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LITERATURE REVIEW

1. Introduction

(i) Definitions

(a) Governance

Guiding

Governance is about guiding. It is about the processes by which human organizations, whether private, public or civic, steer themselves. The study of governance involves:

· examining the distribution of rights, obligations and power that underpin organizations;

· understanding the patterns of coordination that support an organization's diverse activities and that sustain its coherence;
· exploring the sources of an organization's dysfunction or lack of fit with its environment that may result in lacklustre performance;

· and establishing benchmarks, building tools, and sharing knowledge to help organizations renew themselves when their governance system demonstrates a need for repair.

Interacting

Governance pertains not only to organizations, but also to:

· the complex ways in which private, public and social organizations interact and learn from one another;

· the manner in which citizens contribute to the governance system, directly and indirectly, through their collective participation in civil, public and corporate institutions; and

· the instruments, regulations and processes that define the "rules of the game."

Applications

The knowledge of governance has application not only in determining the appropriate guiding mechanisms for organizations or the evolution of society, but also as:

· a manière de voir, or coordination perspective, on the workings of organizations;

· a reference point to clinically probe and repair faltering organizations and to support the development of socio-economic policy;

· an analytical framework providing a language of problem reformulation; and

· a tool to generate alternative manière de voir to provide insights into new ways to tackle problems of organizational design and social architecture.
(b) Accountability

Accountability is a relationship based on obligations to demonstrate, review, and take responsibility for performance, both the results achieved in light of agreed expectations and the means used. 

This definition of accountability is consistent with managing for results, allows for accountability among partners who might be equal and/or independent, and includes obligations for all parties in the accountability relationship. It emphasizes the importance of accountability for results and for the means used. It underlines that effective accountability is not just reporting performance; it also requires review, including appropriate corrective actions and consequences for individuals. 

There are five principles of effective accountability: clear roles and responsibilities; clear performance expectations; a balance of expectations with capacities; credible reporting; and reasonable review of performance, with adjustment. These principles can be applied to a wide range of accountability relationships, but their use needs to be tailored specifically to each relationship. 

Transparency is essential to accountability, making it easier for those outside to monitor and challenge performance for consistency with policy intentions, for fairness, for propriety, and for good stewardship.

Delegated arrangements are set up to be independent of the day-to-day involvement of the government of institutions and to be exempt from its rules and regulations. They are intended to have flexibility and the freedom to take reasonable risks and adopt innovative ways of delivering objectives. Yet, they do carry out an explicit purpose in which the governing body maintains a strong, ongoing interest. Appropriate and adequate accountability can be balanced with the autonomy and flexibility these arrangements require. Reasonable accountability is not synonymous with control and should not necessarily be interpreted as bringing these entities under control or invalidating their independence.

(c) Conflict of Interest

A conflict of interest is a situation where two different interests (such as personal and employment interests) exist which might affect the quality of the decision or action taken by an individual. 

A conflict of interest exists where there is a potential or actual divergence between the personal interests of an individual member and that member's obligation to uphold the interests and mission of the institution. In a conflict of interest situation, an impartial observer might reasonably question whether actions or decisions taken by the member on behalf of the institution are influenced by consideration of personal interests.

Institutions as well as individuals may be in conflict of interest when they have goals or objectives which may conflict with each other. Institutions have diverse obligations which must frequently be reconciled.

The problem is rarely the nature of the conflict but how it is managed. 

(ii) National Priorities

Governance of research ethics has become a national priority in health care. In opening the 37th Parliament on September 30, 2002, the Governor General announced that: 

“the government… will work with provinces to implement a national system for the governance of research involving humans, including national research ethics and standards”

In October 2002, the Senate Standing Committee on Social Affairs, Science and Technology, released volume six of The Health of Canadians
. In dealing with research ethics, the committee noted “serious gaps have been identified in a number of reports released in recent years by NCEHR and CIHR, as well as by the Law Commission of Canada.” The report identified oversight and national governance of research ethics boards (REBs) as a central issue. In addressing the relationship between REBs and their parent institutions, the Committee noted that: 

