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THE NUREMBERG CODE

1.
The voluntary consent of the human subject is absolutely essential. 


This means that the person involved should have legal capacity to give consent; should be so situated as to be able to exercise free power of choice, without the intervention of any element of force, fraud, deceit, duress, over-reaching, or other ulterior form of constraint or coercion; and should have sufficient knowledge and comprehension of the elements of the subject matter involved as to enable him to make an understanding and enlightened decision. This latter element requires that before the acceptance of an affirmative decision by the experimental subject there should be made known to him the nature, duration, and purpose of the experiment; the method and means by which it is to be conducted; all inconveniences and hazards reasonably to be expected; and the effects upon his health or person which may possibly come from his participation in the experiment.


The duty and responsibility for ascertaining the quality of the consent rests upon each individual, who initiates, directs or engages in the experiment. It is a personal duty and responsibility, which may not be delegated to another with impunity.

2. The experiment should be such as to yield fruitful results for the good of society,

unprocurable by other methods or means of study, and not random and unnecessary in nature. 

3. The experiment should be so designed and based on the results of animal experimentation

and a knowledge of the natural history of the disease or other problem under study that the anticipated results will justify the performance of the experiment. 

4.
The experiment should be so conducted as to avoid all unnecessary physical and mental suffering and injury. 

5. No experiment should be conducted where there is a prior reason to believe that death or

disabling injury will occur; except, perhaps, in those experiments where the experimental physicians also serve as subjects. 

6.
The degree of risk to be taken should never exceed that determined by the humanitarian importance of the problem to be solved by the experiment. 

7. Proper preparations should be made and adequate facilities provided to protect the

experimental subject against even remote possibilities of injury, disability, or death. 

8. The experiment should be conducted only by scientifically qualified persons. The highest

degree of skill and care should be required through all stages of the experiment of those who conduct or engage in the experiment. 

9. During the course of the experiment the human subject should be at liberty to bring the

experiment to an end if  he has reached the physical or mental state where continuation of the experiment seemed to him to be impossible. 

10. During the course of the experiment the scientist in charge must be prepared to terminate the

experiment at any stage, if he has probably [sic] cause to believe, in the exercise of  the good faith, superior skill and careful judgment required of him that a continuation of the experiment is likely to result in injury, disability, or death to the experimental subject.

WORLD MEDICAL ASSOCIATION

DECLARATION OF HELSINKI

Adopted by the 18th World Medical Assembly

Helsinki, Finland, June 1964

and amended by the

29th World Medical Assembly

Tokyo, Japan, October 1975

35th World Medical Assembly

Venice, Italy, October 1983

and the

41st World Medical Assembly

Hong Kong, September 1989

Introduction

It is the mission of the physician to safeguard the health of the people. His or her knowledge and conscience are dedicated to the fulfillment of this mission.

The Declaration of Geneva of the World Medical Assembly binds the physician with the words, "The health of my patient will be my first consideration," and the International Code of Medical Ethics declares that, "A physician shall act only in the patient's interest when providing medical care which might have the effect of weakening the physical and mental condition of the patient."

The purpose of biomedical research involving human subjects must be to improve diagnostic, therapeutic and prophylactic procedures and the understanding of the etiology and pathogenesis of disease.

In current medical practice most diagnostic, therapeutic or prophylactic procedures involve hazards. This applies especially to biomedical research.

Medical progress is based on research, which ultimately must rest in part on experimentation involving human subjects.

In the field of biomedical research a fundamental distinction must be recognized between medical research in which the aim is essentially diagnostic or therapeutic for a patient, and medical research, the essential object of which is purely scientific and without implying direct diagnostic or therapeutic value to the person subjected to the research.

Special caution must be exercised in the conduct of research, which may affect the environment, and the welfare of animals used for research must be respected.

Because it is essential that the results of laboratory experiments be applied to human beings to further scientific knowledge and to help suffering humanity, the World Medical Association has prepared the following recommendations as a guide to every physician in biomedical research involving human subjects.  They should be kept under review in the future.  It must be stressed that the standards as drafted are only a guide to physicians all over the world.  Physicians are not relieved from criminal, civil and ethical responsibilities under the laws of their own countries.

I. Basic principles

1. Biomedical research involving human subjects must conform to generally accepted scientific

principles and should be based on adequately performed laboratory and animal experimentation and on a thorough knowledge of the scientific literature. 

2. The design and performance of each experimental procedure involving human subjects 

should be clearly formulated in an experimental protocol which should be transmitted for consideration, comment and guidance to a specially appointed committee independent of the investigator and the sponsor provided that this independent committee is in conformity with the laws and regulations of the country in which the research experiment is performed. 

3.   Biomedical research involving human subjects should be conducted only by scientifically qualified persons and under the supervision of a clinically competent medical person.  The responsibility for the human subject must always rest with a medically qualified person and never rest on the subject of the research, even though the subject has given his or her consent. 

4.   Biomedical research involving human subjects cannot legitimately be carried out unless the importance of the objective is in proportion to the inherent risk to the subject. 

5.   Every biomedical research project involving human subjects should be preceded by careful assessment of predictable risks in comparison with foreseeable benefits to the subject or to others. Concern for the interests of the subject must always prevail over the interests of science and society. 

6.  The right of the research subject to safeguards his or her integrity must always be respected. Every precaution should be taken to respect the privacy of the subject and to minimize the impact of the study on the subject's physical and mental integrity and on the personality of the subject. 

7.  Physicians should abstain from engaging in research projects involving human subjects unless they are satisfied that the hazards involved are believed to be predictable.  Physicians should cease any investigation if the hazards are found to outweigh the potential benefits. 

8.  In publication of the results of his or her research, the physician is obliged to preserve the accuracy of the results.  Reports of experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication. 

9.  In any research on human beings, each potential subject must be adequately informed of the aims, methods, anticipated benefits and potential hazards of the study and the discomfort it may entail.  He or she should be informed that he or she is a liberty to abstain from participation in the study and that he or she is free to withdraw his or her consent to participation at any time.  The physician should then obtain the subject's freely given informed consent, preferably in writing. 

10.  When obtaining informed consent for the research project the physician should be particularly cautious if the subject is in a dependent relationship to him or her or may consent under duress. In that case the informed consent should be obtained by a physician who is not engaged in the investigation and who is completely independent of this official relationship. 

11.  In case of legal incompetence, informed consent should be obtained from the legal guardian in accordance with national legislation. Where physical or mental incapacity makes it impossible to obtain informed consent, or when the subject is a minor, permission from the responsible relative replaces that of the subject in accordance with national legislation. 

Whenever the minor child is in fact able to give a consent, the minor's consent must be obtained in addition to the consent of the minor's legal guardian.

12.  The research protocol should always contain a statement of the ethical considerations involved and should indicate that the principles enunciated in the present Declaration are complied with.

II. Medical research combined with clinical care

(Clinical research)

1.  In the treatment of the sick person, the physician must be free to use a new diagnostic and therapeutic measure, if in his or her judgment it offers hope of saving life, reestablishing health or alleviating suffering. 

2.  The potential benefits, hazards and discomfort of a new method should be weighed against the advantages of the best current diagnostic and therapeutic methods. 

3.  In any medical study, every patient - including those of a control group, if any—should be assured of the best-proven diagnostic and therapeutic method. 

4.  The refusal of the patient to participate in a study must never interfere with the physician-patient relationship. 

5.  If the physician considers it essential not to obtain informed consent, the specific reasons for this proposal should be stated in the experimental protocol for transmission to the independent committee (I, 2). 

6.  The physician can combine medical research with professional care, the objective being the acquisition of new medical knowledge, only to the extent that medical research is justified by its potential diagnostic or therapeutic value for the patient.

III. Non-therapeutic biomedical research involving human subjects 

(Non-clinical biomedical research)

1. In the purely scientific application of medical research carried out on a human being, it is the 

duty of the physician to remain the protector of the life and health of that person on whom biomedical research is being carried out. 

2.  The subjects should be volunteers--either healthy persons or patients for whom the experimental design is not related to the patient's illness. 

3.  The investigator or the investigating team should discontinue the research if in his/her or their judgment it may, if continued, be harmful to the individual. 

4.  In research on man, the interest of science and society should never take precedence over considerations related to the well being of the subject.

The Belmont Report

Ethical Principles and Guidelines for the Protection of Human

Subjects of Research

The National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research

April 18, 1979

AGENCY: Department of Health, Education, and Welfare. 

ACTION: Notice of Report for Public Comment. 

SUMMARY: On July 12, 1974, the National Research Act (Pub. L. 93-348) was signed into law, there-by creating the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. One of the charges to the Commission was to identify the basic ethical principles that should underlie the conduct of biomedical and behavioral research involving human subjects and to develop guidelines which should be followed to assure that such research is conducted in accordance with those principles.  In carrying out the above, the Commission was directed to consider: 

(i).
the boundaries between biomedical and behavioral research and the accepted and routine practice of medicine, 

(ii).
the role of assessment of risk-benefit criteria in the determination of the appropriateness of research  involving human subjects,

(iii).
appropriate guidelines for the selection of human subjects for participation in such research and 

(iv).
the nature and definition of informed consent in various research settings. 

The Belmont Report attempts to summarize the basic ethical principles identified by the Commission in the course of its deliberations.  It is the outgrowth of an intensive four-day period of discussions that were held in February 1976 at the Smithsonian Institution's Belmont Conference Center supplemented by the monthly deliberations of the Commission that were held over a period of nearly four years.  It is a statement of basic ethical principles and guidelines that should assist in resolving the ethical problems that surround the conduct of research with human subjects.  By publishing the Report in the Federal Register, and providing reprints upon request, the Secretary intends that it may be made readily available to scientists, members of Institutional Review Boards, and Federal employees.  The two-volume Appendix, containing the lengthy reports of experts and specialists who assisted the Commission in fulfilling this part of its charge, is available as DHEW Publication No. (OS) 78-0013 and No. (OS) 78-0014, for sale by the Superintendent of Documents, U.S. Government Printing Office, Washington, D.C. 20402. 

Unlike most other reports of the Commission, the Belmont Report does not make specific recommendations for administrative action by the Secretary of Health, Education, and Welfare.  Rather, the Commission recommended that the Belmont Report be adopted in its entirety, as a statement of the Department's policy. The Department requests public comment on this recommendation.

National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research
Members of the Commission

Kenneth John Ryan, M.D., Chairman, Chief of Staff, Boston Hospital for Women. 

Joseph V. Brady, Ph.D., Professor of Behavioral Biology, Johns Hopkins University. 

Robert E. Cooke, M.D., President, Medical College of Pennsylvania. 

Dorothy I. Height, President, National Council of Negro Women, Inc. 

Albert R. Jonsen, Ph.D., Associate Professor of Bioethics, University of California at San Francisco. 

Patricia King, J.D., Associate Professor of Law, Georgetown University Law Center. 

Karen Lebacqz, Ph.D., Associate Professor of Christian Ethics, Pacific School of Religion. 

*** David W. Louisell, J.D., Professor of Law, University of California at Berkeley. 

Donald W. Seldin, M.D., Professor and Chairman, Department of Internal Medicine, University of Texas at Dallas. 

Eliot Stellar, Ph.D., Provost of the University and Professor of Physiological Psychology, University of Pennsylvania. 

*** Robert H. Turtle, LL.B., Attorney, VomBaur, Coburn, Simmons & Turtle, Washington, D.C.

*** Deceased. 

Table of Contents

Ethical Principles and Guidelines for Research Involving Human Subjects 

A.
Boundaries Between Practice and Research

B.
Basic Ethical Principles

1.
Respect for Persons 

2.
Beneficence 

3.
Justice

C.
Applications

1.
Informed Consent 

2.
Assessment of Risk and Benefits 

3.
Selection of Subjects 

Ethical Principles & Guidelines for Research Involving Human Subjects

Scientific research has produced substantial social benefits.  It has also posed some troubling ethical questions. Public attention was drawn to these questions by reported abuses of human subjects in biomedical experiments, especially during the Second World War.  During the Nuremberg War Crime Trials, the Nuremberg code was drafted as a set of standards for judging physicians and scientists who had conducted biomedical experiments on concentration camp prisoners.  This code became the prototype of many later codes(1) intended to assure that research involving human subjects would be carried out in an ethical manner. 

The codes consist of rules, some general, others specific, that guide the investigators or the reviewers of research in their work. Such rules often are inadequate to cover complex situations; at times they come into conflict, and they are frequently difficult to interpret or apply.  Broader ethical principles will provide a basis on which specific rules may be formulated, criticized and interpreted. 

Three principles, or general prescriptive judgments, that are relevant to research involving human subjects are identified in this statement.  Other principles may also be relevant.  These three are comprehensive, however, and are stated at a level of generalization that should assist scientists, subjects, reviewers and interested citizens to understand the ethical issues inherent in research involving human subjects.  These principles cannot always be applied so as to resolve beyond dispute particular ethical problems.  The objective is to provide an analytical framework that will guide the resolution of ethical problems arising from research involving human subjects.

This statement consists of a distinction between research and practice, a discussion of the three basic ethical principles, and remarks about the application of these principles.

Part A: Boundaries Between Practice & Research

A.
Boundaries Between Practice and Research 

It is important to distinguish between biomedical and behavioral research, on the one hand, and the practice of accepted therapy on the other, in order to know what activities ought to undergo review for the protection of human subjects of research.  The distinction between research and practice is blurred partly because both often occur together (as in research designed to evaluate a therapy) and partly because notable departures from standard practice are often called "experimental" when "research" are not carefully defined. 

For the most part, the term "practice" refers to interventions that are designed solely to enhance the well-being of an individual patient or client and that have a reasonable expectation of success.  The purpose of medical or behavioral practice is to provide diagnosis, preventive treatment or therapy to particular individuals.(2)  By contrast, the term "research' designates an activity designed to test an hypothesis, permit conclusions to be drawn, and thereby to develop or contribute to generalizable knowledge (expressed, for example, in theories, principles, and statements of relationships).  Research is usually described in a formal protocol that sets forth an objective and a set of procedures designed to reach that objective. 

When a clinician departs in a significant way from standard or accepted practice, the innovation does not, in and of itself, constitute research.  The fact that a procedure is "experimental," in the sense of new, untested or different, does not automatically place it in the category of research.  Radically new procedures of this description should, however, be made the object of formal research at an early stage in order to determine whether they are safe and effective.  Thus, it is the responsibility of medical practice committees, for example, to insist that a major innovation be incorporated into a formal research project.(3) 

Research and practice may be carried on together when research is designed to evaluate the safety and efficacy of a therapy.  This need not cause any confusion regarding whether or not the activity requires review; the general rule is that if there is any element of research in an activity, that activity should undergo review for the protection of human subjects.

Part B: Basic Ethical Principles

B.
Basic Ethical Principles 

The expression "basic ethical principles" refers to those general judgments that serve as a basic justification for the many particular ethical prescriptions and evaluations of human actions.  Three basic principles, among those generally accepted in our cultural tradition, are particularly relevant to the ethics of research involving human subjects: the principles of respect of persons, beneficence and justice. 

1.
Respect for Persons.

Respect for persons incorporates at least two ethical convictions: first that individuals should be treated as autonomous agents, and second, those persons with diminished autonomy are entitled to protection.  The principle of respect for persons thus divides into two separate moral requirements: the requirement to acknowledge autonomy and the requirement to protect those with diminished autonomy. 

An autonomous person is an individual capable of deliberation about personal goals and of acting under the direction of such deliberation.  To respect autonomy is to give weight to autonomous persons' considered opinions and choices while refraining from obstructing their actions unless they are clearly detrimental to others.  To show lack of respect for an autonomous agent is to repudiate that person's considered judgments, to deny an individual the freedom to act on those considered judgments, or to withhold information necessary to make a considered judgment, when there are no compelling reasons to do so. 

However, not every human being is capable of self-determination.  The capacity for self-determination matures during an individual's life, and some individuals lose this capacity wholly or in part because of illness, mental disability, or circumstances that severely restrict liberty.  Respect for the immature and the incapacitated may require protecting them as they mature or while they are incapacitated. 

Some persons are in need of extensive protection, even to the point of excluding them from activities which may harm them; other persons require little protection beyond making sure they undertake activities freely and with awareness of possible adverse consequence.  The extent of protection afforded should depend upon the risk of harm and the likelihood of benefit.  The judgment that any individual lacks autonomy should be periodically reevaluated and will vary in different situations. 

In most cases of research involving human subjects, respect for persons demands that subjects enter into the research voluntarily and with adequate information. In some situations, however, application of the principle is not obvious. The involvement of prisoners as subjects of research provides an instructive example. On the one hand, it would seem that the principle of respect for persons requires that prisoners not be deprived of the opportunity to volunteer for research.  On the other hand, under prison conditions they may be subtly coerced or unduly influenced to engage in research activities for which they would not otherwise volunteer.  Respect for persons would then dictate that prisoners be protected. Whether to allow prisoners to "volunteer" or to "protect" them presents a dilemma. Respecting persons, in most hard cases, is often a matter of balancing competing claims urged by the principle of respect itself. 

2.
Beneficence. 

Persons are treated in an ethical manner not only by respecting their decisions and protecting them from harm, but also by making efforts to secure their well-being.  Such treatment falls under the principle of beneficence. The term "beneficence" is often understood to cover acts of kindness or charity that go beyond strict obligation.  In this document, beneficence is understood in a stronger sense, as an obligation.  Two general rules have been formulated as complementary expressions of beneficent actions in this sense: 

(1).
do not harm and 

(2).
maximize possible benefits and minimize possible harms. 

The Hippocratic maxim "do no harm" has long been a fundamental principle of medical ethics.  Claude Bernard extended it to the realm of research, saying that one should not injure one person regardless of the benefits that might come to others.  However, even avoiding harm requires learning what is harmful; and, in the process of obtaining this information, persons may be exposed to risk of harm.  Further, the Hippocratic Oath requires physicians to benefit their patients "according to their best judgment."  Learning what will in fact benefit may require exposing persons to risk.  The problem posed by these imperatives is to decide when it is justifiable to seek certain benefits despite the risks involved, and when the benefits should be foregone because of the risks. 

The obligations of beneficence affect both individual investigators and society at large, because they extend both to particular research projects and to the entire enterprise of research.  In the case of particular projects, investigators and members of their institutions are obliged to give forethought to the maximization of benefits and the reduction of risk that might occur from the research investigation. In the case of scientific research in general, members of the larger society are obliged to recognize the longer term benefits and risks that may result from the improvement of knowledge and from the development of novel medical, psychotherapeutic, and social procedures.

The principle of beneficence often occupies a well-defined justifying role in many areas of research involving human subjects.  An example is found in research involving children.  Effective ways of treating childhood diseases and fostering healthy development are benefits that serve to justify research involving children -- even when individual research subjects are not direct beneficiaries. Research also makes it possible to avoid the harm that may result from the application of previously accepted routine practices that on closer investigation turn out to be dangerous.  But the role of the principle of beneficence is not always so unambiguous.  A difficult ethical problem remains, for example, about research that presents more than minimal risk without immediate prospect of direct benefit to the children involved.  Some have argued that such research is inadmissible, while others have pointed out that this limit would rule out much research promising great benefit to children in the future.  Here again, as with all hard cases, the different claims covered by the principle of beneficence may come into conflict and force difficult choices. 

3.
Justice

Who ought to receive the benefits of research and bear its burdens?  This is a question of justice, in the sense of "fairness in distribution" or "what is deserved."  An injustice occurs when some benefit to which a person is entitled is denied without good reason or when some burden is imposed unduly.  Another way of conceiving the principle of justice is that equals ought to be treated equally.  However, this statement requires explication.  Who is equal and who is unequal?  What considerations justify departure from equal distribution?  Almost all commentators allow that distinctions based on experience, age, deprivation, competence, merit and position do sometimes constitute criteria justifying differential treatment for certain purposes.  It is necessary, then, to explain in what respects people should be treated equally.  There are several widely accepted formulations of just ways to distribute burdens and benefits.  Each formulation mentions some relevant property on the basis of which burdens and benefits should be distributed. These formulations are 

(1).
to each person an equal share,

(2).
to each person according to individual need,

(3).
to each person according to individual effort, 

(4).
to  each person according to societal contribution, and 

(5).
to each person according to merit. 

