investigators becomes more routine around the United States, PRIM&R will publicize effective systems to accomplish meaningful self-evaluations

1.15 The organization must have policies or procedures describing how it communicates with the community it serves and those individuals at risk in that community that may be involved in research.

COMMENTARY on Standard 1.15: The organization must be aware of requirements for community involvement when research is being conducted or contemplated that involves at risk individuals from its community. For example, organizations conducting research involving native Americans are expected to understand and appreciate tribal concerns which influence the conduct of such research.


SECTION 2 - INSTITUTIONAL REVIEW BOARDS (IRBs) 

GENERAL COMMENTARY on Section 2: It is critically important for institutional officials to be aware of the resources that their IRB(s) need to do their jobs properly. Adequate staff, space, equipment, and financial resources are minimal requirements for ensuring that IRBs can function well and perform their duties consistently. 


2.1 The IRB(s) must comply with all applicable laws and organizational policies and procedures 
COMMENTARY on Standard 2.1: See Standard 1.2

2.2 The IRB(s) must identify to the appropriate institutional officials the resources it requires. 

COMMENTARY on Standard 2.2: The IRB administration, chair(s), and members constitute the relevant source of information concerning the needs for this component of the HRPP.


2.3 Each IRB should be constituted to promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects. 


(A) COMMENTARY on Standard 2.3: The size of the organization and the extent of its research will determine the number of IRBs required. The type(s) of research reviewed by the IRB(s) (i.e., behavioral research, clinical trials, epidemiology research) will influence membership requirements. Appropriate expertise of IRB members is required to ensure an adequate review of protocols from varied disciplines. IRBs also need to recognize when consultant expertise is required.

2.4 The IRB chair(s) must possess sufficient respect within the organization and the leadership skills necessary to lead the IRB(s) and be an authority on the protection of human subjects in the HRPP. 

COMMENTARY on Standard 2.4: The position of IRB chair is of singular importance requiring commitment, knowledge and the necessary leadership skills to affect this role. The responsibility of the chair should be vested in a respected member of the organization who has the requisite knowledge and leadership skills to engender respect for the IRB's authority. 

Attributes which are a measure of effective leadership include: (1) the ability to conduct meetings in an efficient, expeditious and fair manner; (2) attentiveness to the details of applicable federal regulations and other legal and institutional requirements; (3) skillful facilitation of contextual interpretations and application of these requirements that will foster ethically and scientifically sound research involving human beings; (4) the ability to encourage dialogue in IRB meetings; (5) respect for the contributions of all IRB members, especially the contributions of the non-scientists and community representatives; (6) the confidence and courage to uphold IRB judgments, and (7) investment of adequate time, interest and commitment to provide guidance and expertise to IRB members, IRB staff, researchers and others in the organization.


2.5 Knowledge, Skills and Abilities. 
(A) The IRB administrator, staff, chair(s) and Board members must possess and maintain knowledge, skills and abilities appropriate to their role pertaining to at least the following:
General ethical principles and concepts underlying the conduct of research involving human subjects; 
Applicable Federal, state, and local regulations;
Applicable HRPP and IRB policies and procedures; 
Role of the IRB(s) in the HRPP; and
These accreditation standards 

COMMENTARY on Standard 2.5 (A): Activities appropriate to meet this standard include education of new members and continuing education for current members, performance feedback, mentoring and monitoring. These activities should be designed to ensure that IRB chairs and members know and apply the concepts addressed in this standard. 

(B) The IRB chair must possess and exercise leadership skills and expert knowledge about the protection of human subjects. 

COMMENTARY on Standard 2.5 (B): Continuing education for IRB chairs is particularly important in light of the breadth and depth of their expected knowledge base. Organizations should support the chair's attendance at and/or participation in local, regional and/or national meetings or programs on the protection of human research subjects. 

(C) The individual responsible for the administration of the IRB must possess and exercise administrative abilities required to guide the IRB(s) for which he/she is responsible. 
COMMENTARY on Standard 2.5 (C): Successful IRB administration requires a combination of a working knowledge of human subjects protection and skills in administration. Organizations should support appropriate training for IRB administrators. This may include their attendance at and/or participation in meetings or programs on the protection of human subjects, acquisition of topic oriented journals/books, and/or professional development such as certification through the ARENA Council for Certification of IRB Professionals (CCIP).