“concerns were raised about real or perceived conflicts of interest by researchers or institutions. Though international consensus suggests that REBs would be established within research institutions, and that the work of REBs requires close collaboration with other institutional responsibilities, REBs must be able to operate free from institutional or researcher pressures.”
The report further noted “There is a basic need for more resources for REBs. As the work becomes increasingly complicated with globalization, technology and commercialization, REBs are struggling to find committee chairs or even members.”
The report concluded “To sum up, the governance, transparency and accountability of the ethics review processes in Canada need to be improved”. The Committee were struck by the disturbing observation of the Law Commission of Canada (see below) that:

“we were surprised to see how substantial the gaps were between the ideals expressed in policy and the ground arrangements for accountability, effectiveness and the other criteria for good governance.”

They continue “The Committee agrees with many reports that the central concern for Canada is the public accountability of the overall processes for assuring the ethics of research involving humans… the present varied structures and approaches to health research ethics are inconsistent with the public accountability that an area of this importance requires.”

They urged those involved “to develop a governance system for health research involving human subjects that can meet the following objectives: the promotion of socially beneficial research; the protection of research participants; and the maintenance of trust between the research community and society as a whole.”

2. Applicable Regulations and Policies relating to local Governance

(i) Canada

While the regulations under Division C5 of the Food and Drugs Act require REB approval of clinical trials under defined situations, they do not attempt to define the nature or relationships of those REBs, their primary focus being that of the conduct of clinical trials.

The Government of Canada has adopted the Good Clinical Practice (E6) guideline of the International Conference on Harmonisation. This governs a number of the responsibilities, composition and procedures of REBs or equivalents (Section 3), but is relatively silent on the issues of Governance and Accountability other than to stress that such a body be independent, hence the alternative nomenclature of Independent Ethics Board. This is partly because such requirements are likely to be, in part, country specific (1.27, 1.31). While Health Canada expects these guidelines to be “generally respected”, they have not formally been incorporated into legislation.

The remaining document pertaining to the oversight of human subject research in Canada is the Tri-Council Policy Statement: Ethical Conduct for Research Involving Humans
 (1998-2003). Section 1B1, Article 1.2 states that:

“The authority of the REB should be delegated through the institution's normal process of governance. In defining the REB's mandate and authority, the institution must make clear the jurisdiction of the REB and its relationship to other relevant bodies or authorities. Institutions must ensure that REBs have the appropriate financial and administrative independence to fulfil their primary duties. Institutions must respect the authority delegated to the REB.”

On accountability, the Tri-Council Statement (TCPS) notes that “Principles of accountability require that, regardless of the review strategy, the REB continue to be responsible for the ethics of all research involving human subjects that is carried out within the institution.” (Section 1D1, Article 1.6)

Section 1E, Article 1.12 addresses conflict of interest, it does so in the context of the interests of members of the REB. This matter is further addressed in Section 4, which compartmentalises the conflict into that affecting Researchers (4A), REB Members (4B) and Institutions (4C).

The preamble states that: 

“Researchers hold trust relationships with research subjects, research sponsors, institutions, their professional bodies and society. These trust relationships can be put at risk by conflicts of interest that may compromise independence, objectivity or ethical duties of loyalty. Although the potential for such conflicts has always existed, pressures to commercialize research have led to increased concerns. Researchers, their institutions and REBs should identify and address conflicts of interest -- real or apparent -- to maintain the public confidence and trust, discharge professional obligations and ensure accountability.”

Those aspects of conflict of interest that touch on Governance and Accountability are those relating to the relationship between an REB and its parent institution. Here the TCPS states: 

“The REB must act independently from the parent organization. Therefore, institutions must respect the autonomy of the REB and ensure that the REB has the appropriate financial and administrative independence to fulfil its primary duties. Situations may arise where the parent organization has a strong interest in seeing a project approved before all ethical questions are resolved. As the body mandated to maintain high ethical standards, however, the public trust and integrity of the research process require that the REB maintain an arms-length relationship with the parent organization and avoid and manage real or apparent conflicts of interest.”
(ii) United States

Regulation of the American equivalent of REBs, Institutional Review Boards (IRBs), rests within the Department of Health and Human Services (DHHS), specifically within the Office for Human Research Protections (OHRP). OHRP policy, which is codified in legislation, is explained in its IRB Guidebook (1993)
. Chapter I deals with Institutional Administration. OHRP addresses a number of issues relating to Governance. The first of these is the issue of the appointment of the chair. 