Questions of justice have long been associated with social practices such as punishment, taxation and political representation.  Until recently these questions have not generally been associated with scientific research.  However, they are foreshadowed even in the earliest reflections on the ethics of research involving human subjects.  For example, during the 19th and early 20th centuries the burdens of serving as research subjects fell largely upon poor ward patients, while the benefits of improved medical care flowed primarily to private patients. Subsequently, the exploitation of unwilling prisoners as research subjects in Nazi concentration camps was condemned as a particularly flagrant injustice. In this country, in the 1940's, the Tuskegee syphilis study used disadvantaged, rural black men to study the untreated course of a disease that is by no means confined to that population.  These subjects were deprived of demonstrably effective treatment in order not to interrupt the project, long after such treatment

became generally available. 

Against this historical background, it can be seen how conceptions of justice are relevant to research involving human subjects.  For example, the selection of research subjects needs to be scrutinized in order to determine whether some classes (e.g., welfare patients, particular racial and ethnic minorities, or persons confined to institutions) are being systematically selected imply because of their easy availability, their compromised position, or their manipulability, rather than for reasons directly related to the problem being studied.  Finally, whenever research supported by public funds leads to the development of therapeutic devices and procedures, justice demands both that these not provide advantages only to those who can afford them and that such research should not unduly involve persons from groups unlikely to be among the beneficiaries of subsequent applications of the research.

Part C: Applications

C.
Applications 

Applications of the general principles to the conduct of research leads to consideration of the following requirements: informed consent, risk/benefit assessment, and the selection of subjects of research. 

1. Informed Consent.

Respect for persons requires that subjects, to the degree that they are capable, be given the opportunity to choose what shall or shall not happen to them.  This opportunity is provided when adequate standards for informed consent are satisfied. 

While the importance of informed consent is unquestioned, controversy prevails over the nature and possibility of an informed consent.  Nonetheless, there is widespread agreement that the consent process can be analyzed as containing three elements: information, comprehension and voluntariness. 

Information.  Most codes of research establish specific items for disclosure intended to assure that subjects are given sufficient information.  These items generally include: the research procedure, their purposes, risks and anticipated benefits, alternative procedures (where therapy is involved), and a statement offering the subject the opportunity to ask questions and to withdraw at any time from the research.  Additional items have been proposed, including how subjects are selected, the person responsible for the research, etc. 

However, a simple listing of items does not answer the question of what the standard should be for judging how much and what sort of information should be provided.  One standard frequently invoked in medical practice, namely the information commonly provided by practitioners in the field or in the locale, is inadequate since research takes place precisely when a common understanding does not exist.  Another standard, currently popular in malpractice law, requires the practitioner to reveal the information that reasonable persons would wish to know in order to make a decision regarding their care.  This, too, seems  insufficient since the research subject, being in essence a volunteer, may wish to know considerably more about risks gratuitously undertaken than do patients who deliver themselves into the hand of a clinician for needed care.  It may be that a standard of "the reasonable volunteer" should be proposed: the extent and nature of information should be such that when some direct benefit to them is anticipated, the subjects should understand clearly the range of risk and the voluntary nature of participation. 

A special problem of consent arises where informing subjects of some pertinent aspect of the research is likely to impair the validity of the research.  In many cases, it is sufficient to indicate to subjects that they are being invited to participate in research of which some features will not be revealed until the research is concluded. In all cases of research involving incomplete disclosure, such research is justified only if it is clear that

(1).
incomplete disclosure is truly necessary to accomplish the goals of the research,

(2).
there are no undisclosed risks to subjects that are more than minimal, and 

(3).
there is an adequate plan for debriefing subjects, when appropriate, and for 

dissemination of research results to them.

Information about risks should never be withheld for the purpose of eliciting the cooperation of subjects, and truthful answers should always be given to direct questions about the research.  Care should be taken to distinguish cases in which disclosure would destroy or invalidate the research from cases in which disclosure would simply inconvenience the investigator. 

Comprehension.  The manner and context in which information is conveyed is as important as the information itself. For example, presenting information in a disorganized and rapid fashion, allowing too little time for consideration or curtailing opportunities for questioning, all may adversely affect a subject's ability to make an informed choice. 

Because the subject's ability to understand is a function of intelligence, rationality, maturity and language, it is necessary to adapt the presentation of the information to the subject's capacities.  Investigators are responsible for ascertaining that the subject has comprehended the information.  While there is always an obligation to ascertain that the information about risk to subjects is complete and adequately comprehended, when the risks are more serious, that obligation increases. On occasion, it may be suitable to give some oral or written tests of comprehension. 

Special provision may need to be made when comprehension is severely limited -- for example, by conditions of immaturity or mental disability.  Each class of subjects that one might consider as incompetent (e.g., infants and young children, mentally disable patients, the terminally ill and the comatose) should be considered on its own terms.  Even for these persons, however, respect requires giving them the opportunity to choose to the extent they are able, whether or not to participate in research.  The objections of these subjects to involvement should be honored, unless the research entails providing them a therapy unavailable elsewhere.  Respect for persons also requires seeking the permission of other parties in order to protect the subjects from harm.  Such persons are thus respected both by acknowledging their own wishes and by the use of third parties to protect them from harm. 

The third parties chosen should be those who are most likely to understand the incompetent subject's situation and to act in that person's best interest.  The person authorized to act on behalf of the subject should be given an opportunity to observe the research as it proceeds in order to be able to withdraw the subject from the research, if such action appears in the subject's best interest. 

Voluntariness.  An agreement to participate in research constitutes a valid consent only if voluntarily given.  This element of informed consent requires conditions free of coercion and undue influence. Coercion occurs when an overt threat of harm is intentionally presented by one person to another in order to obtain compliance.  Undue influence, by contrast, occurs through an offer of an excessive, unwarranted, inappropriate or improper reward or other overture in order to obtain compliance.  Also, inducements that would ordinarily be acceptable may become undue influences if the subject is especially vulnerable. 

Unjustifiable pressures usually occur when persons in positions of authority or commanding influence -- especially where possible sanctions are involved -- urge a course of action for a subject.  A continuum of such influencing factors exists, however, and it is impossible to state precisely where justifiable persuasion ends and undue influence begins.  But undue influence would include actions such as manipulating a person's choice through the controlling influence of a close relative and threatening to withdraw health services to which an individual would otherwise be entitle. 

2. Assessment of Risks and Benefits.

The assessment of risks and benefits requires a careful arrayal of relevant data, including, in some cases, alternative ways of obtaining the benefits sought in the research.  Thus, the assessment presents both an opportunity and a responsibility to gather systematic and comprehensive information about proposed research.  For the investigator, it is a means to examine whether the proposed research is properly designed.  For a review committee, it is a method for determining whether the risks that will be presented to subjects are justified.  For prospective subjects, the assessment will assist the determination whether or not to participate. 

The Nature and Scope of Risks and Benefits.  The requirement that research be justified on the basis of a favorable risk/benefit assessment bears a close relation to the principle of beneficence, just as the moral requirement that informed consent be obtained is derived primarily from the principle of respect for persons.  The term "risk" refers to a possibility that harm may occur.  However, when expressions such as "small risk" or "high risk" are used, they usually refer (often ambiguously) both to the chance (probability) of experiencing a harm and the severity (magnitude) of the envisioned harm. 

The term "benefit" is used in the research context to refer to something of positive value related to health or welfare.  Unlike, "risk," "benefit" is not a term that expresses probabilities.  Risk is perly contrasted to probability of benefits, and benefits are properly contrasted with harms rather than risks of harm.  Accordingly, so-called risk/benefit assessments are concerned with the probabilities and magnitudes of possible harm and anticipated benefits.  Many kinds of possible harms and benefits need to be taken into account.  There are, for example, risks of psychological harm, physical harm, legal harm, social harm and economic harm and the corresponding benefits.  While the most likely types of harms to research subjects are those of psychological or physical pain or injury, other possible kinds should not be overlooked. 

Risks and benefits of research may affect the individual subjects, the families of the individual subjects, and society at large (or special groups of subjects in society).  Previous codes and Federal regulations have required that risks to subjects be outweighed by the sum of both the anticipated benefit to the subject, if any, and the anticipated benefit to society in the form of knowledge to be gained from the research. In balancing these different elements, the risks and benefits affecting the immediate research subject will normally carry special weight.  On the other hand, interests other than those of the subject may on some occasions be sufficient by themselves to justify the risks involved in the research, so long as the subjects' rights have been protected.  Beneficence thus requires that we protect against risk of harm to subjects and also that we be concerned about the loss of the substantial benefits that might be gained from research. 

The Systematic Assessment of Risks and Benefits.  It is commonly said that benefits and risks must be "balanced" and shown to be "in a favorable ratio."  The metaphorical character of these terms draws attention to the difficulty of making precise judgments.  Only on rare occasions will quantitative techniques be available for the scrutiny of research protocols.  However, the idea of systematic, nonarbitrary analysis of risks and benefits should be emulated insofar as possible.  This ideal requires those making decisions about the justifiability of research to be thorough in the accumulation and assessment of information about all aspects of the research, and to consider alternatives systematically.  This procedure renders the assessment of research more rigorous and precise, while making communication between review board members and investigators less subject to misinterpretation, misinformation and conflicting judgments.  Thus, there should first be a determination of the validity of the presuppositions of the research; then the nature, probability and magnitude of risk should be distinguished with as much clarity as possible.  The method of ascertaining risks should be explicit, especially where there is no alternative to the use of such vague categories as small or slight risk.  It should also be determined whether an investigator's estimates of the probability of harm or benefits are reasonable, as judged by known facts or other available studies. 

Finally, assessment of the justifiability of research should reflect at least the following considerations:

(i).
      Brutal or inhumane treatment of human subjects is never morally justified.

(ii).
Risks should be reduced to those necessary to achieve the research objective.  It should be determined whether it is in fact necessary to use human subjects at all.  Risk can perhaps never be entirely eliminated, but it can often be reduced by careful attention to alternative procedures.

(iii).
When research involves significant risk of serious impairment, review committees should be extraordinarily insistent on the justification of the risk (looking usually to the likelihood of benefit to the subject -- or, in some rare cases, to the manifest voluntariness of the participation).

(iv).
When vulnerable populations are involved in research, the appropriateness of involving them should itself be demonstrated.  A number of variables go into such judgments, including the nature and degree of risk, the condition of the particular population involved, and the nature and level of the anticipated benefits.

(v).
Relevant risks and benefits must be thoroughly arrayed in documents and procedures used in the informed consent process. 

3. Selection of Subjects.

Just as the principle of respect for persons finds expression in the requirements for consent, and the principle of beneficence in risk/benefit assessment, the principle of justice gives rise to moral requirements that there be fair procedures and outcomes in the selection of research subjects. 

Justice is relevant to the selection of subjects of research at two levels: the social and the individual. Individual justice in the selection of subjects would require that researchers exhibit fairness: thus, they should not offer potentially beneficial research only to some patients who are in their favor or select only "undesirable" persons for risky research.  Social justice requires that distinction be drawn between classes of subjects that ought, and ought not, to participate in any particular kind of research, based on the ability of members of that class to bear burdens and on the appropriateness of placing further burdens on already burdened persons.  Thus, it can be considered a matter of social justice that there is an order of preference in the selection of classes of subjects (e.g., adults before children) and that some classes of potential subjects (e.g., the institutionalized mentally infirm or prisoners) may be involved as research subjects, if at all, only on certain conditions. 

Injustice may appear in the selection of subjects, even if individual subjects are selected fairly by investigators and treated fairly in the course of research.  Thus injustice arises from social, racial, sexual and cultural biases institutionalized in society.  Thus, even if individual researchers are treating their research subjects fairly, and even if IRBs are taking care to assure that subjects are selected fairly within a particular institution, unjust social patterns may nevertheless appear in the overall distribution of the burdens and benefits of research.  Although individual institutions or investigators may not be able to resolve a problem that is pervasive in their social setting, they can consider distributive justice in selecting research subjects. 

Some populations, especially institutionalized ones, are already burdened in many ways by their infirmities and environments.  When research is proposed that involves risks and does not include a therapeutic component, other less burdened classes of persons should be called upon first to accept these risks of research, except where the research is directly related to the specific conditions of the class involved.  Also, even though public funds for research may often flow in the same directions as public funds for health care, it seems unfair that populations

dependent on public health care constitute a pool of preferred research subjects if more advantaged populations are likely to be the recipients of the benefits. 

One special instance of injustice results from the involvement of vulnerable subjects.  Certain groups, such as racial minorities, the economically disadvantaged, the very sick, and the institutionalized may continually be sought as research subjects, owing to their ready availability in settings where research is conducted.  Given their dependent status and their frequently compromised capacity for free consent, they should be protected against the danger of being involved in research solely for administrative convenience, or because they are easy to manipulate as a result of their illness or socioeconomic condition.

(1).
Since 1945, various codes for the proper and responsible conduct of human experimentation in medical research have been adopted by different organizations.  The best known of these codes are the Nuremberg Code of 1947, the Helsinki Declaration of 1964 (revised in 1975), and the 1971 Guidelines (codified into Federal Regulations in 1974) issued by the U.S. Department of Health, Education, and Welfare Codes for the conduct of social and behavioral research have also been adopted, the best known being that of the American Psychological Association, published in 1973. 

(2).
Although practice usually involves interventions designed solely to enhance the well-being of a particular individual, interventions are sometimes applied to one individual for the enhancement of the well-being of another (e.g., blood donation, skin grafts, organ transplants) or an intervention may have the dual purpose of enhancing the well-being of a particular individual, and, at the same time, providing some benefit to others (e.g., vaccination, which protects both the person who is vaccinated and society generally).  The fact that some forms of practice have elements other than immediate benefit to the individual receiving an intervention, however, should not confuse the general distinction between research and practice.  Even when a procedure applied in practice may benefit some other person, it remains an intervention designed to enhance the well-being of a particular individual or groups of individuals; thus, it is practice and need not be reviewed as research. 

(3).
Because the problems related to social experimentation may differ substantially from those of biomedical and behavioral research, the Commission specifically declines to make any policy determination regarding such research at this time. Rather, the Commission believes that the problem ought to be addressed by one of its successor bodies. 

Multiple Project Assurance of Compliance with DHHS Regulations

for Protection of Human Research Subjects
Walter Reed Army Medical Center, hereinafter known as the "institution" (see Appendix A), hereby gives assurance, as specified below, that it will comply with the Department of Health and Human Services (DHHS) regulations for the protection of human research subjects, 45 CFR Part 46, as amended to include provisions of the Federal Policy for the Protection of Human Subjects (56FR28003) as Subpart A, and as may be further amended during the approval period for this Assurance.

 
PART 1 -  PRINCIPLES, POLICIES, AND APPLICABILITY

I.
Ethical Principles




A.
This institution is guided by the ethical principles regarding all research involving humans as subjects, as set forth in the report of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research (entitled: Ethical Principles and Guidelines for the Protection of Human Subjects of Research [the “Belmont Report”]), regardless of whether the research is subject to Federal regulation or with whom conducted or source of support (i.e., sponsorship).  


B.
All institutional and non-institutional performance sites for this institution, domestic or foreign, will be obligated by this institution to conform to ethical principles which are at least equivalent to those of this institution, as cited in the previous paragraph or as may be determined by the DHHS Secretary.

II.
Institutional Policy


A.
All requirements of Title 45, Part 46, of the Code of Federal Regulations (45 CFR 46) will be met for all applicable DHHS-supported research, and all other human subject research regardless of sponsorship, except as otherwise noted in this Assurance.  Federal (all departments and agencies bound by the Federal Policy) funds for which this Assurance applies may not be expended for research involving human subjects unless the requirements of this Assurance have been satisfied.


B.
Except for those categories specifically exempted or waived under Section 101(b)(1-6) or 101(i), all research covered by this Assurance will be reviewed and approved by an Institutional Review Board (IRB) which has been established under a Multiple Project Assurance (MPA) with OPRR (see Part 1, II, G).  The involvement of human subjects in research covered by this Assurance will not be permitted until an appropriate IRB has reviewed and approved the research protocol and informed consent has been obtained from the subject or the subject’s legal representative (see Sections 111, 116, and 117).  


C.
This institution assures that before human subjects are involved in nonexempt research covered by this Assurance, the IRB(s) will give proper consideration to:



1.
the risks to the subjects,



2.
the anticipated benefits to the subjects and others,



3.
the importance of the knowledge that may reasonably be expected to result, and  



4.
the informed consent process to be employed.


D.
Certification of IRB review and approval for all Federally-sponsored research involving human subjects will be submitted to the Department of Clinical Investigation for forwarding to the appropriate Federal department or agency.  Compliance will occur within the time and in the manner prescribed for forwarding certifications of IRB review to DHHS or other Federal departments or agencies for which this Assurance applies.  As required under Section 119, the IRB will review and recommend approval for involvement of human subjects in Federal research activities for which there was no prior intent for such involvement, but will not permit such involvement until certification of the IRB’s review and approval is received by the appropriate Federal department or agency.  


E.
Institutions that are not direct signatories to this Assurance are not authorized to cite this Assurance.  This institution will ensure that such other institutions and investigators not bound by the provisions of this Assurance for DHHS-sponsored research will satisfactorily assure compliance with 45 CFR 46, as required (see Part 2, I, D and II, K), as a prior condition for involvement in human subject research which is under the auspices of this institution (see Part 1, III, A).  Institutions that have entered into an Inter-Institutional Amendment (IIA) to this Assurance must submit a Single Project Assurance (SPA) to the Office for Protection from Research Risks (OPRR) of DHHS for DHHS-sponsored research, on request, when that research is not conducted under the auspices of a signatory institution to this Assurance. 


F.
This institution will ensure that any of its affiliates materially engaged in the conduct of nonfederally sponsored research involving human subjects will possess mechanisms to protect human research subjects that are at least equivalent to those procedures provided for in the ethical principles to which this institution is committed (see Part 1, I).

G. This institution will comply with the requirements set forth in Section 114 of the regulations regarding cooperative research projects.  When research covered by this Assurance is conducted at or in cooperation with another entity, all provisions of this Assurance remain in effect for that research.  This institution may accept, for the purpose of meeting the IRB review requirements, the review of an IRB established under another DHHS MPA.  Such acceptance must be (a) in writing, (b) approved and signed by an official of this institution’s Department of Clinical Investigation, and (c) approved and signed by correlative officials of each of the other cooperating institutions.  The original of the signed understanding will serve as an addendum to this Assurance and will be forwarded to the OPRR of DHHS by the Department of Clinical Investigation for approval.

H. This institution will exercise appropriate administrative overview to ensure that the institution’s policies and procedures designed for protecting the rights and welfare of human subjects are being effectively applied in compliance with this Assurance.

III.

Applicability

A. Except for research in which the only involvement of humans is in one or more of the

categories exempted or waived under Section 101(b)(1-6) or 101(i), this Assurance applies to all research involving human subjects, and all other activities which even in part involve such research, regardless of sponsorship, if one or more of the following apply:



1.
the research is sponsored by this institution, or 



2.
the research is conducted by or under the direction of any employee or agent of this institution in connection with his or her institutional responsibilities, or                   



3.
the research is conducted by or under the direction of any employee or agent of this institution using any property or facility of this institution, or


4.
the research involves the use of this institution’s non-public information to identify or contact human research subjects or prospective subjects.


B.
All human subject research which is exempt under Section 101(b)(1-6) or 101(i) will be conducted in accordance with: (1) the Belmont Report, (2) this institution’s administrative procedures to ensure valid claims of exemption, and (3) orderly accounting for such activities.


C.
Components of this institution are bound by the provisions of this Assurance.  Those components which can be expected to participate in human subject research sponsored by DHHS or other Federal departments or agencies for which this Assurance will apply are identified in Appendix A.  Appendix A will be revised as changes occur and revisions forwarded to OPRR.


D.
This Assurance must be accepted by other Federal departments or agencies that are bound by the Federal Policy for the Protection of Human Subjects when appropriate for the research in question and therefore applies to all human subject research so sponsored.  Research that is neither conducted nor supported by a Federal department or agency but is subject to regulation as defined in Section 102(e) must be reviewed and approved, in compliance with Sections 101, 102, and 107 through 117.

PART 2 - RESPONSIBILITIES
I.
Institution


A.
This institution acknowledges that it bears full responsibility for the performance of all research involving human subjects, covered by this Assurance, including complying with Federal, state, or local laws as they may relate to such research.


B.
This institution will 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. 


C.
This institution, including all its named components (see Appendix A), acknowledges and accepts its responsibilities for protecting the rights and welfare of human subjects of research covered by this Assurance.


D.
This institution is responsible for acquiring appropriate Assurances or Amendments, when requested, and certifications of IRB review and approval for federally sponsored research from all its standing affiliates (see Appendix B) and Assurances or Agreements for all others, domestic or foreign, which may otherwise become affiliated on a limited basis in such research.  