2.6 The IRB must recognize when additional expertise is needed and must obtain that expertise (e.g., education in, or consultation on scientific, ethical, community representation, or other issues). 

COMMENTARY on Standard 2.6: Some protocols may present new or special considerations beyond the scientific and ethical expertise of the IRB. The IRB should have policies regarding inviting individuals with competence in special areas to assist in the review of protocols that require expertise in addition to that available within the IRB. These individuals can submit comments in writing and they may attend IRB meetings in a non-voting capacity to present their findings. IRB procedures must specify in writing details regarding this process.


2.7 IRBs must be systematic in their review of research protocols in order to assure that issues, regulations, and other applicable organizational policies and procedures relevant to the protection of the human subjects are consistently addressed. 

COMMENTARY on Standard 2.7: This standard requires that IRBs must determine, at a minimum, that all of the following criteria are satisfied: (1) Research risks are reasonable in relation to anticipated benefits for subjects or others; (2) Risks to subjects are minimized; (3) The selection of subjects is equitable (the IRB should be particularly cognizant of the special problems of research involving vulnerable populations); (4) Informed consent is sought from research subjects or their authorized representatives; (5) The monitoring of data is appropriate to ensure the safety of the subjects; (6) Adequate provisions are made to protect subjects' privacy and maintain the confidentiality of research data, and (7) When subjects are likely to be vulnerable to coercion or undue influence, additional safeguards are included in the study to protect their rights and welfare.


2.8 The IRB must ensure that consent documents are legible, understandable, well organized, and appropriate for the subject population. 

COMMENTARY on Standard 2.8: Policies, procedures or guidelines must be provided to investigators detailing these issues. Technical and legal language should be defined and stated in terminology which the subject can understand. 


2.9 The IRB must determine that the consent process is appropriate for the circumstances under which the research will be conducted. 

COMMENTARY on Standard 2.9: The entire process for obtaining informed consent must be considered in the IRB review including who, when, how and any special circumstances pertinent to the process. The Principal Investigator (PI) of the study is responsible for all aspects of the consent process regardless of any special circumstances.
2.10 The IRB must determine that the Principal Investigator (PI) is qualified through training, experience, and commitment of time and resources, to be responsible for the research. 
COMMENTARY on Standard 2.10: PIs are responsible for ensuring that the study is conducted in keeping with protocol, the IRB and organizational requirements. PIs are also expected to have adequate training, experience, time, material, and other resources necessary to conduct and supervise the conduct of the research activity. The IRB should have policies that define who can serve as a principal investigator. These policies should also include provisions indicating how students and trainees are covered when the curriculum or training requires that research be accomplished.


2.11 The IRB must have written policies and procedures pertaining to the following and relevant to the types of research reviewed: 

COMMENTARY on Standard 2.11: The consistent application of written IRB policies and procedures is of primary importance. At a minimum, IRBs are expected to have written policies and procedures on the topics listed below. Also, depending on the special needs of the organization and/or its IRB(s), other written policies may be required. For example, written policies and/or guidelines may be appropriate if an IRB regularly reviews research involving special populations (children, persons who are decisionally impaired, elderly subjects, etc.) or certain types of research (i.e., drug wash out studies, double-blinded placebo controlled studies, or research conducted in emergency circumstances). 
(A) Initial IRB review of protocols 

COMMENTARY on Standard 2.11 (A): IRB review of protocols must be complete and substantive. IRB members must receive sufficient information to make a determination of each review criterion. 
(B) Continuing IRB review of protocols, including frequency of review 

COMMENTARY on Standard 2.11 (B): Continuing review of research must be substantive and meaningful to assure that the scientific objectives and design of the study continue to be appropriate and that study procedures are current and adequate for protecting the rights and safeguarding the welfare of its subjects. 
When conducting initial and continuing review, all IRB members must receive sufficient information to allow the Board to pass judgment. 


(C) Full review requirements (e.g., quorum requirements, recusal of IRB members who have conflict of interest, etc.)


(D) Modifications of protocols and consent forms


(E) Expedited review 

(F) Exempt research 
(G) If appropriate, procedures for the IRB's primary reviewer of protocol 

(H) Investigators' conflicts of interest 

COMMENTARY on Standard 2.11 (H): In keeping with Standard 1.6, the IRB implements the organization's written conflicts of interest policies regarding human subject research. The IRB is responsible for determining whether any potential, real, or perceived conflicts of interest could affect the conduct of research under consideration or if they could impact the safety of subjects. 

