Statement to CA Senate Health Com, 9 March 05 

CLARK D. HINDERLEIDER, M.D., Ph.D.

Good afternoon.  I sincerely appreciate the Committee’s allowing me to make this statement.

Prior to December 1946 there were no written principles of research in the United States or 

elsewhere.  In that month Andrew Ivy, the medical advisor to the Nuremberg prosecution at the 

Doctors’ Trial,  presented his document, “Principles of Ethics Concerning Experimentation with 

Human Beings,” to AMA House of Delegates, which adopted it.  He said these commonsense principles mirrored the understanding shared by those in the medical community.

In August 1947, the judges he advised formulated The Nuremberg Code, based partially on memoranda from Leo Alexander, a chief prosecutor.  This document dealt, first and foremost, with the details of a legal and valid consent, established the humanitarian nature and purpose of the experiment and the scientific integrity and obligations of the investigator to the welfare of the subject.  The key contribution of the Nuremberg precepts was to merge Hippocratic ethics and the protection of human rights into a single code.

The World Medical Association first promulgated its Declaration of Helsinki in 1964 and, responding to the advances in medical research and technology,  has issued various revisions, the last being in 2004 at its Tokyo meeting.

Both the Nuremberg Code and the Declaration of Helsinki served as models for current US federal regulations which require not only the informed consent of subjects but also prior peer review of research protocols by a committee—the institutional review board—which includes a representative of the community.  The Nuremberg Code focuses on the human rights of research subjects, the Declaration of Helsinki on the obligations of the investigators to these participants and the federal regulations emphasize the duties of the research institutions receiving federal funds.  By insisting that investigators alone cannot set rules for the ethical conduct of research even when guided by beneficence and Hippocratic ethos, a binding human rights perspective was adopted.

In June 1966 Henry Beecher, a renowned researcher at Harvard Medical School, published in the New England Journal of Medicine his analysis of “Ethics and Clinical Research.”  The article was short, technical and aimed at the professional.  However, its indictment of the contemporary research ethics was so compelling that it brought into existence an entirely new set of rules.  On the basis of this review and subsequent investigation revealing unethical behavior and conflicts of interest, James Shannon, then Director of the National Institutes of Health, issued new guidelines governing all federally-funded research in July, 1966, which have been defined and refined since that time, most recently on 1 Feb 05.   On 30 August 1966, the Federal Drug Agency published its “Statement on Policy Concerning the Use of Investigational New Drugs on Humans.”

In 1974, the US Congress, responding to changing attitudes of the public regarding medical research, created the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research.   On 18 April 1979 The Belmont Report [Ethical Principles and Guidelines for the Protection of Human Subjects of Research] was published in the Federal Register.  It is one of the most influential documents in the field of bioethics: a statement of the basic ethical precepts that would assist in resolving problems that may arise in the conduct of such research.  It enumerated the principles of respect for persons, beneficence and justice and their applications in informed consent, assessment of risk and benefits and selection of subjects.

It also examined the boundaries between biomedical or behavioral research and the accepted and routine practice of medicine, also addressed in the Declaration of Helsinki.

The Code of Federal Regulations (CFR) is a collection of rules issued by agencies of the federal 

government.  Title 45 of the CFR covers the Department of Health and Human Services.  Part 46 covers research on human subjects and mandates oversight by an IRB, dating from 1981.  The NIH Office for Human Research Protection establishes criteria for and approves assurances of compliance for the protection of human subjects with institutions engaged in HHS-conducted or –supported investigations and can do the same  in the international arena.  The International Conference on Harmonisation (ICH) is a further example of international oversight bring together the regulatory authorities of Europe, Japan and the United States to promote a more economical use of human, animal, and material resources in the pharmaceutical industry and to maintain safeguards on quality, safety and efficacy, and regulatory obligations to protect public health.  The protections of 45CFR46 became known as the Common Rule after adoption in 1991 by all federal agencies conducting research with human subjects.  Subpart A deals with the basic policies for human subjects’ protection.  Subpart B relates to research on viable fetuses, pregnant women and human IVF.  Subpart C pertains to studies involving prisoners while Subpart D describes special requirements for experiments involving children.   The Institute of Medicine issued a report The Ethical Conduct of Research Involving Children, on 26 March 2004.

The prescriptions in the Belmont Report have served well, but ethical controversies continue to surface; most recently in challenges related to fulfilling two other ethical ideals—scientific 

integrity and fidelity.  Scientific integrity can be characterized as a commitment to truthfulness, to personal accountability and to exacting adherence to standards of professional conduct; while fidelity can be defined as abiding to that commitment.  The Institute of Medicine, one of the National Academies, addressed these in two position papers: “Integrity in Scientific Research: Creating a Climate that Promotes Responsible Conduct,” released on 15 July 02; the second, “Responsible Research: A Systems Approach to Protecting Research Participants,” on 2 Oct 02.  

The former called for broader federal oversight to ensure that all people who take part in research studies, regardless of whether they are funded privately or publicly, have all the necessary protections.  The second stated that promulgation of and adherence to policies and procedures and institutional assessment are needed to evaluate and to improve continually integrity in research. 

On 1 Feb 05 the NIH Director put in place stringent rules regarding conflicts of interests by its staff as a result of a blue ribbon panel enquiry.  

Finally, there are other functioning Institutes as the McGowan at University of Pittsburgh School of School of Medicine and the Wake Forest Institute whose experience and lessons may be studied.   [Both have egg donor programs]  

The Act establishes the Independent Citizens’ Oversight Committee (ICOC) to govern the Institute of Regenerative Medicine and specifically mandates in various sections, principally 125290.35 and 125290.55, methodology and content so that the ICOC can develop its own scientific and medical accountability standards.  There is ample and varied information from which to draw, and the Act includes reference to NIH (in place 1 Jan 03) standards with modifications to adapt to the mission and intent of the Institute.   The language in these citations is quite exact and does not suggest de novo creation but a refinement for this particular institute.  Because there are several fields of expertise and disciplines being conjoined in this effort, it is quite important that a reasonable flexibility be granted in the implementation of common principles.  The intent is to combine the shared wisdom and precepts without imposing one disciplinary perspective on others.  It is evident to the cognizant observer that there is a  large body  of appropriate knowledge from which this California Institute can formulate its standards to exacting specificity.  One notes, parenthetically, that some criticism comes from those who proclaim their support for stem cell research, but an examination of the written and spoken record shows no such endorsement of either the science or practice of such research.  This lack may tend, thereby, to blunt the thrust of this opposition.  

I ask the Committee to advise ICOC to proceed in a timely fashion through its assigned tasks.  In the words of the Institute’s of Medicine report on “Stem Cells and the Future of Regenerative Medicine”: Human stem cell research that is publicly funded and conducted under

established standards of balanced open scientific exchange, peer review and public oversight offers the most efficient and responsible means to fulfill the promise of stem cells to meet the need for regenerative medical therapies.
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