E.
This institution is responsible for ensuring that no affiliates cooperating in the conduct of federally sponsored research for which this Assurance applies do so without an appropriate assurance of compliance and satisfaction of IRB certification requirements.  


F.
In accordance with the compositional requirements of Section 107, this    institution has established the IRB listed in the attached rosters of primary and alternate members (see Appendix C).  Certain research supported by the U.S. Department of Education will be reviewed in accordance with the requirements of Title 34 CFR Parts 350 and 356 which require that the IRB include one person who is primarily concerned with the welfare of handicapped children or mentally disturbed persons.


G.
This institution will provide both meeting space and sufficient staff to support the IRB’s review and recordkeeping duties.


H.
This institution recognizes that involvement in research activities of any OPRR-recognized Cooperative Protocol Research Programs will involve additional reporting and recordkeeping requirements related to human subject protections. 


I.
This institution is responsible for ensuring that it and all its affiliates comply fully with all applicable Federal policies and guidelines, including those

concerning notification of seropositivity, counseling, and safeguarding confidentiality where research activities directly or indirectly involve the study of human immunodeficiency virus (HIV).

II.
Department of Clinical Investigation [Office of Research Administration (ORA)]


A.
The Department of Clinical Investigation will receive from investigators, through their supervisors, all research protocols which involve human subjects, keep investigators informed of decisions and administrative processing, and return all disapproved protocols to them.


B.
The Department of Clinical Investigation is responsible for reviewing the preliminary determinations of exemption by investigators and supervisors and for making the final determination based on Section 101 of the regulations.  Notice of concurrence for all exempt research will be promptly conveyed in writing to the investigator.  All nonexempt research will be forwarded to the appropriate IRB.  


C.
The Department of Clinical Investigation will make the preliminary determination of eligibility for expedited review procedures (see Section 110).  Expedited review of research activities will not be permitted where full board review is required.  


D.
The Department of Clinical Investigation will review all research (whether exempt or not) and decide whether the institution guidelines permit the research.  If the research is allowable, it will be referred to the IRB for further review.  The outcome of the IRB deliberation will be promptly conveyed to the investigator.  Neither the Department of Clinical Investigation nor any other office of the institution may approve a research activity that has been disapproved by the IRB.


E.
The Department of Clinical Investigation will forward certification of IRB approval of proposed research to the appropriate Federal department or agency only after all IRB-required modifications have been incorporated to the satisfaction of the IRB.


F.
The Department of Clinical Investigation will designate procedures for the retention of signed consent documents for at least three years past completion of the research activity.


G.
The Department of Clinical Investigation will maintain and arrange access for inspection of IRB records as provided for in Section 115.   


H.
The Department of Clinical Investigation is responsible for ensuring constructive communication among the research administrators, department heads, research investigators, clinical care staff, human subjects, and institutional officials as a means of maintaining a high level of awareness regarding the safeguarding of the rights and welfare of the subjects.


I.
The Department of Clinical Investigation will arrange for and document in its records that each individual who conducts or reviews human subject research has first been provided with a copy of this Assurance, as well as with ready access to copies of 45 CFR 46, regulations of other Federal departments or agencies as may apply, the Belmont Report, and all other pertinent Federal policies and guidelines related to the involvement of human subjects in research.


J.
The Department of Clinical Investigation will report promptly to the IRB, appropriate institutional officials, the Office for Protection from Research Risks (OPRR), and any other sponsoring Federal department or agency head:



1.
any injuries to human subjects or other unanticipated problems 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 IRB approval for research.


K.
The Department of Clinical Investigation will ensure (a) solicitation, receipt, and management of all assurances of compliance (whatever the appropriate format), and certifications of IRB review (where appropriate) for all affiliates to this institution (including those listed in Appendix B), and (b) subsequent submission of these documents to the proper authorities as a condition for involvement in human subject research activities sponsored by DHHS or any other Federal department or agency for which this Assurance applies.

L. The Department of Clinical Investigation will ensure that all affiliated performance sites that are not otherwise required to submit assurances of compliance with Federal regulations for the protection of research subjects at least document mechanisms to implement the equivalent of ethical principles to which this institution is committed (see Part 1, I).


M.
When the IRB of this institution accepts responsibility for review of research which is subject to this Assurance and conducted by any independent investigator who is not otherwise subject to the provisions of this Assurance, the Department of Clinical Investigation will obtain and retain an Noninstitutional Investigator Agreement (NIA) to document the investigator’s commitment to abide: (1) by the same requirements for the protection of human research subjects as does this institution and (2) the determinations of the IRB.


N.
The Department of Clinical Investigation assumes responsibility for ensuring conformance with special reporting requirements for any OPRR-recognized Cooperative Protocol Research Programs in which the signatory institution participates.


O.
The Department of Clinical Investigation will be responsible for procedural and record keeping audits not less than once every year for the purpose of detecting, correcting, and reporting (as required) administrative and/or material breaches in uniformly protecting the rights and welfare of human subjects as required at least by the regulations and as may otherwise be additionally required by this institution(s).


P.
The Department of Clinical Investigation will ensure compliance with the requirements set forth in this Assurance and Section 114 regarding cooperative research projects.  In particular, where the IRB of another institution with a DHHS MPA is relied upon, the Department of Clinical Investigation will ensure documentation of this reliance will be (a) in writing, (b) approved and signed by the Department of Clinical Investigation, (c) approved and signed by the correlative officials of each of the other cooperating institutions, and (d) retained by the Department of Clinical Investigation for at least three years past completion of the related research project.  Where an agreement between MPA IRBs is planned, the Department of Clinical Investigation will forward the original of the required signed understanding to OPRR for approval and inclusion in this Assurance as an addendum. 

III.
Institutional Review Board (IRB)


A.
The IRB will review, and have the authority to approve, require modification in, or disapprove all research activities, including proposed changes in previously approved human subject research.  For approved research, the IRB 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 IRB review and approval.


B.
IRB decisions and requirements for modifications will be promptly conveyed to investigators and the Department of Clinical Investigation, in writing.  Written notification of decisions to disapprove will be accompanied by reasons for the decision with provision of an opportunity for reply by the investigator, in person or in writing. 


C.
Initial and continuing convened IRB reviews and approvals will occur in compliance with 45 CFR 46 and provisions of this Assurance for each project unless properly found to be exempt (Section 101[b] and [i]) by the Department of Clinical Investigation.  Continuing reviews will be preceded by IRB receipt of appropriate progress reports from the investigator, including available study-wide findings.


D.
The IRB will observe the quorum requirements of Section 108(b).  This institution’s IRB has effective knowledge of subject populations, institutional constraints, differing legal requirements, and other factors which can foreseeably contribute to a determination of risks and benefits to subjects and subjects’ informed consent and can properly judge the adequacy of information to be presented to subjects in accordance with requirements of Sections 103(d), 107(a), 111, and 116.


E.
The IRB will determine, in accordance with the criteria found at 45 CFR 46.111 and Federal policies and guidelines for involvement of human subjects in HIV research, that protections for human research subjects are adequate. 


F.
The IRB will ensure that legally effective informed consent will be obtained and documented in a manner that meets the requirements of Sections 116 and 117.  The IRB will have the authority to observe or have a third party observe the consent process.


G.
Where appropriate, the IRB will determine that adequate additional protections are ensured for fetuses, pregnant women, prisoners, and children, as required by Subparts B, C, and D of 45 CFR 46.  The IRB will notify OPRR promptly when IRB membership is modified to satisfy requirements of 45 CFR 46.304 and when the IRB fulfills its duties under 45 CFR 46.305©.


H.
Scheduled meetings of the IRB for review of each research activity will occur not less than every 12 months and may be more frequent, if required by the IRB on the basis of degree of risk to subjects.  The IRB may be called into an interim review session by the Chairperson at the request of any IRB member or institutional official to consider any matter concerned with the rights and welfare of any subject. 


I.
The IRB will prepare and maintain adequate documentation of its activities in accordance with Section 46.115 and in conformance with Office of Research Administration requirements.  


J.
The IRB will forward to the Department of Clinical Investigation any significant or material finding or action, at least to include the following:



1.
injuries or any other unanticipated problems 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 IRB approval.


K.
In accordance with Section 113, the IRB will have the authority to suspend or terminate previously approved research that is not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected serious harm to subjects.


L.
The IRB for this institution will ensure effective input (consultants or voting or nonvoting members) for all initial and continuing reviews conducted on behalf of performance sites where there will be human research subjects.  IRB minutes will document attendance of those other than regular voting members.  The IRB list in Appendix C includes those who are identified as knowledgeable about any affiliate institution having entered into an Inter-Institutional Amendment or other Assurance when relying on one or more of the IRBs of this institution.


M.
The IRB will act with reasonable dispatch, upon request, to provide full board review of protocols of OPRR-recognized Cooperative Protocol Research Programs (CPRP).  The IRB will not employ expedited review procedures for CPRP protocols when they are to be entered into for the purpose of research.  Although emergency medical care based on such protocols is permitted without prior IRB approval, patients receiving emergency care under these conditions will not be counted as research subjects and resultant data will not be used for research purposes.


N.
Certifications of IRB review and approval will be forwarded through the Department of Clinical Investigation to the appropriate Federal department or agency for research sponsored by such departments or agencies.

IV.
Research Investigator


A.
Research investigators acknowledge and accept their responsibility for protecting the rights and welfare of human research subjects and for complying with all applicable provisions of this Assurance.


B.
Research investigators who intend to involve human research subjects will not make the final determination of exemption from applicable Federal regulations or provisions of this Assurance.


C.
Research investigators are responsible for providing a copy of the IRB-approved and signed informed consent document to each subject at the time of consent, unless the IRB has specifically waived this requirement.  All signed consent documents are to be retained in a manner approved by the Office of Research Administration.


D.
Research investigators will promptly report proposed changes in previously approved human subject research activities to the IRB.  The proposed changes will not be initiated without IRB review and approval, except where necessary to eliminate apparent immediate hazards to the subjects.


E.
Research investigators are responsible for reporting progress of approved research to the Department of Clinical Investigation, as often as and in the manner prescribed by the approving IRB on the basis of risks to subjects, but no less than once per year.


F.
Research investigators will promptly report to the IRB any injuries or other unanticipated problems involving risks to subjects and others.


G.
No research investigator who is obligated by the provisions of this Assurance, any associated Inter-Institutional Amendment, or Noninstitutional Investigator Agreement will seek to obtain research credit for, or use data from, patient interventions that constitute the provision of emergency medical care without prior IRB approval.  A physician may provide emergency medical care to a patient without prior IRB review and approval, to the extent permitted by law (see Section 116[f]). However, such activities will not be counted as research nor the data used in support of research. 

H. Research investigators will advise the IRB, Department of Clinical Investigation, and the appropriate officials of other institutions of the intent to admit human subjects who are involved in research protocols for which this Assurance or any related Inter-Institutional Amendment or Noninstitutional Investigator Agreement applies.  When such admission is planned or a frequent occurrence, those institutions must possess an applicable OPRR-approved Assurance prior to involvement of such persons as human subjects in those research protocols.

V.
Affiliated Institutions and Investigators


A.
Each affiliate to this institution that is involved in DHHS-sponsored research activities must provide to the Department of Clinical Investigation an appropriate written assurance of compliance with the Belmont Report and 45 CFR 46 (or equivalent protections if a foreign site). 


B.
Each affiliate institution must respond to a request by the Department of Clinical Investigation of this institution for an Inter-Institutional Amendment or for a Single Project Assurance (standard or modified), when and as appropriate, whichever is most suited to the circumstances.

C. Each non-institutional affiliate (e.g., a private practice physician not otherwise an employee of this institution or who otherwise would not ordinarily be bound by the provisions of this Assurance) who is involved in human subject research of this institution must respond to a request by the Department of Clinical Investigation of this institution for an Noninstitutional Investigator Agreement when required. 


D.  
Performance sites that are not legally inseparable components of this institution (whether an institutional or non-institutional affiliate) are not authorized to cite this Assurance.

. 

PART 3 ‑ SIGNATURES

I.

Institutional Endorsement(s)
The officials signing below assure that any research activity conducted, supported, or otherwise subject to DHHS or other Federal departments or agencies that are authorized to rely on this Assurance (Parts 1, 2, 3 and Appendices) or any other source provided for in this assurance, will be reviewed and approved by the appropriate IRB in accordance with the requirements of all applicable Subparts of Part 46, Title 45 of the Code of Federal Regulations, with this assurance, and the stipulations of the IRB(s).

A.
  PRIMARY SIGNATORY INSTITUTION


1.  AUTHORIZED INSTITUTIONAL OFFICIAL

Signature:

________________________

Date: ___________

Name:

COL Maria H. Sjogren, MC

Title:

       Chief, Department of Clinical Investigation
Institution         Walter Reed Army Medical Center
&
Address:
       Borden Pavilion, Bldg. 6


       Washington DC, 20307‑5001

Phone
DSN 662‑6389, COM (202) 782‑6389

Fax #:
(202) 782‑3881



2.PRIMARY CONTACT

Signature:
__________________________
Date:  ____________

Name: 

Verna A. Parchment, RN, MS

Title:

Clinical Research Associate 

Institution
Walter Reed Army Medical Center 

& Address: 
Borden Pavilion, Bldg. 6


     
Washinqton, DC, 20307‑5001

Phone
DSN 662‑7867, COM (202) 782‑7867

Fax #:
(202) 782‑3881


B.  Other Signatory Institutions            [complete as many times as needed]



1. AUTHORIZED INSTITUTIONAL OFFICIAL

Signature:

N/A________________________

DATE:  __________

Name:


_________________________


Title:


_________________________


Institution &

___________________________


Address:


_________________________







_________________________

  Phone:


__________________________




2. PRIMARY CONTACT (If same write "SAME")


Signature:

N/A________________________
DATE:  __________

Name:

___________________________


Title:

___________________________


Institution &
___________________________


Address:

___________________________






___________________________

  Phone:

___________________________

**************************************************************************************
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II.  Office for Protection from Research Risks (DHHS) Approval

A.
DHHS RECOMMENDING OFFICIAL
Signature:
____________________________
Date:  ____________

Name:
Katherine Duncan, M.D.

Title:
Adjunct Medical Officer
Address:
Division of Human Subject

Protections




Office for Protection from




Research Risks (OPRR)


6100 Executive Boulevard, Room 3B01 (MSC 7507)



Rockville, Maryland 20892‑7507

Phone:

301-496-7005 x207

EFFECTIVE DATE OF ASSURANCE:


___________________________________

EXPIRATION DATE OF ASSURANCE:


___________________________________

B. DHHS APPROVING OFFICIAL

Signature:
__________________________


DATE:  ____________

Name:

Clifford C. Scharke, D.M.D., M.P.H.
Title:

Branch Chief, Assurance Branch DHSP
Address:

OPRR, OER, OD, NIH (MSC 7507)


6100 Executive Boulevard, Suite 3B01
ROCKVILLE MD 20892‑7507 

Email: csl9n@nih.qov
Phone:
(301) 496‑7041 x211
Facsimile: 
(301) 402‑0527

 Institutional Review Board Guidebook
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Assurances 

A. 
DEPARTMENT OF HEALTH AND HUMAN SERVICES REGULATIONS, POLICIES, AND ASSURANCES

i. 
THE FEDERAL POLICY

OVERVIEW

Until 1991, federal departments and agencies that conduct, support, or regulate research used a variety of policies and procedures to protect human research subjects.  To eliminate confusion and promote uniformity, each of these departments and agencies has adopted as regulation a common Federal Policy for the protection of human research subjects. The Federal Policy applies to research involving human subjects that is conducted, supported, or otherwise subject to regulation by any of the following sixteen federal departments and agencies:

     Department of Agriculture

     Department of Energy

     National Aeronautics and Space Administration

     Department of Commerce

     Consumer Product Safety Commission

     International Development Cooperation Agency

     Agency for International Development

     Department of Housing and Urban Development

     Department of Justice

     Department of Defense

     Department of Education

     Department of Veterans Affairs

     Environmental Protection Agency

     Department of Health and Human Services 

     National Science Foundation

     Department of Transportation

     Central Intelligence Agency

The FDA has concurred in the Federal Policy, but has not adopted the Policy in its entirety. Instead, the FDA has made selected changes to its IRB and informed consent regulations that correspond to the Federal Policy. [See Federal Register 56 (June 18, 1991): 28025-28029.]

Where a protocol is subject to review under more than one department or agency's regulations, the requirements of each set of regulations must be met.  This situation may arise, for example, with Treatment INDs, or when applying the provisions on waiver of documentation of informed consent, in cases where both the FDA and DHHS have jurisdiction over the research. (See, e.g., Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies," discussing Treatment INDs, and Chapter 2, Section A(ii), "45 CFR 46: Most

Frequently Asked Questions," question 10.)

The adoption of the Federal Policy by these departments and agencies implements a recommendation of the President's Commission for the Study of Ethical Problems in Medicine and Biomedical and Behavioral Research (established by Act of Congress on November 9, 1978) that all federal departments and agencies "adopt as a common core the regulations governing research with human subjects issued by the Department of Health and Human Services (codified at 45 CFR 46), as periodically amended or revised, while permitting additions needed by any department or agency that are not inconsistent with these core provisions." The resulting Federal Policy was drafted by the Ad Hoc Committee for the Protection of Human Research Subjects and the Interagency Human Subject Coordinating Committee, appointed under the auspices of the Federal Coordinating Council for Science, Engineering and Technology.

The Federal Policy is based on Subpart A of the DHHS regulations for the protection of human research subjects, adopted by DHHS in 1981.  The Federal Policy now replaces Subpart A of the 1981 DHHS regulations; Subparts B and C remain unchanged; Subpart D has been modified to accommodate renumbering changes in Subpart A. [See 45 CFR 46.401(b).]  Regulations for DHHS and the other departments and agencies listed above are now, in effect, identical (not including the FDA, which has regulations that differ in some significant respects, or the CIA, which follows the DHHS human subjects regulations through an Executive Order, but has not itself adopted specific human subjects regulations). Adoption of the Federal Policy incorporates DHHS's basic considerations for the protection of human subjects; the provisions of  Subparts B, C, and D of the DHHS regulations are applicable to research supported or conducted by these departments and agencies at institutions that have MPAs approved by and on file with OPRR.

IRBs familiar with DHHS regulations prior to adoption of the Federal Policy will want to note the following changes (this list is not, however, exhaustive; IRB members must familiarize themselves with the Federal Policy in its entirety):

§101(b):
Exemptions. Some of the previous exemptions have been combined, rephrased, and renumbered; there is also a new exemption for "taste testing." Institutions claiming exemptions should be careful to cite appropriate exemptions in grant applications and contract proposals.

§101(h):
Research in foreign countries.  This is a new provision that allows a department or agency head to determine that if procedures prescribed by a foreign institution afford protections at least equivalent to those in the regulations, the department or agency head may approve the substitution of foreign procedures in lieu of the procedural requirements in the regulations.  Claims that foreign sites employ "at least equivalent" protections should be forwarded to OPRR. [Note that this provision was not adopted by the FDA. See description in Chapter 2, Section B(ii), "Comparing FDA and DHHS Regulations."]

§102:
Definitions.  The wording in the definition of "minimal risk" has been slightly altered [§102(i)]. Definitions for "IRB" and "IRB approval" have been added [§102(g) and (h)].

§103:
Assurances.  There are several minor modifications in this Section, primarily because federal departments and agencies must accept DHHS-approved Multiple Project Assurances (MPAs).

§103(f):
Certification.  The regulations no longer explicitly list a "grace period" of 60 days for receipt of certification of IRB review and approval from MPA institutions. The National Institutes of Health and other Public Health Service agencies extended the current policy of providing a "grace period" for competing applications and proposals via administrative announcement.

§107:
IRB Membership. Several wording changes have been made, but the modifications from the 1981 language do not represent a change in the care with which institutions select IRB members. See, particularly, §107(a) and (b) for wording changes from the 1981 regulations. (See also, Department of Education Interim Final Regulations published at Federal Register 56 (June 18, 1991): 28029-28032.)

§114:
Cooperative research. Significant wording changes clarify the definition of cooperative research and the responsibilities of the institutions involved. Joint review or other arrangements geared toward avoiding duplication of effort are desirable, but must be approved by the department or agency head. Each participating institution remains responsible for safeguarding the rights and welfare of human subjects and for complying with the regulations.