(I) Identification and reporting of adverse events (to the IRB and others as required) 

(J) Procedures/rules for the PI's response to IRB stipulations and recommendations 

(K) Noncompliance by researchers or research personnel with protocol requirements and/or IRB policies/procedures 

(L) Suspensions or terminations of approvals 

(M) Significant vs. non-significant devices (when reviewing research involving investigational devices under FDA oversight) 

(N) Emergency use of IND compounds or other investigational interventions 

(O) Grant review for human subject approval certification 

(P) Collaborative agreements (national and international) 

(Q) Reporting findings to investigators, appropriate institutional officials, and appropriate federal or other regulatory agencies 

(R) Advertisements and other recruitment-related materials 

(S) Remuneration to subjects for research participation


(T) Investigator record keeping and retention requirements


(U) Vulnerable populations


(V) Any other relevant areas


2.12 The IRB protocol records/files must contain at least the following information: 

(A) A copy of the protocol, including approved consent documents 

(B) Scientific evaluations reviewed by the IRB, if any 

(C) Initial reviews 

(D) Advertisements and other applicable recruitment materials 
(E) Payments to subjects (amount of payment, etc) 

(F) Continuing reviews and progress reports 

(G) Adverse event reports with documentation of IRB review 

(H) All correspondence (including electronic mail) with investigator(s), consultants, and others (institutional officials, etc.) about the protocol. 
(I) Statements of significant new findings provided to subjects 

(J) Non-compliance, if applicable 

(K) Deviations from approved protocols, if applicable 

(L) Protocol modifications/amendments 

(M) Suspensions or revocation of approval, if applicable


2.13 IRB minutes, record keeping, and retention requirements 

COMMENTARY on Standard 2.13: IRB minutes are a fundamental part of its record keeping activities and should be of high quality. The minutes should enable a reader who was not present at the meeting to determine how and with what justification(s) the IRB arrived at its decisions. IRB records must be well organized to provide a complete history of all IRB actions related to the review and disposition of each protocol. The IRB must also have policies and procedures for retention of minutes and records. 

(A) The IRB meeting minutes must include at least the following information: 
(1) Approval of minutes from the previous meeting 

(2) Attendance at meetings 

(3) Actions taken 

(4) Votes (including total present) for, against, and abstaining, as well as names of abstainers, and reason for abstention, if appropriate 

(5) Documentation indicating retention of quorum throughout meeting 

(6) Summary of the discussion of issues and their resolution (including, when appropriate, minority reports) 

COMMENTARY on Standard 2.13 (A6): Summary should provide the IRB and others with sufficient detail to allow reconstruction of IRB meeting discussions and analysis of that information at a later date if necessary. 
(7) Basis for requiring changes, deferring, or disapproving protocols 

(8) Special findings (i.e., criteria for varying or altering consent requirements or risk categories for children and other vulnerable populations) 

(9) Discussion of the need for a DSMB or other monitoring procedure(s) 

(10) When appropriate, determination of significant/non-significant devices (for studies under the auspices of FDA investigational device regulations) 

(11) Requirements for frequency of continuing review, if more often than annually 

(B) The IRB files must include an IRB roster, members' qualifications, and organizational assurances including any relevant appendices, when appropriate. 

COMMENTARY on Standard 2.13 (B): Documents should be archived for reference in the event that questions may arise regarding studies that have been completed. 

SECTION 3 - INVESTIGATORS AND OTHER RESEARCH PERSONNEL

GENERAL COMMENTARY on Section 3: In his famous 1966 article entitled "Ethics and Clinical Research," Henry K. Beecher (NEJM, June 16, 1966) expressed the view that of the several components in the ethical approach to experimentation in man, two were most critical. They were the informed consent to research participation and the presence of an intelligent, informed, conscientious, compassionate, and responsible investigator. Although the conduct of research has become increasingly complex and highly regulated, it is still true that investigators bear the fundamental responsibility to protect the rights and welfare of the individuals participating in their research activities. Fulfilling the dual role of investigator and protector of human subjects is particularly challenging when investigators are also physicians. As physicians, they are dedicated to promoting the health and welfare of individual patients. As investigators, they seek generalizable knowledge applicable to persons other than the individual research subjects and to society in general. These roles and their inherent goals may conflict. Therefore, federal regulations, organizational policies/procedures, and IRBs exist to enhance, but cannot replace, the investigator's primary role as protector of the rights and welfare of human subjects.