“One of the most important actions to be taken in establishing an IRB is selecting the individual who will function as chair. The IRB chairperson should be a highly respected individual from within or outside the institution, fully capable of managing the IRB and the matters brought before it with fairness and impartiality. The task of making the IRB a respected part of the institutional community will fall primarily on the shoulders of this individual. The IRB must be and must be perceived to be fair and impartial, immune from pressure either by the institution's administration, the investigators whose protocols are brought before it, or other professional and nonprofessional sources.”

The OHRP Guidance continues:

“It is vital that IRB members, department heads, and other officials with responsibility for oversight of research have open and ready access to the highest levels of authority within the institution.”

More recently DHHS has specifically addressed the question of potential conflict between institutions and IRBs
. The report notes the considerable degree of public concern that has been expressed recently in regards to this problem, or even its appearance. 

“Concerns have also been expressed that IRBs may be subject to institutional pressures, whether implicit or explicit, to approve research activities in which the institution has either a financial stake or other interest in the outcome of the research. Institutions engaged in human research should take great care to ensure that the composition of the membership of an affiliated IRB and its positioning within or relative to the administrative structure of the institution ensures that the review board is free to make its decisions and conduct its oversight activities in an autonomous manner, free from institutional pressures to follow a preferred course of action.” (1.3)

In stressing the imbalance of concerns that had existed heretofore, the DHHS report continues:

“While institutions clearly need to have policies and procedures for managing conflicts of interest among their employees, they should not lose sight of the need to manage their own conflicts of interest as well.” (1.6). 

This report appears to be slowly moving forward through the regulatory process in that this draft interim guidance was replaced by the publication of a guidance in the Federal Register on March 31st, 2003.

While this and similar reports have focussed on financial conflicts of interest, many recent reports and commentators have observed that more difficult to deal with are the less obvious but more pervasive sources of possible undue influence on IRBs or REBs.
 

3. Reports and Commentaries

(i) United States

The National Human Research Protections Advisory Committee (NHRPAC) was amongst the bodies that commented on the DHHS draft interim guidance. NHRPAC broadly upheld the DHHS position
 asserting that not to act:

“could undermine public confidence in the overall enterprise of human subjects research, thus foiling the achievement of a primary goal of responsible regulation, which is to encourage research as a social good.”

In developing the theme of the more pervasive forms of influence NHRPAC stated:

“in fact there are many other kinds of conflicts of interest that may provide incentives for researchers to adulterate or misinterpret data, such as the desire for fame, prestige, academic advancement, and institutional favor. These conflicts are extraordinarily difficult to assess and measure, and to prevent.”
A number of other organisations have addressed these and related issues. Amongst these are the Association of American Universities (AAU) Task Force on Research Accountability. Their initial publication ‘Report on University Protections of Human Beings Who Are the Subjects of Research’
 stressed the importance of vigilance, accountability, reporting and monitoring (audits). It also stressed the need to increase support and training for IRBs. In particular it recommended:

“3(b) IRB members should receive the time necessary to fulfil the functions of the Board and receive appropriate recognition and support.”

A further publication focused on financial conflicts of interest. The ‘Report on Individual and Institutional Financial Conflict of Interest’ (October 2001) notes, with respect to the institution, that:

“The existence (or appearance) of such conflicts can lead to actual bias, or suspicion about possible bias, in the review or conduct of research at the university. If they are not evaluated or managed, they may result in choices or actions that are incongruent with the missions, obligations, or the values of the university.”

The other major report written from the viewpoint of academic institutions was the recent Association of American Medical Colleges (AAMC) Task Force on Financial Conflicts of Interest in Clinical Research
 (October 2002). The impetus appears to arise from concerns about weakening public support for research on the one hand, and a General Accounting Office (GAO) report to Congress the previous year.
. Amongst various approaches examined by GAO was that of a “firewall” around institutional academic affairs or research administration. Overall the focus of this report is relatively narrow. 