For information concerning the Federal Policy and DHHS regulations, contact:

     Edward Greg Koski, PhD, MD

     Office for Human Research Protections

     National Institutes of Health

     6100 Executive Blvd.

     Suite 3B01, MSC 7507

     Rockville, MD 20892-7507

     Tel: (301) 496-7005

For information concerning the Federal Policy and FDA regulations, contact:

     Dr. Paul W. Goebel, Jr.

     Office of Health Affairs (HFY-20)

     Food and Drug Administration

     5600 Fishers Lane

     Rockville, MD 20857

     Tel: (301) 827-1685

A description of major differences between DHHS and FDA regulations on research involving human subjects is given in Chapter 2, Section B, "Comparing FDA and DHHS Regulations."

APPLICABLE LAWS AND REGULATIONS

Federal Register 56 (June 18, 1991): 28002-28032 [Federal Policy for the Protection of Human Subjects; Notices and Rules]

Codification of the Federal Policy for each of the departments and agencies adopting it is as follows:

  7 CFR Part 1c [Department of Agriculture]

10 CFR Part 745 [Department of Energy]

14 CFR Part 1230 [National Aeronautics and Space Administration]

15 CFR Part 27 [Department of Commerce]

16 CFR Part 1028 [Consumer Product Safety Commission]

22 CFR Part 225 [International Development Cooperation Agency]

[Agency for International Development]

24 CFR Part 60 [Department of Housing and Urban Development] 

28 CFR Part 46 [Department of Justice] 

32 CFR Part 219 [Department of Defense] 

34 CFR Part 97 [Department of Education] 

38 CFR Part 16 [Department of Veterans Affairs] 

40 CFR Part 26 [Environmental Protection Agency] 

45 CFR Part 46 [Department of Health and Human Services] 

45 CFR Part 690 [National Science Foundation] 49 CFR Part 11 [Department of Transportation] 

FDA regulations pertaining to research with human subjects are codified at:

21 CFR Part 50 [Protection of Human Subjects] 21 CFR Part 56 [Institutional Review Boards 

ii.
 45 CFR 46: MOST FREQUENTLY ASKED QUESTIONS

DHHS receives many requests for assistance in interpreting and applying its human subjects research regulations, which are codified at 45 CFR 46.  This Section provides answers to the twenty-eight most frequently asked questions.

1.  Question:  What is OPRR's function in the DHHS regulations?

Answer:  The Office for Protection from Research Risks (OPRR) is a unit within the Department of Health and Human Services      (DHHS) that implements the regulations on behalf of the Secretary, HHS. It is located in the Office of the Director, Office of Extramural Research, National Institutes of Health (NIH), Bethesda, Maryland.  The Public Health Service Act required DHHS to issue regulations for the protection of human subjects of research and to implement a program of instruction and guidance in ethical issues associated with such research. The regulations are codified at Title 45 Part 46 of the Code of Federal Regulations, Protection of Human Subjects (45 CFR 46), last revised on June 18, 1991.

2.  Question:  How is 45 CFR 46 implemented?

Answer:  DHHS regulations require institutions to assure their compliance with 45 CFR 46 before initiating participation in DHHS-conducted or - supported research involving human subjects.  The terms of these written institutional assurances are negotiated with OPRR and constitute binding commitments to comply with the provisions of 45 CFR 46.  Each negotiated commitment is called an Assurance document and is entered into by the institution and OPRR, representing DHHS.  There is more than one type of Assurance document, depending on the nature of the research and other considerations.  Each Assurance document stipulates the method(s) by which the institution will protect the rights and welfare of research subjects in accordance with the regulations [45 CFR 46.103]. [See Guidebook, Chapter 2, Section A (iii), "Assurances."]

3.  Question:  To what activities does 45 CFR 46 apply?

Answer:  The regulations for the protection of human participants in research apply to all research involving human participants that is conducted or supported, in whole or in part, by DHHS in foreign or domestic settings. Note that any support provided by DHHS, e.g., supplying a drug for research purposes, may trigger applicability of the regulations [45 CFR 46.101].

4.
Question:
If an IRB reviews a protocol that is closed to accruals before the institution initiates involvement in the research, must the IRB retain its records on the project for three years beyond the completion of the research [45 CFR 46.115]?

Answer:  While most records (e.g., the protocols) need not be retained, some, (e.g., any IRB minutes in which the project is discussed) should be preserved. Institutional policy, however, may stipulate that all IRB records are to be kept for three years.

5.
Question:
Must an IRB perform continuing reviews of protocols in which patient accruals have been closed and the research interventions are completed, but investigators are still collecting follow-up data?

Answer:  Yes. So long as data are being collected for an organized research project, the IRB must continue to review the status of the protocols and the details of the continuing data gathering activity. If the continuing research meets the requirements for expedited review, the expedited review process may be used, if desired by the IRB.

6.
Question:
Why would a standard cooperative research protocol or a standard informed consent document need review at the local level when it has already been reviewed by another national organization (e.g., the National Institutes of Health, the National Cancer Institute, or a cooperative research group), or even by the IRB of another institution with an approved Assurance?

Answer:  Cooperative protocol requirements may be standard, but the research setting is not standard across institutions. In addition, one should not assume that because a protocol or informed consent document has been reviewed by another entity, it necessarily conforms to pertinent regulations, local laws, or the local research setting. For example, local laws, institutional policies and constraints, professional and community standards, and population differences are all factors that can influence the research setting. [See 45 CFR 46.103(d), 46.107(a), and 46.111(a)(3), noting the relevance of the particular setting in which the research is to take place.]

7.
Question:
Certain research involving prisoners or children can be approved only upon review by the Secretary, HHS, in consultation with a panel of experts (specified in the regulations) [45 CFR 46.306(2)(c)-(d) (prisoners) and 46.407 (children).] Also, certain research involving fetuses, pregnant women, and human in vitro fertilization requires review by an Ethics Advisory Board established by the Secretary [45 CFR 46.204 and 46.211]. When a MPA-holding institution reviews research that is neither supported nor conducted by DHHS, does it have to meet these special review requirements?

Answer:  The institution's Assurance requires the institution to protect the rights and welfare of human research subjects whether or not the research is supported or conducted by DHHS [Federal Policy §___.103(b)(1)]. Further, institutions are encouraged to treat all research involving human subjects with the same level of review, regardless of the source of funding.  In the case of research that would receive a second level of review if it were DHHS-supported, institutions should appoint a special review panel composed of the same kinds and quality of experts who would likely have advised the Secretary.

8.
Question:
What role does an advocate play in the review of research involving children who are wards of the state?

Answer:  An advocate for a child who is a ward of the state has a fiduciary relationship (one of trust and confidence) to the child. In other words, the advocate must act with the child's interest as the primary consideration.

9.  Question:
Why must foreign sites abide by DHHS regulations? Why isn't the Declaration of Helsinki or another international code acceptable?

Answer:  DHHS wants to ensure that all DHHS-supported or -conducted research involving human subjects provides subjects with protections that are at least equivalent to those afforded by DHHS regulations. Many international guidelines, such as the Declaration of Helsinki, provide general principles and are a good place to start, but do not describe the specific procedures through which those principles are to be realized. Through its negotiations with the foreign institution, OPRR ensures that those Assurances provide procedures that are equivalent to those required by 45 CFR 46.

10.
Question:
FDA will consider waiving local IRB review for Treatment INDs (if waiver is in the best interests of the subjects and adequate alternative mechanisms for human subject protection are provided, e.g., to avoid duplication when a national review body has already reviewed the Treatment IND). [See 21 CFR 312.34; FDA, "IRB Information Sheet: Waiver of IRB Requirements" (February 1989).]  Do DHHS regulations require local IRB review for Treatment INDs, even when FDA does not?

Answer:  If both the FDA and DHHS have jurisdiction over the research activities, IRBs must meet the requirements of both sets of regulations. Where the FDA has granted a waiver of local IRB review, DHHS regulations would still require local IRB review if:

(1) an MPA-holding institution that has agreed to follow DHHS regulations for all research is involved; or

(2) the research is supported by a DHHS component. Furthermore, grant of an FDA waiver of local IRB review gives permission to the local IRB to forego review; local IRBs retain the right to review the research if they so choose.  The Secretary may grant a waiver of DHHS regulations, and will consider waiving some part of 45 CFR 46 for Parallel Track protocols. [See Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies."]

11.
Question:
 Exemption 4 [45 CFR 46.101(b)(4)] covers research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens. When are data, documents, records, and specimens considered to be existing for the purposes of this exemption? Can an investigator use, for instance, blood specimens that have been drawn for another purpose?

Answer:  To qualify for this exemption the data, documents, records, or specimens must be in existence before the project begins.  An example might be helpful. Suppose Investigator A wishes to screen blood samples at a rural hospital for incidence of HIV infection. She does not want to draw specimens specifically for this purpose; rather she proposes to use specimens that were drawn for some other purpose but which remain in the hospital laboratory. If Investigator A proposes to use specimens that had been drawn prior to the initiation of her research and are, for some reason, "on the shelf," the protocol will qualify as exempt under 46.101(b)(4), assuming the other requirements of 46.101(b)(4) are met (i.e., the sources are either publicly available or the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects).  If she proposes to use specimens that will be drawn after the start date of her project for reasons unrelated to her research, the protocol is not exempt from IRB review, even though the specimens will be drawn regardless of her use of the excess blood.  The protocol may, however, qualify for expedited review.

In the behavioral sciences, suppose Investigator B wishes to examine court records of involuntary commitments to psychological institutions.  If he uses court records that were on file before the initiation of his research, the protocol will qualify as exempt under 46.101(b)(4).  If he proposes to use records filed after the initiation of the project, the protocol is not exempt from IRB review, although it may qualify for expedited review.

The principle behind this policy is that the rights of individuals should be respected; subjects must consent to participation in research.  When specimens and other data or records have yet to be collected, consent may be more easily sought.  Where circumstances warrant, however, the investigator may seek a waiver of informed consent in accordance with the regulations [Federal Policy §___.116(d)].

12.
Question:
If an investigator is conducting a "masked" study, are the exemptions of 46.101(b) applicable, since no identifiers will be used?

Answer:  It is a misnomer that subjects are not identified in masked studies.  Research records do reflect the identity of subjects, either directly or through identifiers (codes) that can be linked to them.  What is "masked" in a single-masked study is the identity of the intervention the subject receives: the subject does not know whether she is receiving the investigational intervention or a standard intervention.  In a double-masked study, neither the subject nor the investigator knows which intervention the subject receives.

13.  Question:
Do the exemptions apply to Subparts B (fetuses, pregnant women, and human in vitro fertilization) and C (prisoners)?

Answer:  No. In addition, with respect to research involving children (Subpart D), the exemption provided in 46.101(b)(2) for research involving survey or interview procedures or observation of public behavior does not apply, except for research involving observations of public behavior when the investigator(s) does not participate in the activities being observed.

14.
Question:
Can an IRB use an expedited procedure for the review of administrative changes to Cooperative Oncology Group (COG) protocols and related documents when the risks are minimal or less than minimal (e.g., for follow-up calls when gathering initial data by telephone, collecting changes in addresses and telephone numbers, or altering the specification of individuals assigned to particular tasks in the protocol) [45 CFR 46.110]?

Answer:  Yes. Such reviews would constitute review of minor changes in previously-approved protocols. It is important, however, to distinguish between those changes that are and are not truly "minor."  Any change that would materially affect the assessment of risks and benefits should not be considered minor.

15.  Question:
Can IRBs use an expedited review procedure when applying for a Single Project Assurance (SPA) from OPRR [45 CFR 46.110]?

Answer:  No. Since SPAs are used by institutions that do not regularly engage in DHHS-supported research involving human subjects, special care must be taken to ensure that the subjects' welfare is fully considered. Institutions holding MPAs have established records of experience in reviewing human subjects research that SPA institutions may not have. OPRR policy is therefore to require that all research activities requiring an SPA be reviewed by the full IRB.

16.
 Question:  Must investigators provide subjects with all of the information listed in 45 CFR 46.115(a) (basic elements) and (b) (additionalelements) as part of the informed consent process unless the IRB specifically provides otherwise?

Answer:  The additional elements of informed consent listed in 45 CFR 46.115(b) are required when they are appropriate to the research being conducted. It is necessary for the IRB to determine explicitly their inapplicability.

17.  Question:
Why are Multiple Project Assurances (MPAs) sometimes restricted?

Answer:  OPRR will sometimes indicate that an IRB at an MPA-holding institution must acquire additional expertise before certain research activities can be reviewed and certified by issuing a restriction code.  Restriction codes appear as a suffix to the MPA number (e.g., M2345-01XM).  If the institution has only one IRB, the restriction applies to the overall MPA. If there is more than one IRB, each IRB has associated with it a unique restrictive suffix code.  This policy may result in institutions holding MPAs that are not restricted overall because of offsetting capabilities of two or more IRBs.

An "XM" suffix indicates that the IRB has an insufficient number of members with expertise in medicine. An IRB with an XM restriction on its MPA cannot certify proposed research activities requiring medical expertise to assess risks, benefits, and the adequacy of safeguards.  To certify such research, the IRB membership must include at least two voting members who possess appropriate medically-related degrees. OPRR will remove the restriction when the IRB notifies OPRR of the addition of the appropriate number of medical members and provides OPRR with a revised IRB membership list.

An "XB" suffix indicates that the IRB has an insufficient number of members with expertise in the behavioral sciences.  Requirements parallel to those described for IRBs reviewing medical research exist for IRBs reviewing behavioral research.  In contrast with the education requirements for members with medical expertise, members with expertise in the behavioral sciences must either possess degrees in the behavioral sciences or have related experience in behavioral research activities.

18.  Question:
What considerations should institutions address when arranging for review of research involving human subjects? For example:

a.
Must an institution establish its own IRB?

b. Must there be "compelling reasons" for using another institution's IRB rather than one's own IRB?

c. Must the reviewing IRB be "local" (within the geographic proximity of the research 

      participants)?

d.
When using another institution's IRB for the review of research, must there be a representative or consultant appointed to the IRB from the institution requesting the review so that he or she can provide information about the local conditions where the research is to take place?

Answer:  The answer to each of (a)-(d) is "not necessarily."  The federal regulations allow institutions to use joint reviews, reliance on the review of another qualified IRB, or similar arrangements to avoid duplication of effort [45 CFR 46.114, relating to cooperative research projects].  Similarly, institutions at which it is not practical to set up an IRB, but which are not participating in cooperative research as required by §46.114, may be permitted to use another IRB acceptable to OPRR.  Institutions wishing to use another institution's IRB for DHHS-supported research should contact OPRR for details.

Institutions should bear in mind several considerations when contemplating the use of another institution's IRB to review its protocols.  Specifically, local laws, institutional policies and constraints, professional and community standards, and population differences are all relevant factors to IRB deliberations. Review by an institution in another geographical, cultural, or professional setting may not take into account pertinent local factors defined by the research setting.  [See 46.103(d), 46.107(a), and 46.111(a)(3).] For example:

the two institutions may draw from culturally dissimilar subject populations; 

the two institutions may be located in different states or other geographical subdivisions whose legal or regulatory constraints differ; or  the two institutions' operational policies, procedures, constraints, or commitments may differ in ways that would substantively affect the assessment of protocols. 

When an institution wishes to use another institution's IRB to review its protocols, OPRR requires documentation to verify for itself whether the IRB is able to determine the acceptability of proposed research in terms of the institutional commitments of the institution at which the research will take place.  [See 45 CFR 46.107(a).] If OPRR is not convinced that the IRB is properly constituted for making these judgments, OPRR may require that institutional representatives or other persons act as consultants for the IRB's review.

For further information, contact: Division of Human Subject Protection (DHSP): (301) 496-7041.  See also Guidebook Chapter 2, Section A(iii), "Assurances."

19.  Question:
 Section 46.114 of the DHHS regulations allows for reliance upon "the review of another qualified IRB."  Does "qualified" mean that the other institution must have an Assurance on file with OPRR?

Answer:  Usually, yes. However, possession of an MPA or other OPRR-approved Assurance does not guarantee acceptability of the IRB for a given research activity.  Each situation is unique and requires evaluation by OPRR. Contact the Assurance Branch, DHSP for details [(301) 496-7041].

20.
 Question:
  What options are typically available to an institution seeking to avoid duplication of IRB effort in the conduct of cooperative projects?

Answer:  In addition to having each institution conduct its own review, several options exist, each of which OPRR has found to comply with the letter and intent of both 45 CFR 46.114 and the regulations as a whole.  

First, institutions that are close enough geographically to contribute membership to a common IRB can share in bearing the costs of operation while simultaneously providing review for protocols that may be used by investigators at some of all of the sites.  This approach results in the establishment of one IRB that can be cited as the IRB of record by all institutions that contribute to its membership.

A second approach is for one IRB to host reviews for other nearby institutions, with consultative representation from each institution present for all initial and continuing reviews of cooperative protocols.  In this approach only the host institution has its own IRB.  The other institutions rely on another's IRB, but in such a way as not to defeat the intent of 45 CFR 46.

21.
 Question:
 How can independent investigators (i.e., investigators not associated with an Assurance-holding institution) who wish to engage in cooperative research in their private practices obtain local IRB approval for their research?

Answer:  One possible approach is for the independent investigator to seek permission from OPRR (and the institution) to rely upon the IRB of a local institution with an applicable OPRR-approved Assurance for the research in question. If no such local institution is available or permission is denied, the independent investigator must identify another IRB that holds an appropriate Assurance for reviewing the research.  It will be important for the investigator to ensure that the IRB he or she selects can evaluate the research in accordance with the needs of the research setting (e.g., local laws, professional and community standards, and cultural differences due to different geographical or research settings).

22.  Question:
 What is the difference between "compassionate" use, "emergency" use, and "Treatment INDs?"

Answer:  The term "compassionate use" has been used in the past to refer to the provision of investigational drugs outside of an ongoing clinical trial to a limited number of patients who are desperately ill and for whom no standard alternative therapies are available.  The term "compassionate use" does not, however, appear in FDA or DHHS regulations; its plausible application to various access mechanisms causes more confusion than it does assistance. It is preferable, instead, to use the names of the specific access programs when discussing the use of investigational articles outside of formal clinical trials.

First, the FDA human subjects regulations allow for a test article to be used in emergency situations without prior IRB approval provided that the emergency use is reported to the IRB within five working days; subsequent use of the test article must be reviewed by the IRB [21 CFR 56.104].  An emergency is defined as a life-threatening situation in which no standard acceptable treatment is available and in which there is not sufficient time to obtain IRB approval [21 CFR 56.102(d)].   [See Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies."]

Second, various FDA regulations and policies allow certain persons not enrolled in clinical trials to obtain access to investigational drugs:  A Treatment IND is a treatment protocol that is added to an existing investigational new drug application (IND), which allows physicians to treat qualifying patients according to the protocol, and which provides additional data on the drug's safety and effectiveness.  Treatment INDs are available for patients with life-threatening or other serious diseases for which no satisfactory alternative drug or other therapy exists [21 CFR 312.34].  A "single patient use" allows a physician to obtain access to an investigational drug for the treatment of a single patient.  Usually, the patient is in a desperate situation and unresponsive to other therapies, or in a situation where no approved or generally recognized treatment is available. Further, there is usually little evidence that the proposed therapy is useful, but may be plausible on theoretical grounds or anecdotes of success.  Access to investigational drugs for use by a single, identified patient may be gained either through the sponsor under a treatment protocol, or through the FDA, by first obtaining the drug from the sponsor, and then submitting a treatment IND to the FDA requesting authorization to use the investigational drug for treatment use [21 CFR 312.35].  The Parallel Track mechanism makes available promising investigational agents as quickly as possible to persons with AIDS and other HIV-related diseases while generating data on the safety and effectiveness of the drug [Federal Register 57 (April 15, 1992): 13250-13259].  Under the FDA policy, persons with AIDS and HIV-related diseases who are not able to take standard therapy or for whom standard therapy is no longer effective, and who are not able to participate in ongoing controlled clinical trials would have access to promising investigational drugs. Applications for consideration of experimental therapies for Parallel Track expanded availability must be submitted to the FDA as amendments to existing INDs.  See Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies" for a more detailed description of these mechanisms.

23.
 Question:
 Why does DHHS not allow for an emergency exception to IRB review as does the FDA? [See 21 CFR 50.23 and 56.104(c), and Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies."]