The trust placed in investigators by research subjects, by the organizations in which they work, and by the American people in general, is of paramount importance. In fulfilling these performance standards, investigators demonstrate further that they understand and appreciate what is required of them when entrusted with the privilege of performing experiments on humans. Most individuals would agree with Dr. Beecher's opinion that the foremost obligation of scientists, supported as they are by society, is to maintain the trust accorded to them (H.K. Beecher, "Research and the Individual." Boston: Little, Brown and Company, 1970).

Dr. Beecher's analysis of the status of ethics in clinical research was written when research was predominantly conducted in academic institutions. Currently, an increasing amount of clinical research is performed outside of academia in private practices and for-profit research organizations. This environmental shift represents a challenge for maintaining uniform standards for protection of human subjects that must be preserved regardless of where the research is conducted. Human research subjects are entitled to the same level of investigator competency and protection regardless of the location of the investigative site.

3.1 Investigators must apply generally accepted ethical principles underlying human subjects protection when conducting research.

COMMENTARY on Standard 3.1: The investigator should understand and apply the three underlying ethical principles in designing studies and for conducting research with human subjects as delineated in The Belmont Report. These include (1) Respect for Persons in terms of self-determination, privacy and confidentiality; (2) Beneficence, which requires consideration of the benefits and risks of the research; and (3) Justice, implying equal treatment for all potential and actual research subjects. 

3.2 In their research, investigators must put the rights, welfare, and safety of subjects involved ahead of their professional, academic, financial, personal, or other interests.

COMMENTARY on Standard 3.2: The investigator's primary attention must be focused on the safety and welfare of the individuals who volunteer to participate in their research activities. Investigators are expected to identify and avoid conflicts of interest that may interfere with the rights and welfare of research subjects and the appropriate conduct of research. 

Research conducted in non-institutional settings requires special consideration by the physician-investigator and the review boards (not necessarily institutionally - based) overseeing the research.

3.3 Investigators must meet organizational requirements for conducting research with human subjects and comply with all applicable federal, state and local regulations and guidelines dealing with the protection of human subjects.

COMMENTARY on Standard 3.3: Investigators are responsible for the overall design and conduct of the protocol, whether the investigator personally developed the protocol or if others prepared the protocol (e.g., as in a multicenter investigation). Investigators are expected to have a collegial relationship with the IRB, although many IRBs may have information manuals for investigators that cover the requirements, it is the investigators responsibility to seek out and comply with those requirements even if the IRB does not overtly supply the supportive material.

3.4 Principal Investigators must assure that all research involving human subjects is reviewed and approved by an IRB before study initiation.

COMMENTARY on Standard 3.4: The IRB should be consulted whenever there are questions regarding whether a given activity represents human subject research. The IRB has sole authority in the organization to determine what constitutes human subject research. The PI should be cognizant of the types of research that may be exempt from IRB review, or which can be processed by expedited review. This determination usually requires consultation with the IRB.

PIs are expected to be familiar with the criteria for IRB review and approval indicated in Standard 2.7 and, at a minimum, to provide the IRB with this information as well as any continuing review information relevant to the research protocol.

Appropriate and continuing oversight of a research protocol includes orderly retention of research records, appropriate level of review, compilation, assessment and appropriate reporting of adverse events. The PI has the responsibility for promptly reporting to the IRB and appropriate sponsor(s) and federal agencies of any injuries, adverse events, or other unanticipated problems involving risks to subjects and others.

3.5 Principal Investigators (PIs) must delegate responsibility only to individuals who are qualified through training and experience for their role in the research.

COMMENTARY on Standard 3.5: The qualification of the PI to conduct the proposed research must be submitted to the IRB to provide adequate guidance for review. There should be a documented training and experience for the PI and PIs must assure that all research personnel involved in the protocol are qualified through training and experience to perform their role in the research.

3.6 Principal Investigators must conduct research involving human subjects only when supported by adequate resources including staffing, time allocated by the staff to the research, funding, space, record-keeping capability, and back-up for adverse events. 

3.7 Investigators must appreciate and acknowledge the organizational environment in which they conduct research and their position in the HRPP.

COMMENTARY on Standard 3.7: The quality of the relationship within the organization's HRPP should reflect how well investigators endorse this standard.
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