Subsequently AAU and the AAMC moved to establish the Association for the Accreditation of Human Research Participant Protection Programs (April 2001), which in turn established standards for the conduct of responsible human research. Amongst these standards
 are these institutional benchmarks:

I.1.A. The organization has a written plan for its human research protection program (HRPP) appropriate for the volume and nature of the research involving human participants conducted under its auspices.

I.1.C. The organization places responsibility for the HRPP in an official with sufficient standing, authority, and independence to ensure implementation and maintenance of the program.
I.1.D. The organization has and follows written policies and procedures for working with sponsors, investigators, participants and the research review unit, including the institutional review boards (IRBs), to uphold ethical standards and practices in research.
I.3.C. The organization has and follows written policies and procedures that allow the Research Review Unit, including IRBs, to function independently of other entities in the organization in its role in protecting human participants.
From the viewpoint of organisations whose primary focus is bioethics, the National Bioethics Advisory Commission (NBAC) issued two reports in August 2001. The first report
 dealt in general with a wide range of topics which it deemed necessitating reform in research ethics. In addressing conflicts within institutions it noted that the effects of the interaction of those who review the research and the institution they work for are subtle and likely to be as much social
 as fiscal, and hence more “subtle and pervasive” and consequently harder to identify and manage
. As with other reports it identified “prestige, power, and profit…promotion and tenure” as issues that needed to be recognized.
 In particular the NBAC identified the fact that IRB members are likely to have professional or personal connections to those whose work they review, and may feel uncomfortable reviewing the work of superiors
. These and the problems that arise between an IRB and the institution it represents had been described much earlier by Francis
 who had written:

“Consistently unfriendly reviews might be thought to threaten ongoing relationships between IRBs and the institution [sic] with which they contract”

Concern was expressed that IRB members might see their role as much as that of protecting their institutions as that of the human subjects, while on the other hand: 

“An IRB that disapproves protocols, that often requires significant modifications, that requires investigators to provide frequent and detailed information on research studies in progress, or that conducts frequent continuing review might be perceived as overly intrusive or bothersome.”

Volume II of the NBAC report contained a large number of specific commissioned background reports
. Of these, three deal with the issues in this analysis. Two specifically addressed the relationship between the then Office for Protection from Research Risks (OPRR) and its parent institution, the National Institutes of Health
,
. Fletcher referred to an earlier investigation by the GAO
 which indicated an inherent conflict in that the director of NIH was responsible for both the success of the intramural programme and for enforcement of Human Research Subject protection through OPRR. The Tuskagee experiment was the most flagrant example of NIH-Public Health Service failing. Fletcher referred to “institutional blindness” (B-4) and felt that the mission and interests of the Institute and the OPPR were in fundamental conflict. The recommendation was transfer of the office to DHHS, which was duly executed as the reincarnated OHRP. In interviews with the respective sides it was clear that the research administration depicted OPRR as an impediment to research. In justifying both the elevation and relocation of OPRR, examples of other institutional conflicts were cited such as the Atomic Energy Commission that was both promoting and regulating nuclear power. 

A third paper
 specifically looked at the role of local IRBs. Peckman examined a number of inter-related themes in the way IRBs function. These included the reporting structure, support from the institution for the work of the IRB, the resources available to the IRB, the respect and authority of the IRB within the institution and the pressures and influences on the IRB. Peckman sees the local IRB and the institution as inherently in conflict in terms of their roles.

He cites a study by Bell et al
. who surveyed reporting lines and found that only 7% of IRBs reported to a level higher than a Vice President or Provost despite the fact that many commentators (e.g. Annas
, Cho and Billings
) had seriously questioned whether an individual such as a Vice President of Research who is responsible for research funding can also oversee a body who independently reviews research, avoid institutional conflicts or ensure that the IRB is given “the necessary respect and authority” (K-28). Ironically the OPRR itself had recommended elevation of the IRB “to a higher level within the institutional hierarchy” (K-28) in order to demonstrate a “greater institutional commitment to human subject protections”
. He points to the 1996 GAO report which describes IRBs as vulnerable to pressure within their institutions (K-22). He found many sources demonstrating insufficient support both in terms of resources and authority, by institutions for their IRBs (K-22), which ultimately places “the ability to conduct human research at undue risk” and hence increases institutional liability. 