Answer:  DHHS regulations require that research involving human participants receive full IRB review and approval, except where expedited review is specifically permitted, prior to initiation of the research [45 CFR 46.103(b)].  Physicians do, however, retain the authority to provide emergency medical care to their patients [45 CFR 46.116(f)].  On May 15, 1991, OPRR issued the following statement clarifying emergency treatment of a patient by a physician when that patient is also a research subject:  Whenever emergency care is initiated without prior IRB review and approval, the patient may not be considered to be a research subject.  Such emergency care may not be claimed as research, nor may the outcome of such care be included in any report of a research activity. Simply stated:  [D]HHS regulations for the protection of human subjects do not permit research activities to be started, even in [an] emergency, without prior IRB review and approval.

If the emergency care involves drugs, devices, or biologics that are considered to be investigational by the Food and Drug Administration (FDA), then it may be necessary to meet FDA requirements to use the investigational article for emergency purposes.  Thus, the distinction for DHHS-supported or - conducted research is that while the physician may, without prior IRB approval, treat the patient/subject using a test article (if the situation meets the FDA requirements), the subject may not be considered a research subject; data derived from use of the test article may not be used in the study.

24.
 Question:  The FDA regulations allow an exception from the general requirements for informed consent for life-threatening situations where the subject's consent or that of his or her legal representative cannot be obtained because of an inability to communicate with any of the requisite parties. Why don't the DHHS regulations provide for waiver of consent requirements in such emergency circumstances?

Answer:  DHHS regulations permit the waiver of informed consent requirements only in the case of research that presents no more than minimal risk [45 CFR 46.116].  As with emergency use of a test article without prior IRB approval, physicians retain the authority to provide emergency medical care to their patients. [See Question 23.] Unless, however, prior consent has been obtained, or the IRB waives the consent requirement after determining that the research presents a minimal risk, the patient cannot be considered a research subject; any data derived from the emergency use of the test article cannot be used in the study.

25.  Question:
What must be reported to DHHS?

Answer:  Any of the following occurrences:

IRB membership changes; 

serious or continuing noncompliance with 45 CFR 46 [§46.103(b)(5)(i)];  any unanticipated problems involving risks to subjects or others [45 CFR 46.103(b)(5)(i)]; or any suspension of termination of IRB approval for a project [45 CFR 46.103(b)(5)(ii) and 46.113]. 

26.  Question:
 Must the IRB itself report instances of noncompliance with the regulations to DHHS?

Answer:  Not necessarily. Each institution must have in place written procedures that ensure that instances of serious or continuing noncompliance will be reported to the IRB, appropriate institutional officials, and the head of the department or agency supporting the research (here, DHHS) [45 CFR 46.103(b)(5)]. The IRB is only responsible for doing the reporting if it is required to do so under the institution's written procedures. [NOTE: FDA requires that the IRB report to FDA if such reporting would not otherwise occur (Federal Register 56 (June 18, 1991): 28026).]

27.  Question:
 Can treatment of a single patient constitute "research?"

Answer:  Yes, if there is a clear intent before treating the patient to use systematically collected data that would not ordinarily be collected in the course of clinical practice in reporting and publishing a case study.  Treating with a research intent should be distinguished from the use of innovative treatment practices.

28.
 Question:
 If the research is subject to both DHHS and FDA human subjects regulations, which regulations should the IRB follow?

Answer:  Where a protocol is subject to review under more than one department or agency's regulations, the requirements of each set of regulations must be met.  This situation may arise, for example, with Treatment INDs, or when applying the provisions on waiver of documentation of informed consent, in cases where both the FDA and DHHS have jurisdiction over the research. [See, e.g., Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies," discussing Treatment INDs, and Guidebook Chapter 3, Section D, "Privacy and Confidentiality," under the heading "Confidentiality of Research Data" (discussing waiver of documentation of informed consent where the data are sensitive and the existence of a consent form may place the subject at risk).]  See also Guidebook Chapter 2, Section B, "Food and Drug Administration Regulations and Policies."

iii.
ASSURANCES

An Assurance is an agreement or contract between the institution and OPRR, on behalf of the Secretary, HHS, stipulating the method(s) by which the institution will protect the welfare of research subjects in accordance with the regulations.  The Assurance, approval of which is a condition of receipt of DHHS support for research involving human subjects, spells out the institution's responsibilities for meeting the requirements of 45 CFR 46 [45 CFR 46.103]. 

The existing types of Assurances include:

a.
Multiple Project Assurance (MPA). A standing agreement on file with OPRR that is approved for five-year intervals.  An MPA is designed for institutions that are engaged in a significant amount of health-related research (i.e., institutions that usually have several federally-funded research projects under way at any given time.) Institutions with an MPA on file may also negotiate an Inter-Institutional Amendment (IIA). An IIA covers DHHS-sponsored research conducted at a neighboring affiliated institution by employees of an institution with an MPA on file with OPRR.

b.
Single Project Assurance (SPA). An agreement covering a single research project involving human subjects. An SPA is often used for institutions that do not have an MPA on file with OPRR.  A modified SPA is used when an institution plans to use another institution's IRB to review its human subjects research.  The reviewing institution must either have an MPA on file with OPRR or submit an SPA for this project for OPRR approval.  The institution proposing to do the research submits a modified SPA; the institution whose IRB will have responsibility for reviewing the research submits an SPA, unless it has an MPA on file. OPRR must approve this arrangement; contact the Assurance Branch prior to submission of the Assurance [(301) 496-7041].

c.
Cooperative Project Assurance (CPA). An agreement covering participation in OPRR-recognized Cooperative Protocol Research Programs (CPRPs).  CPRPs involve multi-protocol, multi-site research in which data from standardized protocols are pooled across institutions.  These protocols are approved and monitored by DHHS Protocol Review Committees, which are recognized by OPRR as satisfactorily addressing the adequacy of human subject protections. Once approved, the CPA is valid for participation in all OPRR-recognized CPRPs.

d.
Cooperative Research. In the past, a variety of Assurances were used for certain cooperative research projects. Examples     include:

i.
Clinical Community Oncology Program (CCOP)

ii.
Cooperative Oncology Group Program (COG)

iii.
Community Program for Clinical Research on AIDS (CPCRA)

These Assurances are being replaced with CPAs as they expire. Contact OPRR for information regarding these and other subject-specific cooperative Assurances [Assurance Branch, DHSP (301) 496-7041].
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DIRECTIVE

NUMBER 6000.8

November 3, 1999

ASD(HA)

SUBJECT:  Funding and Administration of Clinical Investigation Programs 

References:  

(a)  DOD Directive 6000.8, "Funding and Administration of Clinical Investigation Program," December 6, 1985 (hereby canceled)

(b)  DOD Directive 5000.1, “Defense Acquisition,” March 15, 1996

(c)  Section 3710a of title 15 United States Code

(d)  DOD Directive 5535.3, "Department of Defense Technology Transfer (T2) Program," May 21, 1999

(e)  through (s), see enclosure 1

1.  REISSUANCE AND PURPOSE 

This Directive reissues reference (a) to update DOD policy and responsibilities regarding the administration and funding of Clinical Investigation Programs (CIPs) in Military Medical Treatment Facilities (MTFs), Dental Treatment Facilities (DTFs), and in the Uniformed Services University of the Health Sciences (USUHS).

2.  APPLICABILITY AND SCOPE 

2.1.  This Directive applies to the Office of the Secretary of Defense (OSD), the Military Departments and the USUHS.

2.2.  This Directive encompasses all elements of a CIP relating to the medical mission of the Military Departments and the basic biomedical science and clinical investigation projects at USUHS.   This Directive does not apply to projects funded by Defense Acquisition or projects under the control of DOD Directive 5000.1 (reference (b)).

3.  DEFINITIONS 

The terms used in this Directive are defined in enclosure 2.

4.  POLICY 

It is DOD policy that:

4.1.  Value of CIPs.   Clinical investigation is an essential component of medical care and teaching that is intended to achieve the following objectives:

4.1.1.  Improve the quality of patient care.

4.1.2.  Support the Graduate Medical Education Program.

4.1.3.  Generate an atmosphere of inquiry responsive to the dynamic nature of the health sciences.

4.1.4.  Promote high professional standing and accreditation of health education programs.

4.2.  CIP funding.   CIPs shall be funded from operating funds from Defense Health Program appropriations.   Supplementation of these funds through support from non-Federal sources is authorized only as provided in this Directive.

4.3.  Support from Non-Federal Sources.   CIPs may receive support from non-Federal sources through:   Cooperative Research and Development Agreements (CRADAs), as provided in paragraph 4.4.; agreements through the Uniformed Services University of the Health Sciences (USUHS), as provided in paragraph 4.5.; gifts, as provided in paragraph 4.6; or reimbursements, as provided in paragraph 4.7.

4.3.1.  Support from non-Federal sources is permitted only when it is consistent with and promotes the accomplishment of valid CIP objectives.

4.3.2.  The receipt of support from non-Federal sources shall comply with applicable Military Department regulations.

4.4.  Cooperative Research and Development Agreements (CRADAs).   The Military Departments and USUHS may enter into CRADAs to conduct CI studies under the authority of 15 U.S.C. 3710a (reference (c)) and DOD Directive

5535.3 (reference (d)) and consistent with the provisions of DOD Instruction 5535.8 (reference (e)).   CRADAs provide the preferred mechanism to establish collaborative relationships with industry and academic institutions.

4.5.  Agreements through USUHS. 

4.5.1.  In accordance with 10 U.S.C. 2113(j) (reference (f)), DOD may, in connection with activities of USUHS, carry out cooperative enterprises in medical research, medical consultation, and medical education through contracts with, grants to or from, and personal services from the Henry M. Jackson Foundation for the Advancement of Military Medicine or any other nonprofit entity, and may accept gifts from those or other entities.

4.5.2.  The USUHS President shall establish procedures for utilizing these authorities to support clinical investigations conducted by medical and dental treatment facilities affiliated with USUHS.

4.6.  Gifts.   Gifts of funds or personal property may be used to provide support for a clinical investigation study under procedures prescribed by 10 U.S.C. 2601 (reference (g)) or 10 U.S.C. 2113 (reference (f)), as applicable.   A grant not covered by paragraph 4.5. may be accepted as a gift under this paragraph.

4.7.  Reimbursements. 

4.7.1.  Under 31 U.S.C. 9701 (reference (h)) and Chapter 4 of Volume 11A of the "DOD Financial Management Regulation" (reference (i)), whenever a CIP activity is carried out at the request of, or otherwise conveys a special benefit to, a non-Federal entity, it is generally DOD policy that such entity pay a reasonable charge for the CIP services provided.   The reasonable charge shall be based on the full cost to DOD of providing the services or the fair market value of the services, whichever is higher.   The determination of reasonable charges for a particular CIP activity should be established by agreement of the parties under paragraph 4.8.2.

4.7.2.  Under 10 U.S.C. 1095(g) (reference (j)), amounts collected for healthcare services (including treatments and services provided as part of a clinical investigation protocol) provided under CIPs at or through an MTF or DTF shall be credited to the Defense Health Program account and made available to the MTF or DTF involved.

4.8.  Program Integrity.   The acceptance of non-Federal support for CIPs is subject to strict compliance with program integrity requirements as set forth in DOD Directive 5500.7 (reference (k)), the Joint Ethics Regulation (reference (l)), and this Directive.

4.8.1.  Except as specifically authorized by law, DOD healthcare personnel are prohibited from accepting any compensation from any non-Federal source for performing duties within the scope of a CIP.   This includes any off-duty employment in connection with a CIP activity.

4.8.2.  In all cases involving non-Federal support for CIPs, there shall be an agreement or, in the case of a gift, a written acknowledgment, which shall describe:

4.8.2.1.  The specific non-Federal support being provided and the clinical investigation activities to be carried out in connection with it.

4.8.2.2.  For personal property or personal services (when authorized), a description of property or services, cost of the property or services, quantity provided, projected use, any expense anticipated in receiving or utilizing the property or services, and, in the case of personal property, its ultimate disposition (including disposition of any item(s) on loan).

4.8.2.3.  Conditions accepted by the DOD CIP for provision of the non-Federal support.

4.8.2.4.  Handling of the data or results of the CIP project, including any property rights.

4.8.2.5.  That the support is to the DOD facility involved, that it is subject to applicable DOD regulations, and that it is not for the personal use of an individual.

4.8.3.  Requests for gifts shall not be initiated by DOD personnel, except that completion of standard applications for, or responses to announcements of the availability of, non-Federal research grants is allowed.

4.8.4.  The acceptance of non-Federal support shall be approved by the Commander of the MTF or DTF involved, or in the case of USUHS, by an official designated by the President of USUHS.   (Additional approvals may also be required by Service regulation.)

4.8.4.1.  The Commander or USUHS designee shall include in the CIP file a statement of any current or prospective business relationship with the Department of Defense of the non-Federal entity or entities involved.

4.8.4.2.  The Commander or USUHS designee shall designate a management official of the MTF, DTF, or USUHS who is not directly involved in the clinical investigation receiving non-Federal support to administer the support provided in accordance with applicable regulations.    DOD and Military Department regulations governing financial management, property management, travel, standards of conduct, and other management matters shall apply.  The DOD Components shall refer to the "DOD Financial Management Regulation" (reference (i)) for all financial management policy and guidance.

4.8.4.3.  The Commander or USUHS designee accepting non-Federal support for CIPs shall assure that it is received and administered so as to avoid giving special privileges to any entity, causing conflicts of interest, or creating the appearance of impropriety.

4.8.4.4.  In any case in which more than one non-Federal entity exercises a degree of control over the support to be provided to the CIP, issues of acceptance and administration of the support shall be based on an assessment of all involved non-Federal entities.

4.8.5.  All DOD CIP investigations involving human subjects shall comply with DOD Directive 3216.2 (reference (m)) and 32 CFR Part 219 (reference (n)).

4.8.6.  All DOD CIP investigations involving animals as subjects shall comply with DOD Directive 3216.1 (reference (o)).

4.9.  Participation of Volunteers as Subjects in CIPs.    Persons eligible for healthcare in medical treatment facilities under 10 U.S.C. Chapter 55 (reference (p)) may participate as CI study subjects in accordance with DOD Directive 3216.2 (reference (m)) and 32 CFR Part 219 (reference (n)).

4.9.1.  Retired military personnel, dependents, and others not on active duty who participate as CI subjects may be compensated when appropriate.   Retired military personnel, dependents, and others not on active duty may participate as subjects without compensation, in which case records must be created documenting the subject's acknowledgment and agreement to participate without compensation for serving as subjects.

4.9.2.  Due to the possibility of injuries arising from participation in CI research, for research involving more than minimal risk, every intramural CIP project shall include an arrangement for treatment of any research-related injuries.   Such arrangement may be that all subjects are eligible DOD healthcare beneficiaries, that they are granted Secretarial designation as DOD healthcare beneficiaries under applicable Service regulations, or that specific obligations for such treatment have otherwise been undertaken.   In no case shall any such research requests or permit volunteers to sign a statement that purports to limit any right of a subject to compensation

for possible injuries arising from participation in the research.

4.10.  Peer Review of Extramural CIP Projects. 

4.10.1.  In accordance with sec. 742 of Pub. L. 104-201 (reference (q)), Defense Health Program (DHP) funds may not be obligated or expended for any extramural medical research project that involves human subjects and is conducted solely by a non-Federal entity unless the research protocol for the project has been approved by an external peer review process consisting of a person or persons who are not officers or employees of the Federal Government.   The external peer review process must evaluate the scientific merit of the research protocol and assure the project has been approved by an institutional review board under 32 CFR Part 219 (reference (n)).

4.10.2.  The external peer review requirements are established as of October 1, 1996, and apply to all external medical research projects funded after that date, except a medical research project that has been substantially completed by October 1, 1996, or a medical research project funded pursuant to any provision of law enacted after October 1, 1996, that exempts the project from section 742 of Pub. L. 104-201 (reference (q)).

4.11.  Competition in Grants and Contracts to Colleges and Universities.   Defense Health Program funds may not be used to support an extramural CIP activity in a college or university in violation of 10 U.S.C. 2361 (reference (r)).

5.  RESPONSIBILITIES 

5.1.  The Assistant Secretary of Defense (Health Affairs)(ASD(HA)), under the Under Secretary of Defense for Personnel and Readiness, shall monitor the implementation of this Directive.

5.2.  The Secretaries of the Military Departments, or their designees, shall establish programs for clinical investigation, and ensure compliance with this Directive. 

5.3.  The Surgeon General of each Military Department shall establish policy to ensure compliance with this Directive within the MTFs and DTFs of his or her respective Military Department and report the number, content and funding of CIP grants to ASD(HA) annually.

5.4.  The President of the Uniformed Service University of Health Sciences (USUHS) shall ensure compliance with applicable portions of this Directive for USUHS and report the number, content and funding of CIP grants to ASD(HA) annually.

6.  EFFECTIVE DATE 

This Directive is effective immediately. 

Enclosures - 2 

E1.  References, continued

E2.  Definitions

E1.  ENCLOSURE 1

REFERENCES, continued

(e)  DOD Instruction 5535.8, "DOD Technology Transfer (T2) Program Procedures," May 14, 1999

(f)  Section 2113 of title 10, United States Code

(g)  Section 2601 of title 10, United States Code

(h)  Section 9701 of title 31, United States Code

(i)  DOD 7000.14-R, "DOD Financial Management Regulation," March 1, 1997

(j)  Section 1095(g) of title 10, United States Code

(k)  DOD Directive 5500.7, "Standards of Conduct," August 30, 1993

(l)  DOD 5500.7-R, "Joint Ethics Regulation," August 30, 1993

(m)  DOD Directive 3216.2, "Protection of Human Subjects in DOD Supported Research," January 7, 1983

(n)  Title 32, Code of Federal Regulations, Part 219, "Protection of Human Subjects"

(o)  DOD Directive 3216.1, "Use of Laboratory Animals in DOD Programs," April 17, 1995

(p)  Chapter 55 of title 10, United States Code

(q)  Section 742 of the National Defense Authorization Act for Fiscal Year 1997, Pub. L. 104-201

(r)  Section 2361 of title 10, United States Code

(s)  Section 501(c)(3) of title 26, United States Code

E2.  ENCLOSURE 2

DEFINITIONS

E2.1.1.  Clinical Investigation.   An organized inquiry into clinical health problems for any conditions that are of concern in providing healthcare to the beneficiaries of the military healthcare system including active duty personnel, dependents, and retired personnel.

E2.1.2.  Gift.   Any donation of funds, services, or real or personal property from a non-Federal source for which there is no compensation or promise of compensation on behalf of the donor.   A gift may be offered and accepted with or without specified limitations on ownership or use (i.e., may be a conditional gift or unconditional gift).

E2.1.3.  Grant.   An award of funds, services, or real or personal property from a corporation, foundation, trust, institution, or other entity not organized for profit, and that does not provide any net earnings to shareholders or individuals, for the purpose of stimulating higher learning or research.

E2.1.4.  Nonprofit Entity.   A corporation, fund, or foundation exempt from Federal income taxation under the authority of 26 U.S.C. 501(c)(3) (reference (s)).

COOPERATIVE RESEARCH AND DEVELOPMENT AGREEMENT

(CRDA)
AUTHORITY:

The Federal Technology Transfer Act of 1986, 15 United States Code 3701 et seq., provides the opportunity to enter into cooperative research and development agreements with non‑Federal parties.

WHAT IS A CRDA ? A CRDA is defined as any agreement between one or more Federal Laboratories and one or more non‑Federal parties under which the Government, through its laboratories, provides personnel services, facilities, equipment, intellectual property, or other resources with or without reimbursement (but not funds to non‑Federal parties) and the non‑Federal parties provide Rinds, personnel, services, facilities, equipment, intellectual property, or other resources toward the conduct of specified research or development efforts which are consistent with the missions of the laboratory.

WHY IS CRDA IMPORTANT?

CRDAs provide an important and legal method of supporting clinical investigation programs in an age of dwindling resources.

WHO GOVERNS CRDA? The Clinical Investigation Regulatory Office (CIRO) is designated the Army laboratory for entering into CRDAs for clinical research. CIRO has accumulated considerable experience in negotiating and implementing CRDAs. It has developed both a model CRDA and series of Master Agreements which have significantly enhanced its ability to streamline the negotiation and implementation of CRDAs.
With the exception of grants, all MEDCOM activities must utilize CIRO and the CRDA process in obtaining funding from non‑Federal parties of clinical investigation and research protocols.

Questions concerning CRDAs and this policy maybe referred to either Clinical Investigation Regulatory Office at commercial (210) 221‑2511 or DSN 471‑2511 or the office of the Staff Judge Advocate, U.S. Army Medical Department Center and school and Fort Sam Houston (Mr. Shelby L. Tanner), at commercial (210) 221‑2327/0485 or DSN 471‑2327/0485.