Amongst the many problems facing IRBs is that of recruitment, for which Peckman recommends that membership:

“should be honored and respected in a way that maximizes benefits for the member and demonstrates an institutional commitment to the best possible human protection program.” (K-27)

Peckman cites many of the deficiencies cited in the 1996 GAO report as indicative of the lack of respect and authority in which local IRBs are held. Moreno et al.
 had noted that “Work on the IRB should be recognized as the invaluable professional activity it is.” He was concerned that there appeared to be an increasing trend to see the IRB “as little more than protection against legal liability.”

He suggests that as Annas pointed out, many of the goals and the methods by which institutions seek prestige, staff and funds ironically “project illusions that are the antithesis of science.” Again Cho and Billings state that:

“interference by IRBs with large or well-funded projects may be perceived by others in the institution as adverse to the institution and therefore inappropriate....IRBs have a large and direct impact on an institution’s ability to obtain funding for its research activities.”

Peckman agrees with Brown
 in the Office of the Inspector General (OIG) report, that failure to resolve these issues “may pose serious questions regarding the protection of research subjects, and it may prove a fundamental challenge to the autonomy of the IRB process.” (K-27)
Interestingly, amongst the solutions recommended by Peckman is that of education of institutional administrative officials.

Cho and Billings were one of the first commentators to draw attention to the concept of Institutional Conflict of Interest. They were aware of many instances of IRB chairs being taken to task by researchers and administrators for impeding the progress of research.

All of these pressures are likely to increase as the spectrum of workload seen by IRBs or REBs progressively changes from single investigator grant funded research to large multicentre industry driven clinical research
.  When the Inspector General carried out a follow up to her report of 1998 (A Time for Reform), she found little or no improvement in the ability of IRBs to be insulated from undue pressure
.

(ii) Canada

In Canada the major preoccupation has been with over-arching governance of REBs not with the relationship between the REB and the institution. The Association of Canadian Universities and Colleges has not formally addressed the issue. Other reports such as those of the Centre on Governance (University of Ottawa), NCEHR, MRC and PRE have only touched on it in passing.

The most notorious example of institutional conflict of interest involved the University of Toronto, the Hospital for Sick Children and Dr Nancy Olivieri, a haematologist, in 1998. In this case the institutional interests were financial and they failed to support the research of a member of the medical staff against a major pharmaceutical donor, whose interests were threatened by Dr Olivieri’s findings. 

In an independent inquiry
, by the Canadian Association of University Teachers, a wide number of recommendations were made
. The REB was amongst those found at fault, in particular with a view to the scrutiny of the academic freedom of researchers in the contract, the presence of conflict of interest, and the provision of emerging new information to subjects. The report recommended better training and support of REB members.

On the question of the role of the institution with respect to the REB the report states:

“19. …REB Chairs should have adequate independence and

authority, as well as adequate release time and administrative support, to carry

out their mandate to protect the safety of research participants and the public

interest.”

The seminal work is the Law Commission of Canada report entitled “The Governance of Health Research Involving Human Subjects”
. In addressing REB independence
, McDonald stresses that vested interests dominate governance of research and that the Canadian situation is even more vulnerable than its US counterpart. In dealing with reporting structures, he also lends weight to Brown in the 1998 report of the (OIG)
 in which the recommendation “for insulating IRBs from conflicts that can compromise their mission in protecting human subjects” is stated. McDonald felt that the need for insulation was even greater in Canada than in the US. 

As in the US, Beagan, writing in the McDonald report, states “REBs are struggling to find committee chairs or even members.” Ironically McDonald, as with his US counterparts, observes that we do a better job protecting the rights of animals than we do human subjects. (also at 72)
McDonald points out that governance is dominated by the interests of the research community, and that not only must conflict of interest be avoided, but also the appearance.