Who can do CRDA ?
CRDAs can be done by WRAMC (DCI) or by Extramural Foundations,

1. WRAMC (DCI):
Mr. William C. Woodcock, JR., 

Grants Manager, DCI

Bldg. 6, Room 4013

(202) 782‑7829

2. Extramural Foundation with track record at WRAMC:
Henry Jackson Foundation: 

            Geneva Foundation:

Mr. Thomas C. Scofield 


Ms. Donna Ruttkay, MBA
Development Director Special Research


Executive Director

Programs Clinical Trials


15 South 23rd Street, Suite 109

1401 Rockville Pike, Suite 600


Tacoma, WA 98405

Rockville, MD 20852




(253) 383‑1398 

(301) 424-0800




fax: (253) 383‑8874

fax:  (301) 424-5771

FACT Foundation: 




TRUE Foundation:

Ms. Peggy S. Smith 




Ms. Teri Nakamura

Gifts and Grants Coordinator 



Executive Vice President

85 N.E. Loop 410, Suite 612 



8610 N. New Braunfels, Suite 105

San Antonio, TX 78216



San Antonio, TX 78217

(210) 377‑3725 




(210) 829‑1239

fax: (210) 377‑0712 




fax: (210) 829‑1248

REGULATIQNS:
AR 70‑57 Military‑Civilian Technology Transfer

AR 1 ‑ 100 Gifts and Donations

AMC Pamphlet 27‑1 U.S. Army Materiel Command
Code of Federal Regulations

Title 21, Volume 5, Parts 300 to 499

Revised as of April 1, 1998

From the U.S. Government Printing Office via GPO Access

[CITE: 21CFR312.2]

[Page 62-63]

TITLE 21--FOOD AND DRUGS

CHAPTER I--FOOD AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued

PART 312--INVESTIGATIONAL NEW DRUG APPLICATION—

PART 312--INVESTIGATIONAL NEW DRUG APPLICATION--Table of Contents

Subpart A--General Provisions

Sec. 312.3 Definitions and interpretations.

    (a) The definitions and interpretations of terms contained in section 201 of the Act apply to those terms when used in this part:

    (b) The following definitions of terms also apply to this part: Act means the Federal Food, Drug, and Cosmetic Act (secs. 201-902, 52 Stat. 1040 et seq., as amended (21 U.S.C. 301-392)).    Clinical investigation means any experiment in which a drug is administered or dispensed to, or used involving, one or more human subjects. For the purposes of this part, an experiment is any use of a drug except for the use of a marketed drug in the course of medical practice.

    Contract research organization means a person that assumes, as an independent contractor with the sponsor, one or more of the obligations of a sponsor, e.g., design of a protocol, selection or monitoring of investigations, evaluation of reports, and preparation of materials to be submitted to the Food and Drug Administration.

    FDA means the Food and Drug Administration.

    IND means an investigational new drug application. For purposes of this part, ``IND'' is synonymous with ``Notice of Claimed Investigational Exemption for a New Drug.''

    Investigational new drug means a new drug, antibiotic drug, or biological drug that is used in a clinical investigation. The term also includes a biological product that is used in vitro for diagnostic purposes. The terms ``investigational drug'' and ``investigational new drug'' are deemed to be synonymous for purposes of this part.

    Investigator means an individual who actually conducts a clinical investigation (i.e., under whose immediate direction the drug is administered or dispensed to a subject). In the event an investigation is conducted by a team of individuals, the investigator is the responsible leader of the team. ``Subinvestigator'' includes any other individual member of that team.

    Marketing application means an application for a new drug submitted under section 505(b) of the Act, a request to provide for certification of an antibiotic submitted under section 507 of the Act, or a product license application for a biological product submitted under the Public Health Service Act.

    Sponsor means a person who takes responsibility for and initiates a clinical investigation. The sponsor may be an individual or pharmaceutical company, governmental agency, academic institution, private organization, or other organization. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. A person other than an individual that uses one or more of its own employees to conduct an investigation that it has initiated is a 

sponsor, not a sponsor-investigator, and the employees are investigators.

    Sponsor-Investigator means an individual who both initiates and conducts an investigation, and under whose immediate direction the investigational drug is administered or dispensed. The term does not include any person other than an individual. The requirements applicable to a sponsor-investigator under this part include both those applicable 

to an investigator and a sponsor.

    Subject means a human who participates in an investigation, either as a recipient of the investigational new drug or as a control. A subject may be a healthy human or a patient with a disease.

TITLE 21--FOOD AND DRUGS

CHAPTER I--FOOD AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued

PART 312--INVESTIGATIONAL NEW DRUG APPLICATION

Subpart A--General Provisions

Sec.

312.1 Scope.

312.2 Applicability.

312.3 Definitions and interpretations.

312.6 Labeling of an investigational new drug.

312.7 Promotion and charging for investigational drugs.

312.10 Waivers.

Subpart B--Investigational New Drug Application (IND)

312.20 Requirement for an IND.

312.21 Phases of an investigation.

312.22 General principles of the IND submission.

312.23 IND content and format.

312.30 Protocol amendments.

312.31 Information amendments.

312.32 IND safety reports.

312.33 Annual reports.

312.34 Treatment use of an investigational new drug.

312.35 Submissions for treatment use.

312.36 Emergency use of an investigational new drug.

312.38 Withdrawal of an IND.

Subpart C--Administrative Actions

312.40 General requirements for use of an investigational new drug in a clinical investigation.

312.41 Comment and advice on an IND.

312.42 Clinical holds and requests for modification.

312.44 Termination.

312.45 Inactive status.

312.47 Meetings.

312.48 Dispute resolution.

Subpart D--Responsibilities of Sponsors and Investigators

312.50 General responsibilities of sponsors.

312.52 Transfer of obligations to a contract research organization.

312.53  Selecting investigators and monitors.

312.54 Emergency research under Sec. 50.24 of this chapter.

312.55 Informing investigators.

312.56 Review of ongoing investigations.

312.57 Recordkeeping and record retention.

312.58 Inspection of sponsor's records and reports.

312.59 Disposition of unused supply of investigational drug.

312.60 General responsibilities of investigators.

312.61 Control of the investigational drug.

312.62 Investigator recordkeeping and record retention.

312.64 Investigator reports.

312.66 Assurance of IRB review.

312.68 Inspection of investigator's records and reports.

312.69 Handling of controlled substances.

312.70 Disqualification of a clinical investigator.

Subpart E--Drugs Intended to Treat Life-threatening and Severely-debilitating Illnesses

312.80 Purpose.

312.81 Scope.

312.82 Early consultation.

312.83 Treatment protocols.

312.84 Risk-benefit analysis in review of marketing applications for drugs to treat life-threatening and severely-debilitating 

             illnesses.

312.85 Phase 4 studies.

312.86 Focused FDA regulatory research.

312.87 Active monitoring of conduct and evaluation of clinical trials.

312.88 Safeguards for patient safety.

Subpart F--Miscellaneous

312.110 Import and export requirements.

312.120 Foreign clinical studies not conducted under an IND.

312.130 Availability for public disclosure of data and information in an IND.

312.140 Address for correspondence.

312.145 Guidelines.

Subpart G--Drugs for Investigational Use in Laboratory Research Animals or in Vitro Tests
312.160 Drugs for investigational use in laboratory research animals or in vitro tests.

    Authority:  Secs. 201, 301, 501, 502, 503, 505, 506, 507, 701 of the 

Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321, 331, 351, 352, 353, 

355, 356, 357, 371); sec. 351 of the Public Health Service Act (42 

U.S.C. 262).

    Source:  52 FR 8831, Mar. 19, 1987, unless otherwise noted.

                      Subpart A--General Provisions

Sec. 312.1  Scope.

    (a) This part contains procedures and requirements governing the use of investigational new drugs, including procedures and requirements for the submission to, and review by, the Food and Drug Administration of investigational new drug applications (IND's). An investigational new drug for which an IND is in effect in accordance with this part is exempt from the premarketing approval requirements that are otherwise applicable and may be shipped lawfully for the purpose of conducting clinical investigations of that drug.

    (b) References in this part to regulations in the Code of Federal Regulations are to chapter I of title 21, unless otherwise noted.

Sec. 312.2  Applicability.

    (a) Applicability. Except as provided in this section, this part applies to all clinical investigations of products that are subject to section 505 or 507 of the Federal Food, Drug, and Cosmetic Act or to the licensing provisions of the Public Health Service Act (58 Stat. 632, as amended (42 U.S.C. 201 et seq.)).

    (b) Exemptions. (1) The clinical investigation of a drug product that is lawfully marketed in the United States is exempt from the requirements of this part if all the following apply:

    (i) The investigation is not intended to be reported to FDA as a well-controlled study in support of a new indication for use nor intended to be used to support any other significant change in the labeling for the drug;

    (ii) If the drug that is undergoing investigation is lawfully marketed as a prescription drug product, the investigation is not 

intended to support a significant change in the advertising for the product;

    (iii) The investigation does not involve a route of administration or dosage level or use in a patient population

or other factor that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the drug product;

    (iv) The investigation is conducted in compliance with the requirements for institutional review set forth in part 56 and with the requirements for informed consent set forth in part 50; and

    (v) The investigation is conducted in compliance with the requirements of Sec. 312.7.

    (2)(i) A clinical investigation involving an in vitro diagnostic biological product listed in paragraph (b)(2)(ii) of this section is exempt from the requirements of this part if (a) it is intended to be used in a diagnostic procedure that confirms the diagnosis made by another, medically established, diagnostic product or procedure and (b) it is shipped in compliance with Sec. 312.160.

    (ii) In accordance with paragraph (b)(2)(i) of this section, the following products are exempt from the requirements of this part: (a) blood grouping serum; (b) reagent red blood cells; and (c) anti-human globulin.

    (3) A drug intended solely for tests in vitro or in laboratory research animals is exempt from the requirements of this part if shipped in accordance with Sec. 312.160.

    (4) FDA will not accept an application for an investigation that is exempt under the provisions of paragraph (b)(1) of this section.

    (5) A clinical investigation involving use of a placebo is exempt from the requirements of this part if the investigation does not otherwise require submission of an IND.

    (6) A clinical investigation involving an exception from informed consent under Sec. 50.24 of this chapter is not exempt from the requirements of this part.

    (c) Bioavailability studies. The applicability of this part to in vivo bioavailability studies in humans is subject to the provisions of Sec. 320.31.

    (d) Unlabeled indication. This part does not apply to the use in the practice of medicine for an unlabeled indication of a new drug or antibiotic drug product approved under part 314 or of a licensed biological product.

    (e) Guidance. FDA may, on its own initiative, issue guidance on the applicability of this part to particular investigational uses of drugs. On request, FDA will advise on the applicability of this part to a planned clinical investigation.

[52 FR 8831, Mar. 19, 1987, as amended at 61 FR 51529, Oct. 2, 1996]

Sec. 312.3  Definitions and interpretations.

    (a) The definitions and interpretations of terms contained in section 201 of the Act apply to those terms when used in this part:

    (b) The following definitions of terms also apply to this part:    Act means the Federal Food, Drug, and Cosmetic Act (secs. 201-902, 52 Stat. 1040 et seq., as amended (21 U.S.C. 301-392)).

    Clinical investigation means any experiment in which a drug is administered or dispensed to, or used involving, one or more human subjects. For the purposes of this part, an experiment is any use of a drug except for the use of a marketed drug in the course of medical practice.

    Contract research organization means a person that assumes, as an independent contractor with the sponsor, one or more of the obligations of a sponsor, e.g., design of a protocol, selection or monitoring of investigations, evaluation of reports, and preparation of materials to be submitted to the Food and Drug Administration.

    FDA means the Food and Drug Administration.

    IND means an investigational new drug application. For purposes of this part, ``IND'' is synonymous with ``Notice of Claimed Investigational Exemption for a New Drug.''

    Investigational new drug means a new drug, antibiotic drug, or biological drug that is used in a clinical investigation. The term also includes a biological product that is used in vitro for diagnostic purposes. The terms ``investigational drug'' and ``investigational new drug'' are deemed to be synonymous for purposes of this part.

    Investigator means an individual who actually conducts a clinical investigation (i.e., under whose immediate direction the drug is administered or dispensed to a subject). In the event an investigation is conducted by a team ofindividuals, the investigator is the responsible leader of the team. 

``Subinvestigator'' includes any other individual member of that team.

    Marketing application means an application for a new drug submitted under section 505(b) of the Act, a request to provide for certification of an antibiotic submitted under section 507 of the Act, or a product license application for a biological product submitted under the Public Health Service Act.

    Sponsor means a person who takes responsibility for and initiates a clinical investigation. The sponsor may be an individual or pharmaceutical company, governmental agency, academic institution, private organization, or other organization. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. A person other than an individual that uses one or more of its own employees to conduct an investigation that it has initiated is a 

sponsor, not a sponsor-investigator, and the employees are investigators.

    Sponsor-Investigator means an individual who both initiates and conducts an investigation, and under whose immediate direction the investigational drug is administered or dispensed. The term does not include any person other than an individual. The requirements applicable to a sponsor-investigator under this part include both those applicable to an investigator and a sponsor.

    Subject means a human who participates in an investigation, either as a recipient of the investigational new drug or as a control. A subject may be a healthy human or a patient with a disease.

Sec. 312.6  Labeling of an investigational new drug.

    (a) The immediate package of an investigational new drug intended for human use shall bear a label with the statement ``Caution: New Drug--Limited by Federal (or United States) law to investigational use.''

    (b) The label or labeling of an investigational new drug shall not bear any statement that is false or misleading in any particular and shall not represent that the investigational new drug is safe or effective for the purposes for which it is being investigated.

Sec. 312.7  Promotion and charging for investigational drugs.

    (a) Promotion of an investigational new drug. A sponsor or investigator, or any person acting on behalf of a sponsor or 

investigator, shall not represent in a promotional context that an investigational new drug is safe or effective for the purposes for which it is under investigation or otherwise promote the drug. This provision is not intended to restrict the full exchange of scientific information concerning the drug, including dissemination of scientific findings in scientific or lay media. Rather, its intent is to restrict promotional claims of safety or effectiveness of the drug for a use for which it is under investigation and to preclude commercialization of the drug before it is approved for commercial distribution.

    (b) Commercial distribution of an investigational new drug. A sponsor or investigator shall not commercially distribute or test market an investigational new drug.

    (c) Prolonging an investigation. A sponsor shall not unduly prolong an investigation after finding that the results of the investigation appear to establish sufficient data to support a marketing application.

    (d) Charging for and commercialization of investigational drugs--(1) Clinical trials under an IND. Charging for an investigational drug in a clinical trial under an IND is not permitted without the prior written approval of FDA. In requesting such approval, the sponsor shall provide a full written explanation of why charging is necessary in order for the sponsor to undertake or continue the clinical trial, e.g., why distribution of the drug to test subjects should not be considered part 

of the normal cost of doing business.

    (2) Treatment protocol or treatment IND. A sponsor or investigator may charge for an investigational drug for a treatment use under a treatment protocol or treatment IND provided: (i) There is adequate enrollment in the ongoing clinical investigations under the authorized IND; (ii) charging does not constitute commercial marketing of a new drug for which a marketing application has not been approved; (iii) the drug is not being commercially promoted or advertised; and (iv) the sponsor of the drug is actively pursuing marketing approval with due diligence. FDA must be notified in writing in advance of commencing any such charges, in an information amendment submitted under Sec. 312.31. Authorization for charging goes into effect automatically 30 days after receipt by FDA of the information amendment, unless the sponsor is notified to the contrary.

    (3) Noncommercialization of investigational drug. Under this section, the sponsor may not commercialize an investigational drug by charging a price larger than that necessary to recover costs of manufacture, research, development, and handling of the investigational drug.

    (4) Withdrawal of authorization. Authorization to charge for an investigational drug under this section may be withdrawn by FDA if the agency finds that the conditions underlying the authorization are no longer satisfied.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 19476, May 22, 1987]

Sec. 312.10  Waivers.

    (a) A sponsor may request FDA to waive applicable requirement under 

this part. A waiver request may be submitted either in an IND or in an 

information amendment to an IND. In an emergency, a request may be made 

by telephone or other rapid communication means. A waiver request is 

required to contain at least one of the following:

    (1) An explanation why the sponsor's compliance with the requirement is unnecessary or cannot be achieved;

    (2) A description of an alternative submission or course of action that satisfies the purpose of the requirement; or

    (3) Other information justifying a waiver.

    (b) FDA may grant a waiver if it finds that the sponsor's noncompliance would not pose a significant and unreasonable risk to human subjects of the investigation and that one of the following is met:

    (1) The sponsor's compliance with the requirement is unnecessary for the agency to evaluate the application, or compliance cannot be achieved;

   (2) The sponsor's proposed alternative satisfies the requirement; or

    (3) The applicant's submission otherwise justifies a waiver.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Subpart B--Investigational New Drug Application (IND)

Sec. 312.20  Requirement for an IND.

    (a) A sponsor shall submit an IND to FDA if the sponsor intends to conduct a clinical investigation with an investigational new drug that is subject to Sec. 312.2(a).

    (b) A sponsor shall not begin a clinical investigation subject to Sec. 312.2(a) until the investigation is subject to an IND which is in effect in accordance with Sec. 312.40.

    (c) A sponsor shall submit a separate IND for any clinical investigation involving an exception from informed consent under Sec. 50.24 of this chapter. Such a clinical investigation is not permitted to proceed without the prior written authorization from FDA. FDA shall provide such written authorization 30 days after FDA receives the IND or earlier.

[52 FR 8831, Mar. 19, 1987, as amended at 61 FR 51529, Oct. 2, 1996]

Sec. 312.21  Phases of an investigation.

An IND may be submitted for one or more phases of an investigation.  The clinical investigation of a previously untested drug is generally divided into three phases. Although in general the phases are conducted sequentially, they may overlap. These three phases of an investigation are a follows:

(a) Phase 1. (1) Phase 1 includes the initial introduction of an investigational new drug into humans. Phase 1 studies are typically closely monitored and may be conducted in patients or

normal volunteer subjects. These studies are designed to determine the metabolism and pharmacologic actions of the drug in humans, the side effects associated with increasing doses, and, if possible, to gain early evidence on effectiveness. During Phase 1, sufficient information about the drug’s pharmacokinetics and pharmacological effects should be obtained to permit the design of well-controlled, scientifically valid, Phase 2 studies. The total number of subjects and patients included in Phase 1 studies varies with the drug, but is generally in the range of 20 to 80.

(2) Phase 1 studies also include studies of drug metabolism, structure-activity relationships, and mechanism of action in humans, as well as studies in which investigational drugs are used as research tools to explore biological phenomena or disease processes.

(b) Phase 2. Phase 2 includes the controlled clinical studies conducted to evaluate the effectiveness of the drug for a particular indication or indications in patients with the disease or condition under study and to determine the common short-term side effects and risks associated with the drug. Phase 2 studies are typically well controlled, closely monitored, and conducted in a relatively small number of patients, usually involving no more than several hundred subjects.

© Phase 3. Phase 3 studies are expanded controlled and uncontrolled trials. They are performed after preliminary evidence suggesting effectiveness of the drug has been obtained, and are intended to gather the additional information about effectiveness and safety that is needed to evaluate the overall benefit-risk relationship of the drug and to provide an adequate basis for physician labeling. Phase 3 studies usually include from several hundred to several thousand subjects.

Sec. 312.22  General principles of the IND submission.

(a) FDA’s primary objectives in reviewing an IND are, in all phases of the investigation, to assure the safety and rights of subjects, and, in Phase 2 and 3, to help assure that the quality of the scientific evaluation of drugs is adequate to permit an evaluation of the drug’s effectiveness and safety. Therefore, although FDA’s review of Phase 1 submissions will focus on assessing the safety of Phase 1 investigations, FDA’s review of Phases 2 and 3 submissions will also include an assessment of the scientific quality of the clinical investigations and the likelihood that the investigations will yield data capable of meeting statutory standards for marketing approval.

(b) The amount of information on a particular drug that must be submitted in an IND to assure the accomplishment of the objectives described in paragraph (a) of this section depends upon such factors as the novelty of the drug, the extent to which it has been studied previously, the known or suspected risks, and the developmental phase of the drug.

© The central focus of the initial IND submission should be on the general investigational plan and the protocols for specific human studies. Subsequent amendments to the IND that contain new or revised protocols should build logically on previous submissions and should be supported by additional information, including the results of animal toxicology studies or other human studies as appropriate. Annual reports to the IND should serve as the focus for reporting the status of studies being conducted under the IND and should update the general investigational plan for the coming year.

(d) The IND format set forth in Sec. 312.23 should be followed routinely by sponsors in the interest of fostering an efficient review of applications. Sponsors are expected to exercise considerable discretion, however, regarding the content of information submitted in each section, depending upon the kind of drug being studied and the 

nature of the available information. Section 312.23 outlines the information needed for a commercially sponsored IND for a new molecular entity. A sponsor-investigator who uses, as a research tool, an investigational new drug that is already subject to a manufacturer’s IND or marketing application should follow the same general format, but ordinarily may, if authorized by the manufacturer, refer to the manufacturer’s

IND or marketing application in providing the technical information supporting the proposed clinical investigation. A sponsor-investigator who uses an investigational drug not subject to a manufacturer’s IND or marketing application is ordinarily required to submit all technical information supporting the IND, unless such information may be referenced from the scientific literature.

Sec. 312.23  IND content and format.

(a) A sponsor who intends to conduct a clinical investigation subject to this part shall submit an “Investigational New Drug Application” (IND) including, in the following order:

(1) Cover sheet (Form FDA-1571). A cover sheet for the application containing the following:

(i) The name, address, and telephone number of the sponsor, the date of the application, and the name of the investigational new drug.

(ii) Identification of the phase or phases of the clinical investigation to be conducted.

(iii) A commitment not to begin clinical investigations until an IND covering the investigations is in effect.

(iv) A commitment that an Institutional Review Board (IRB) that complies with the requirements set forth in part 56 will be responsible for the initial and continuing review and approval of each of the studies in the proposed clinical investigation and that the investigator will report to the IRB proposed changes in the research activity in accordance with the requirements of part 56.

(v) A commitment to conduct the investigation in accordance with all other applicable regulatory requirements.

(vi) The name and title of the person responsible for monitoring the conduct and progress of the clinical investigations.

(vii) The name(s) and title(s) of the person(s) responsible under Sec. 312.32 for review and evaluation of information relevant to the safety of the drug.

(viii) If a sponsor has transferred any obligations for the conduct of any clinical study to a contract research organization, a statement containing the name and address of the contract research organization, identification of the clinical study, and a listing of the obligations transferred. If all obligations governing the conduct of the study have been transferred, a general statement of this transfer—in lieu of a listing of the specific obligations transferred—may be submitted.

(ix) The signature of the sponsor or the sponsor’s authorized representative. If the person signing the application does not reside or have a place of business within the United States, the IND is required to contain the name and address of, and be countersigned by, an attorney, agent, or other authorized official who resides or maintains a place of business within the United States.

(2) A table of contents.

(1) Introductory statement and general investigational plan. 

(i) A 

brief introductory statement giving the name of the drug and all active ingredients, the drug’s pharmacological class, the structural formula of the drug (if known), the formulation of the dosage form(s) to be used, the route of administration, and the broad objectives and planned duration of the proposed clinical investigation(s).

(ii) A brief summary of previous human experience with the drug, with reference to other IND’s if pertinent, and to investigational or marketing experience in other countries that may be relevant to the safety of the proposed clinical investigation(s).

(iii) If the drug has been withdrawn from investigation or marketing in any country for any reason related to safety or effectiveness, identification of the country(ies) where the drug was withdrawn and the reasons for the withdrawal.

(iv) A brief description of the overall plan for investigating the drug product for the following year. The plan should include the following: (a) The rationale for the drug or the research study; (b) the indication(s) to be studied; © the general approach to be followed in evaluating the drug; (d) the kinds of clinical trials to be conducted in the first year following the submission (if plans are not developed for the entire year, the sponsor should so indicate); (e) the estimated number of patients to be given the drug in those studies; and

(f) any risks of particular severity or seriousness anticipated on the basis of the toxicological data in animals or prior studies in humans with the drug or related drugs.

(4) [Reserved]

(5) Investigator’s brochure. If required under Sec. 312.55, a copy of the investigator’s brochure, containing the following information:

(i) A brief description of the drug substance and the formulation, including the structural formula, if known.

(ii) A summary of the pharmacological and toxicological effects of the drug in animals and, to the extent known, in humans.

(iii) A summary of the pharmacokinetics and biological disposition of the drug in animals and, if known, in humans.

(iv) A summary of information relating to safety and effectiveness in humans obtained from prior clinical studies. (Reprints of published articles on such studies may be appended when useful.)

(v) A description of possible risks and side effects to be anticipated on the basis of prior experience with the drug under investigation or with related drugs, and of precautions or special monitoring to be done as part of the investigational use of the drug.

(6) Protocols. (i) A protocol for each planned study. (Protocols for studies not submitted initially in the IND should be submitted in accordance with Sec. 312.30(a).) In general, protocols for Phase 1 studies may be less detailed and more flexible than protocols for Phase 2 and 3 studies. Phase 1 protocols should be directed primarily at providing an outline of the investigation—an estimate of the number of patients to be involved, a description of safety exclusions, and a description of the dosing plan including duration, dose, or method to be used in determining dose—and should specify in detail only those elements of the study that are critical to safety, such as necessary monitoring of vital signs and blood chemistries. Modifications of the experimental design of Phase 1 studies that do not affect critical safety assessments are required to be reported to FDA only in the annual report.

(ii) In Phases 2 and 3, detailed protocols describing all aspects of the study should be submitted. A protocol for a Phase 2 or 3 investigation should be designed in such a way that, if the sponsor anticipates that some deviation from the study design may become necessary as the investigation progresses, alternatives or contingencies to provide for such deviation are built into the protocols at the outset. For example, a protocol for a controlled short-term study might include a plan for an early crossover of nonresponders to an alternative therapy.

(iii) A protocol is required to contain the following, with the specific elements and detail of the protocol reflecting the above distinctions depending on the phase of study:

(a) A statement of the objectives and purpose of the study.

(b) The name and address and a statement of the qualifications 

(curriculum vitae or other statement of qualifications) of each investigator, and the name of each subinvestigator (e.g., research fellow, resident) working under the supervision of the investigator; the name and address of the research facilities to be used; and the name and address of each reviewing Institutional Review Board.

© The criteria for patient selection and for exclusion of patients and an estimate of the number of patients to be studied.

(d) A description of the design of the study, including the kind of control group to be used, if any, and a description of methods to be used to minimize bias on the part of subjects, investigators, and analysts.

(e) The method for determining the dose(s) to be administered, the planned maximum dosage, and the duration of individual patient exposure to the drug.

(f) A description of the observations and measurements to be made to fulfill the objectives of the study.

(g) A description of clinical procedures, laboratory tests, or other measures to be taken to monitor the effects of the drug in human subjects and to minimize risk.

(7) Chemistry, manufacturing, and control information. (i) As appropriate for the particular investigations covered by the IND, a section describing the composition, manufacture, and control of the drug substance and the drug product. Although in each phase of the investigation sufficient information is required to be submitted to assure the proper identification, quality, purity, and strength of the investigational drug, the amount of information needed to make that assurance will vary with the phase of the investigation, the proposed duration of the investigation, the dosage form, and the amount of information otherwise available. FDA recognizes that modifications to the method of preparation of the new drug substance and dosage form and changes in the dosage form itself are likely as the investigation progresses. Therefore, the emphasis in an initial Phase 1 submission should generally be placed on the identification and control of the raw materials and the new drug substance. Final specifications for the drug substance and drug product are not expected until the end of the investigational process.

(ii) It should be emphasized that the amount of information to be submitted depends upon the scope of the proposed clinical investigation.  For example, although stability data are required in all phases of the IND to demonstrate that the new drug substance and drug product are within acceptable chemical and physical limits for the planned duration of the proposed clinical investigation, if very short-term tests are proposed, the supporting stability data can be correspondingly limited.

(iii) As drug development proceeds and as the scale or production is changed from the pilot-scale production appropriate for the limited initial clinical investigations to the larger-scale production needed for expanded clinical trials, the sponsor should submit information amendments to supplement the initial information submitted on the chemistry, manufacturing, and control processes with information appropriate to the expanded scope of the investigation.

(iv) Reflecting the distinctions described in this paragraph (a)(7), and based on the phase(s) to be studied, the submission is required to contain the following:

(a) Drug substance. A description of the drug substance, including its physical, chemical, or biological characteristics; the name and address of its manufacturer; the general method of preparation of the drug substance; the acceptable limits and analytical methods used to assure the identity, strength, quality, and purity of the drug substance; and information sufficient to support stability of the drug substance during the toxicological studies and the planned clinical studies. Reference to the current edition of the United States Pharmacopeia—National Formulary may satisfy relevant requirements in this paragraph.

(b) Drug product. A list of all components, which may include reasonable alternatives for inactive compounds, used in the manufacture of the investigational drug product, including both those components intended to appear in the drug product and those which may not appear but which are used in the manufacturing process, and, where applicable, the quantitative composition of the investigational drug product, including any reasonable variations that may be expected during the investigational stage; the name and address of the drug product manufacturer; a brief general description of the manufacturing and packaging procedure as appropriate for the product; the acceptable limits and analytical methods used to assure the identity, strength, quality, and purity of the drug product; and information sufficient to assure the product’s stability during the planned clinical studies. Reference to the current edition of the United States Pharmacopeia—

National Formulary may satisfy certain requirements in this paragraph.

© A brief general description of the composition, manufacture, and control of any placebo used in a controlled clinical trial.

(d) Labeling. A copy of all labels and labeling to be provided to each investigator.

(e) Environmental analysis requirements. A claim for categorical exclusion under Sec. 25.24 or an environmental assessment under Sec. 25.31.

(8) Pharmacology and toxicology information. Adequate information about pharmacological and toxicological studies of the drug involving laboratory animals or in vitro, on the basis of which the sponsor has concluded that it is reasonably safe to conduct the proposed clinical investigations. The kind, duration, and scope of animal and other tests required varies with the duration and nature of the proposed clinical investigations. Guidelines are available from FDA that describe ways in which these requirements may be met. Such information is required to include the identification and qualifications of the individuals who evaluated the results of such studies and concluded that it is reasonably safe to begin the proposed investigations and a statement of where the investigations were conducted and where the records are available for inspection. As drug development proceeds, the sponsor is required to submit informational amendments, as appropriate, with additional information pertinent to safety.

(i) Pharmacology and drug disposition. A section describing the pharmacological effects and mechanism(s) of action of the drug in animals, and information on the absorption, distribution, metabolism, and excretion of the drug, if known.

(ii) Toxicology. (a) An integrated summary of the toxicological effects of the drug in animals and in vitro. Depending on the nature of the drug and the phase of the investigation, the description is to include the results of acute, subacute, and chronic toxicity tests; tests of the drug’s effects on reproduction and the developing fetus; any special toxicity test related to the drug’s particular mode of administration or conditions of use (e.g., inhalation, dermal, or ocular toxicology); and any in vitro studies intended to evaluate drug toxicity.

(b) For each toxicology study that is intended primarily to support the safety of the proposed clinical investigation, a full tabulation of data suitable for detailed review.

(iii) For each nonclinical laboratory study subject to the good laboratory practice regulations under part 58, a statement that the study was conducted in compliance with the good laboratory practice regulations in part 58, or, if the study was not conducted in compliance with those regulations, a brief statement of the reason for the noncompliance.

(9) Previous human experience with the investigational drug. A summary of previous human experience known to the applicant, if any, with the investigational drug. The information is required to include the following:

(i) If the investigational drug has been investigated or marketed previously, either in the United States or other countries, detailed information about such experience that is relevant to the safety of the proposed investigation or to the investigation’s rationale. If the durg has been the subject of controlled trials, detailed information on such trials that is relevant to an assessment of the drug’s effectiveness for the proposed investigational use(s) should also be provided. Any published material that is relevant to the safety of the proposed investigation or to an assessment of the drug’s effectiveness for its proposed investigational use should be provided in full. Published material that is less directly relevant may be supplied by a bibliography.

(ii) If the drug is a combination of drugs previously investigated or marketed, the information required under paragraph (a)(9)(i) of this section should be provided for each active drug component. However, if any component in such combination is subject to an approved marketing application or is otherwise lawfully marketed in the United States, the sponsor is not required to submit published material concerning that active drug component unless such material relates directly to the proposed investigational use (including publications relevant to component-component interaction).

(iii) If the drug has been marketed outside the United States, a list of the countries in which the drug has been marketed and a list of the countries in which the drug has been withdrawn from marketing for reasons potentially related to safety or effectiveness.

(10) Additional information. In certain applications, as described below, information on special topics may be needed. Such information shall be submitted in this section as follows:

(i) Drug dependence and abuse potential. If the drug is a psychotropic substance or otherwise has abuse potential, a section describing relevant clinical studies and experience and studies in test animals.

(ii) Radioactive drugs. If the drug is a radioactive drug, sufficient data from animal or human studies to allow a reasonable calculation of radiation-absorbed dose to the whole body and critical organs upon administration to a human subject. Phase 1 studies of radioactive drugs must include studies which will obtain sufficient data for dosimetry calculations.

(iii) Other information. A brief statement of any other information that would aid evaluation of the proposed clinical investigations with respect to their safety or their design and potential as controlled clinical trials to support marketing of the drug.

(11) Relevant information. If requested by FDA, any other relevant information needed for review of the application.

(b) Information previously submitted. The sponsor ordinarily is not required to resubmit information previously submitted, but may incorporate the information by reference. A reference to information submitted previously must identify the file by name, reference number, volume, and page number where the information can be found. A reference to information submitted to the agency by a person other than the sponsor is required to contain a written statement that authorizes the reference and that is signed by the person who submitted the information. © Material in a foreign language. The sponsor shall submit an accurate and complete English translation of each part of the IND that is not in English. The sponsor shall also submit a copy of each original literature publication for which an English translation is submitted.

(d) Number of copies. The sponsor shall submit an original and two copies of all submissions to the IND file, including the original submission and all amendments and reports.

(e) Numbering of IND submissions. Each submission relating to an IND is required to be numbered serially using a single, three-digit serial number. The initial IND is required to be numbered 000; each subsequent submission (e.g., amendment, report, or correspondence) is required to be numbered chronologically in sequence.

(f) Identification of exception from informed consent. If the investigation involves an exception from informed consent under Sec. 50.24 of this chapter, the sponsor shall prominently identify on the cover sheet that the investigation is subject to the requirements in Sec. 50.24 of this chapter.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 1988; 61 FR 51529, Oct. 2, 1996]

Sec. 312.30  Protocol amendments.

Once an IND is in effect, a sponsor shall amend it as needed to ensure that the clinical investigations are conducted according to protocols included in the application. This section sets forth the provisions under which new protocols may be submitted and changes in previously submitted protocols may be made. Whenever a sponsor intends to conduct a clinical investigation with an exception from informed consent for emergency research as set forth in Sec. 50.24 of this chapter, the sponsor shall submit a separate IND for such investigation.

(a) New protocol. Whenever a sponsor intends to conduct a study that is not covered by a protocol already contained in the IND, the sponsor shall submit to FDA a protocol amendment containing the protocol for the study. Such study may begin provided two conditions are met: (1) The sponsor has submitted the protocol to FDA for its review; and (2) the protocol has been approved by the Institutional Review Board (IRB) with responsibility for review and approval of the study in accordance with the requirements of part 56. The sponsor may comply with these two conditions in either order.

(b) Changes in a protocol. (1) A sponsor shall submit a protocol amendment describing any change in a Phase 1 protocol that significantly affects the safety of subjects or any change in a Phase 2 or 3 protocol that significantly affects the safety of subjects, the scope of theinvestigation, or the scientific quality of the study. Examples of changes requiring an amendment under this paragraph include:

(i) Any increase in drug dosage or duration of exposure of individual subjects to the drug beyond that in the current protocol, or any significant increase in the number of subjects under study.

(ii) Any significant change in the design of a protocol (such as the addition or dropping of a control group).

(iii) The addition of a new test or procedure that is intended to improve monitoring for, or reduce the risk of, a side effect or adverse event; or the dropping of a test intended to monitor safety.

(2)(i) A protocol change under paragraph (b)(1) of this section may be made provided two conditions are met:

(a) The sponsor has submitted the change to FDA for its review; and

(b) The change has been approved by the IRB with responsibility for 

review and approval of the study. The sponsor may comply with these two conditions in either order.

(ii) Notwithstanding paragraph (b)(2)(i) of this section, a protocol change intended to eliminate an apparent immediate hazard to subjects may be implemented immediately provided FDA is subsequently notified by protocol amendment and the reviewing IRB is notified in accordance with Sec. 56.104©.

(c) New investigator. A sponsor shall submit a protocol amendment when a new investigator is added to carry out a previously submitted protocol, except that a protocol amendment is not required when a licensed practitioner is added in the case of a treatment protocol under Sec. 312.34. Once the investigator is added to the study, the investigational drug may be shipped to the investigator and the investigator may begin participating in the study. The sponsor shall notify FDA of the new investigator within 30 days of the investigator being added.

(d) Content and format. A protocol amendment is required to be prominently identified as such (i.e., “Protocol Amendment: New Protocol”, “Protocol Amendment: Change in Protocol”, or “Protocol Amendment: New Investigator”), and to contain the following:

(1)(i) In the case of a new protocol, a copy of the new protocol and a brief description of the most clinically significant differences between it and previous protocols.

(ii) In the case of a change in protocol, a brief description of the change and reference (date and number) to the submission that contained the protocol.

(iii) In the case of a new investigator, the investigator’s name, the qualifications to conduct the investigation, reference to the previously submitted protocol, and all additional information about the investigator’s study as is required under Sec. 312.23(a)(6)(iii)(b).

(2) Reference, if necessary, to specific technical information in the IND or in a concurrently submitted information amendment to the IND that the sponsor relies on to support any clinically significant change in the new or amended protocol. If the reference is made to supporting information already in the IND, the sponsor shall identify by name, 

reference number, volume, and page number the location of the information.

(3) If the sponsor desires FDA to comment on the submission, a request for such comment and the specific questions FDA’s response should address.

(e) When submitted. A sponsor shall submit a protocol amendment for a new protocol or a change in protocol before its implementation.  Protocol amendments to add a new investigator or to provide additional information about investigators may be grouped and submitted at 30-day intervals. When several submissions of new protocols or protocol changes are anticipated during a short period, the sponsor is encouraged, to the extent feasible, to include these all in a single submission.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 1988; 61 FR 51530, Oct. 2, 1996]

Sec. 312.31  Information amendments.

(a) Requirement for information amendment. A sponsor shall report in an information amendment essential information on the IND that is not within the scope of a protocol amendment, IND safety reports, or annual report. Examples of information requiring an information amendment include:

(1) New toxicology, chemistry, or other technical information; or

(2) A report regarding the discontinuance of a clinical investigation.

(b) Content and format of an information amendment. An information amendment is required to bear prominent identification of its contents (e.g., “Information Amendment: Chemistry, Manufacturing, and Control”, “Information Amendment: Pharmacology-Toxicology”, “Information Amendment: Clinical”), and to contain the following:

(1) A statement of the nature and purpose of the amendment.

(2) An organized submission of the data in a format appropriate for scientific review.

(3) If the sponsor desires FDA to comment on an information amendment, a request for such comment.

© When submitted. Information amendments to the IND should be submitted as necessary but, to the extent feasible, not more than every 30 days.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 1988]

Sec. 312.32  IND safety reports.

(a) Definitions. The following definitions of terms apply to this section:

Associated with the use of the drug means that there is a reasonable possibility that the experience may have been caused by the drug. Serious adverse experience means any experience that suggests a significant hazard, contraindication, side effect, or precaution. With respect to human clinical experience, a serious adverse drug experience includes any experience that is fatal or life-threatening, is permanently disabling, requires inpatient hospitalization, or is a congenital anomaly, cancer, or overdose. With respect to results obtained from tests in laboratory animals, a serious adverse drug experience includes any experience suggesting a significant risk for human subjects, including any finding of mutagenicity, teratogenicity, or carcinogenicity. Unexpected adverse experience means any adverse experience that is not identified in nature, severity, or frequency in the current investigator brochure; or, if an investigator brochure is not required, that is not identified in nature, severity, or freuquency in the risk information described in the general investigational plan or elsewhere in the current application, as amended.

(b) Review of safety information. The sponsor shall promptly review all information relevant to the safety of the drug obtained or otherwise received by the sponsor from any source, foreign or domestic, including information derived from clinical investigations, animal investigations, commercial marketing experience, reports in the scientific literature, and unpublished scientific papers.