Specifically McDonald states that "it is crucial for substantive reasons and for the sake of appearances that REBs not report to or be appointed by offices of research". The OIG recommendations had included “does not report directly to the part of the institution responsible for bringing in research funds...and has recourse should it be subject to any pressure”.
In the same report, Otero points to the situation in Quebec, where it is stated that REBs are “independent from both hospitals' research centres and the scientific review boards...They are attached to the hospitals' Boards of Directors which also appoint their members”
. It is worth noting that in Quebec many of the principles of REB conduct and governance are enshrined in the Ministère de la santé et des services sociaux du Québec action plan
.

Amongst sources quoted by McDonald are Edgar and Rothman
:

“Does it make sense to give the leadership of an institution, which by its very nature cannot survive without funds and fame brought in by clinical research, the responsibility of appointing the membership of a monitoring committee?”.

McDonald echoes US concerns about the multiple potential sources of influence “to maintain research funding for the sake of reputation, tenure and promotion, or simply to ensure continued employment for those on soft (i.e., research grant) money.” (at 316)

Finally McDonald envisages a greater role for REBs’ natural academic partners, health law and bioethics.

4. Conclusions

There is a natural dichotomy of goals between institutions and institutional REBs, and they are inherently in conflict. While there are, and indeed should be, many opportunities for REBs to work collaboratively with not only the research community but also Research Offices and Research Administration, it is imperative that a clear dividing line be apparent to all. 

REBs must maintain a high level of autonomy to insulate them from undue influence. The current situation in Canada is far from ideal in achieving this. 

The two key principles as first outlined in relation to the National Institutes of Health own Office for Protection form Research Risks, are location and elevation. Independent reporting lines, accountability and appointments allow for impartial review, while the REBs status within an institution confers on it the appropriate authority to allow it to carry out its functions and attract and retain staff and members.

To date governance structures have only been formalized within the Province of Québec where the Comités d’éthique clinique and Comités d’éthique de la recherche report directly to the boards of directors (conseils d’administration).

Appendix: Governance in Québec

Model: McGill University Health Centre
McGill University Health Centre (MUHC) is a merger of four of McGill University’s teaching hospitals. Between them they have 9 Research Ethics Boards (REB). The chairs of these committees liase through a committee of chairs. Dr Kathleen Glass, Director of the Biomedical Ethics Unit is the other person on that committee.

McGill University Faculty of Medicine is the fifth member of MUHC through an Inter-Institutional Agreement (IIA). 

Research at MUHC takes place through the Research Institute (RI)
. The RI is a legally separate organisation, also bound to MUHC by an IIA. The RI is headed by a Scientific Director.

The Research Ethics Office (REO) is part of the RI, and is headed by Dr Denis Cournoyer. Dr Cournoyer is a haematologist/oncologist with a cross appointment (affiliate) in Biomedical Ethics. The REO provides the administrative support for the 9 REBs (which includes the Faculty of Medicine), under the terms of the Tri-Council Policy Statement (1.4b). The REO reports to the Scientific Director of the RI through the Director of the REO. The Scientific Director reports to the Executive Director of MUHC, who in turn reports to the Board of Directors of the MUHC. Contracts are handled by a separate branch of the RI, The Clinical Research Centre Office of Clinical Contracts. 

The governance structure flows from the Plan d’action (q.v) which in turn requires every research centre to establish a Cadre réglementaire de la recherche en santé (Legal Framework of Health Research). At McGill, the Framework
 specifies the responsibilities of the Board of Directors of MUHC, to be (i) to establish a direct line of reporting of the REBs to the Board, (ii) to nominate members of the REB, and to provide education and training to the professional staff and members of the REB. The Director appoints the REB members, which are ratified by the Board. 

The REO reports to the Board through the Scientific Director of the RI (who is not a member of the Board), the REBs report directly to the Board. The Board in turn report on the activities of the REBs to the Minister. Note that the Québec Civil Code
 (Article 21
) requires the Minister to approve REBs to review research involving vulnerable groups. The Board is publicly funded. The Director of the REO is appointed by the scientific Director (ratified by the Board). 
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