© IND safety reports. (1) Written reports. (i) The sponsor shall notify FDA and all participating investigators in a written IND safety report of any adverse experience associated with use of the drug that is both serious and unexpected. Such notification shall be made as soon as possible and in no event later than 10 working days after the sponsor’s initial receipt of the information. Each written notification shall bear prominent identification of its contents, i.e., “IND Safety Report.” Each written notification to FDA shall be transmitted to the FDA division of the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research which has responsibility for review of the IND.

(ii) In each written IND safety report, the sponsor shall identify all safety reports previously filed with the IND concerning a similar adverse experience, and shall analyze the significance of the adverse experience in light of the previouos, similar reports.

(2) Telephone report. The sponsor shall also notify FDA by telephone of any unexpected fatal or life-threatening experience associated with use of the drug in the clinical studies conducted under the IND no later than 3 working days after receipt of the information. Each telephone call to FDA shall be transmitted to the FDA division of the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research which has responsibility for review of the IND. For purposes of this section, life-threatening means that the patient was, in the view of the investigator, at immediate (emphasis added) risk of death from the reaction as it occurred, i.e., it does not include a reaction that, had it occurred in a more serious form, might have caused death. For example, drug-induced hepatitis that resolved without evidence of hepatic failure would not be considered life-threatening even though drug-induced hepatitis can be fatal.

(3) Reporting format or frequency. FDA may request a sponsor to submit IND safety reports in a format or at a frequency different than that required under this paragraph. The sponsor may also propose and adopt a different reporting format or frequency if the change is agreed to in advance by the director of the division in the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research which is responsible for review of the IND.

(4) A sponsor of a clinical study of a marketed drug is not required to make a safety report for any adverse experience associated with use of the drug that is not from the clinical study itself.

(d) Followup. (1) The sponsor shall promptly investigate all safety information received by it.

(2) Followup information to a safety report shall be submitted as soon as the relevant information is available.

(3) If the results of a sponsor’s investigation show that an adverse experience not initially determined to be reportable under paragraph © of this section is so reportable, the sponsor shall report such experience in a safety report as soon as possible after the determination is made, but in no event longer than 10-working days.

(4) Results of a sponsor’s investigation of other safety information shall be submitted, as appropriate, in an information amendment or annual report.

(e) Disclaimer. A safety report or other information submitted by a sponsor under this section (and any release by FDA of that report or information) does not necessarily reflect a conclusion by the sponsor or FDA that the report or information constitutes an admission that the drug caused or contributed to an adverse experience. A sponsor need not admit, and may deny, that the report or information submitted by the sponsor constitutes an admission that the drug caused or contributed to an adverse experience.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 1990]

Sec. 312.33  Annual reports.

A sponsor shall within 60 days of the anniversary date that the IND went into effect, submit a brief report of the progress of the investigation that includes:

(a) Individual study information. A brief summary of the status of each study in progress and each study completed during the previous year. The summary is required to include the following information for each study:

(1) The title of the study (with any appropriate study identifiers such as protocol number), its purpose, a brief statement identifying the patient population, and a statement as to whether the study is completed.

(2) The total number of subjects initially planned for inclusion in the study, the number entered into the study to date, the number whose participation in the study was completed as planned, and the number who dropped out of the study for any reason.

(3) If the study has been completed, or if interim results are known, a brief description of any available study results.

(b) Summary information. Information obtained during the previous year’s clinical and nonclinical investigations, including:

(1) A narrative or tabular summary showing the most frequent and most serious adverse experiences by body system.
(2) A summary of all IND safety reports submitted during the past year.

(3) A list of subjects who died during participation in the investigation, with the cause of death for each subject.

(4) A list of subjects who dropped out during the course of the investigation in association with any adverse experience, whether or not thought to be drug related.

(5) A brief description of what, if anything, was obtained that is pertinent to an understanding of the drug’s actions, including, for example, information about dose response, information from controlled trails, and information about bioavailability.

(6) A list of the preclinical studies (including animal studies) completed or in progress during the past year and a summary of the major preclinical findings.

(7) A summary of any significant manufacturing or microbiological changes made during the past year.

© A description of the general investigational plan for the coming year to replace that submitted 1 year earlier. The general investigational plan shall contain the information required under Sec. 312.23(a)(3)(iv).

(d) If the investigator brochure has been revised, a description of the revision and a copy of the new brochure.

(e) A description of any significant Phase 1 protocol modifications made during the previous year and not previously reported to the IND in a protocol amendment.

(f) A brief summary of significant foreign marketing developments with the drug during the past year, such as approval of marketing in any country or withdrawal or suspension from marketing in any country.

(g) If desired by the sponsor, a log of any outstanding business with respect to the IND for which the sponsor requests or expects a reply, comment, or meeting.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.34  Treatment use of an investigational new drug.

(a) General. A drug that is not approved for marketing may be under clinical investigation for a serious or immediately life-threatening disease condition in patients for whom no comparable or satisfactory alternative drug or other therapy is available. During the clinical investigation of the drug, it may be appropriate to use the drug in the treatment of patients not in the clinical trials, in accordance with a treatment protocol or treatment IND. The purpose of this section is to facilitate the availability of promising new drugs to desperately ill patients as early in the drug development process as possible, before general marketing begins, and to obtain additional data on the drug’s safety and effectiveness. In the case of a serious disease, a drug ordinarily may be made available for treatment use under this section during Phase 3 investigations or after all clinical trials have been completed; however, in appropriate circumstances, a drug may be made available for treatment use during Phase 2. In the case of an immediately life-threatening disease, a drug may be made available for treatment use under this section earlier than Phase 3, but ordinarily not earlier than Phase 2. For purposes of this section, the “treatment use” of a drug includes the use of a drug for diagnostic purposes. If a protocol for an investigational drug meets the criteria of this section, the protocol is to be submitted as a treatment protocol under the provisions of this section.

(b) Criteria. (1) FDA shall permit an investigational drug to be used for a treatment use under a treatment protocol or treatment IND if:

(i) The drug is intended to treat a serious or immediately life-threatening disease;

(ii) There is no comparable or satisfactory alternative drug or other therapy available to treat that stage of the disease in the intended patient population;

(iii) The drug is under investigation in a controlled clinical trial under an IND in effect for the trial, or all clinical trials have been completed; and

(iv) The sponsor of the controlled clinical trial is actively pursuing marketing approval of the investigational drug with due diligence.

(2) Serious disease. For a drug intended to treat a serious disease, the Commissioner may deny a request for treatment use under a treatment protocol or treatment IND if there is insufficient evidence of safety and effectiveness to support such use.

(3) Immediately life-threatening disease. (i) For a drug intended to treat an immediately life-threatening disease, the Commissioner may deny a request for treatment use of an investigational drug under a treatment protocol or treatment IND if the available scientific evidence, taken as a whole, fails to provide a reasonable basis for concluding that the drug:

(A) May be effective for its intended use in its intended patient population; or

(B) Would not expose the patients to whom the drug is to be administered to an unreasonable and significant additional risk of illness or injury.

(ii) For the purpose of this section, an “immediately life-threatening” disease means a stage of a disease in which there is a reasonable likelihood that death will occur within a matter of months or in which premature death is likely without early treatment.

© Safeguards. Treatment use of an investigational drug is conditioned on the sponsor and investigators complying with the safeguards of the IND process, including the regulations governing informed consent (21 CFR part 50) and institutional review boards (21 CFR part 56) and the applicable provisions of part 312, including distribution of the drug through qualified experts, maintenance of adequate manufacturing facilities, and submission of IND safety reports.

(d) Clinical hold. FDA may place on clinical hold a proposed or ongoing treatment protocol or treatment IND in accordance with Sec. 312.42.

[52 FR 19476, May 22, 1987, as amended at 57 FR 13248, Apr. 15, 1992]

Sec. 312.35  Submissions for treatment use.

(a) Treatment protocol submitted by IND sponsor. Any sponsor of a clinical investigation of a drug who intends to sponsor a treatment use for the drug shall submit to FDA a treatment protocol under Sec. 312.34 if the sponsor believes the criteria of Sec. 312.34 are satisfied. If a protocol is not submitted under Sec. 312.34, but FDA believes that the protocol should have been submitted under this section, FDA may deem the protocol to be submitted under Sec. 312.34. A treatment use under a treatment protocol may begin 30 days after FDA receives the protocol or on earlier notification by FDA that the treatment use described in the protocol may begin.

(1) A treatment protocol is required to contain the following:

(i) The intended use of the drug.

(ii) An explanation of the rationale for use of the drug, including, as appropriate, either a list of what available regimens ordinarily should be tried before using the investigational drug or an explanation of why the use of the investigational drug is preferable to the use of available marketed treatments.

(iii) A brief description of the criteria for patient selection.

(iv) The method of administration of the drug and the dosages.

(v) A description of clinical procedures, laboratory tests, or other measures to monitor the effects of the drug and to minimize risk.

(2) A treatment protocol is to be supported by the following:

(i) Informational brochure for supplying to each treating physician 

(ii) (ii) The technical information that is relevant to safety and effectiveness of the drug for the intended treatment purpose. Information contained in the sponsor’s IND may be incorporated by reference.

(iii) A commitment by the sponsor to assure compliance of all participating investigators with the informed consent requirements of 21 CFR part 50.

(3) A licensed practioner who receives an investigational drug for treatment use under a treatment protocol is an “investigator” under the protocol and is responsible for meeting all applicable investigator responsibilities under this part and 21 CFR parts 50 and 56.

(b) Treatment IND submitted by licensed practitioner. (1) If a licensed medical practitioner wants to obtain an investigational drug subject to a controlled clinical trial for a treatment use, the practitioner should first attempt to obtain the drug from the sponsor of the controlled trial under a treatment protocol. If the sponsor of the controlled clinical investigation of the drug will not establish a treatment protocol for the drug under paragraph (a) of this section, the licensed medical practitioner may seek to obtain the drug from the sponsor and submit a treatment IND to FDA requesting authorization to use the investigational drug for treatment use. A treatment use under a treatment IND may begin 30 days after FDA receives the IND or on earlier notification by FDA that the treatment use under the IND may begin. A treatment IND is required to contain the following:

(i) A cover sheet (Form FDA 1571) meeting Sec. 312.23(g)(1).

(ii) Information (when not provided by the sponsor) on the drug’s chemistry, manufacturing, and controls, and prior clinical and nonclinical experience with the drug submitted in accordance with Sec. 312.23. A sponsor of a clinical investigation subject to an IND who supplies an investigational drug to a licensed medical practitioner for purposes of a separate treatment clinical investigation shall be deemed to authorize the incorporation-by-reference of the technical information contained in the sponsor’s IND into the medical practitioner’s treatment IND.

(iii) A statement of the steps taken by the practitioner to obtain the drug under a treatment protocol from the drug sponsor.

(iv) A treatment protocol containing the same information listed in paragraph (a)(1) of this section.

(v) A statement of the practitioner’s qualifications to use the investigational drug for the intended treatment use.

(vi) The practitioner’s statement of familiarity with information on the drug’s safety and effectiveness derived from previous clinical and nonclinical experience with the drug.

(vii) Agreement to report to FDA safety information in accordance with Sec. 312.32.

(2) A licensed practitioner who submits a treatment IND under this section is the sponsor-investigator for such IND and is responsible for meeting all applicable sponsor and investigator responsibilities under this part and 21 CFR parts 50 and 56.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 19477, May 22, 1987, as amended at 57 FR 13249, Apr. 15, 1992]

Sec. 312.36  Emergency use of an investigational new drug.

Need for an investigational drug may arise in an emergency situation that does not allow time for submission of an IND in accordance with Sec. 312.23 or Sec. 312.34. In such a case, FDA may authorize shipment of the drug for a specified use in advance of submission of an IND. A request for such authorization may be transmitted to FDA by telephone or other rapid communication means. For investigational biological drugs, the request should be directed to the Division of Biological Investigational New Drugs (HFB-230), Center for Biologics Evaluation and Research, 8800 Rockville Pike, Bethesda, MD 20892, 301-443-4864. For all other investigational drugs, the request for authorization should be directed to the Document Management and Reporting Branch (HFD-53), Center for Drug Evaluation and Research, 5600 Fishers Lane, Rockville, MD 20857, 301-443-4320. After normal working hours, eastern standard time, the request should be directed to the FDA Division of Emergency and Epidemiological Operations, 202-857-8400. Except in extraordinary circumstances, such authorization will be conditioned on the sponsor making an appropriate IND submission as soon as practicable after receiving the authorization.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 1990]

Sec. 312.38  Withdrawal of an IND.

(a) At any time a sponsor may withdraw an effective IND without prejudice.

(b) If an IND is withdrawn, FDA shall be so notified, all clinical investigations conducted under the IND shall be ended, all current investigators notified, and all stocks of the drug returned to the sponsor or otherwise disposed of at the request of the sponsor in accordance with Sec. 312.59.

© If an IND is withdrawn because of a safety reason, the sponsor shall promptly so inform FDA, all participating investigators, and all reviewing Institutional Review Boards, together with the reasons for such withdrawal.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Subpart C—Administrative Actions

Sec. 312.40  General requirements for use of an investigational new drug in a clinical investigation.

(a) An investigational new drug may be used in a clinical investigation if the following conditions are met:

(1) The sponsor of the investigation submits an IND for the drug to 

FDA; the IND is in effect under paragraph (b) of this section; and the 

sponsor complies with all applicable requirements in this part and parts 

50 and 56 with respect to the conduct of the clinical investigations; 

and

(2) Each participating investigator conducts his or her investigation in compliance with the requirements of this part and parts 50 and 56.

(b) An IND goes into effect:

(1) Thirty days after FDA receives the IND, unless FDA notifies the sponsor that the investigations described in the IND are subject to a clinical hold under Sec. 312.42; or

(2) On earlier notification by FDA that the clinical investigations in the IND may begin. FDA will notify the sponsor in writing of the date it receives the IND.

© A sponsor may ship an investigational new drug to investigators named in the IND:

(1) Thirty days after FDA receives the IND; or (2) On earlier FDA authorization to ship the drug.

(d) An investigator may not administer an investigational new drug to human subjects until the IND goes into effect under paragraph (b) of this section.

Sec. 312.41  Comment and advice on an IND.

(a) FDA may at any time during the course of the investigation communicate with the sponsor orally or in writing about deficiencies in the IND or about FDA’s need for more data or information.

(b) On the sponsor’s request, FDA will provide advice on specific matters relating to an IND. Examples of such advice may include advice on the adequacy of technical data to support an investigational plan, on the design of a clinical trial, and on whether proposed investigations are likely to produce the data and information that is needed to meet requirements for a marketing application.

© Unless the communication is accompanied by a clinical hold order under Sec. 312.42, FDA communications with a sponsor under this section are solely advisory and do not require any modification in the planned or ongoing clinical investigations or response to the agency.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.42  Clinical holds and requests for modification.

(a) General. A clinical hold is an order issued by FDA to the sponsor to delay a proposed clinical investigation or to suspend an ongoing investigation. The clinical hold order may apply to one or more of the investigations covered by an IND. When a proposed study is placed on clinical hold, subjects may not be given the investigational drug. When an ongoing study is placed on clinical hold, no new subjects may be recruited to the study and placed on the investigational drug; patients already in the study should be taken off therapy involving the investigational drug unless specifically permitted by FDA in the interest of patient safety.

(b) Grounds for imposition of clinical hold--(1) Clinical hold of a Phase 1 study under an IND. FDA may place a proposed or ongoing Phase 1 investigation on clinical hold if it finds that:

(i) Human subjects are or would be exposed to an unreasonable and significant risk of illness or injury;

(ii) The clinical investigators named in the IND are not qualified by reason of their scientific training and experience to conduct the investigation described in the IND;

(iii) The investigator brochure is misleading, erroneous, or materially incomplete; or

(iv) The IND does not contain sufficient information required under Sec. 312.23 to assess the risks to subjects of the proposed studies.

(2) Clinical hold of a Phase 2 or 3 study under an IND. FDA may place a proposed or ongoing Phase 2 or 3 investigation on clinical hold if it finds that:

(i) Any of the conditions in paragraph (b)(1)(i) through (iv) of this section apply; or

(ii) The plan or protocol for the investigation is clearly deficient in design to meet its stated objectives.

(3) Clinical hold of a treatment IND or treatment protocol.

(i) Proposed use. FDA may place a proposed treatment IND or treatment protocol on clinical hold if it is determined that:

(A) The pertinent criteria in Sec. 312.34(b) for permitting the treatment use to begin are not satisfied; or

(B) The treatment protocol or treatment IND does not contain the information required under Sec. 312.35 (a) or (b) to make the specified determination under Sec. 312.34(b).

(ii) Ongoing use. FDA may place an ongoing treatment protocol or treatment IND on clinical hold if it is determined that:

(A) There becomes available a comparable or satisfactory alternative drug or other therapy to treat that stage of the disease in the intended patient population for which the investigational drug is being used;

(B) The investigational drug is not under investigation in a controlled clinical trial under an IND in effect for the trial and not all controlled clinical trials necessary to support a marketing application have been completed, or a clinical study under the IND has been placed on clinical hold:

© The sponsor of the controlled clinical trial is not pursuing marketing approval with due diligence;

(D) If the treatment IND or treatment protocol is intended for a serious disease, there is insufficient evidence of safety and effectiveness to support such use; or

(E) If the treatment protocol or treatment IND was based on an immediately life-threatening disease, the available scientific evidence, taken as a whole, fails to provide a reasonable basis for concluding that the drug:

(1) May be effective for its intended use in its intended population; or

(2) Would not expose the patients to whom the drug is to be administered to an unreasonable and significant additional risk of illness or injury.

(iii) FDA may place a proposed or ongoing treatment IND or treatment protocol on clinical hold if it finds that any of the conditions in paragraph (b)(4)(i) through (b)(4)(viii) of this section apply.

(4) Clinical hold of any study that is not designed to be adequate and well-controlled. FDA may place a proposed or ongoing investigation that is not designed to be adequate and well-controlled on clinical hold if it finds that:

(i) Any of the conditions in paragraph (b)(1) or (b)(2) of this section apply; or

(ii) There is reasonable evidence the investigation that is not designed to be adequate and well-controlled is impeding enrollment in, or otherwise interfering with the conduct or completion of, a study that is designed to be an adequate and well-controlled investigation of the same or another investigational drug; or

(iii) Insufficient quantities of the investigational drug exist to adequately conduct both the investigation that is not designed to be adequate and well-controlled and the investigations that are designed to be adequate and well-controlled; or

(iv) The drug has been studied in one or more adequate and well-controlled investigations that strongly suggest lack of effectiveness; or

(v) Another drug under investigation or approved for the same indication and available to the same patient population has demonstrated a better potential benefit/risk balance; or

(vi) The drug has received marketing approval for the same indication in the same patient population; or

(vii) The sponsor of the study that is designed to be an adequate and well-controlled investigation is not actively pursuing marketing approval of the investigational drug with due diligence; or

(viii) The Commissioner determines that it would not be in the public interest for the study to be conducted or continued. FDA ordinarily intends that clinical holds under paragraphs (b)(4)(ii), (b)(4)(iii) and (b)(4)(v) of this section would only apply to additional enrollment in nonconcurrently controlled trials rather than eliminating continued access to individuals already receiving the investigational drug.

(5) Clinical hold of any investigation involving an exception from informed consent under Sec. 50.24 of this chapter. FDA may place a proposed or ongoing investigation involving an exception from informed consent under Sec. 50.24 of this chapter on clinical hold if it is determined that:

(i) Any of the conditions in paragraphs (b)(1) or (b)(2) of this section apply; or

(ii) The pertinent criteria in Sec. 50.24 of this chapter for such an investigation to begin or continue are not submitted or not satisfied.

© Discussion of deficiency. Whenever FDA concludes that a deficiency exists in a clinical investigation that may be grounds for the imposition of clinical hold FDA will, unless patients are exposed to immediate and serious risk, attempt to discuss and satisfactorily resolve the matter with the sponsor before issuing the clinical hold order.

(b) Imposition of clinical hold. The clinical hold order may be made by telephone or other means of rapid communication or in writing. The clinical hold order will identify the studies under the IND to which the hold applies, and will briefly explain the basis for the action. The clinical hold order will be made by or on behalf of the Division Director with responsibility for review of the IND. As soon as possible, and no more than 30 days after imposition of the clinical hold, the Division Director will provide the sponsor a written explanation of the basis for the hold.

(e) Resumption of clinical investigations. If, by the terms of the clinical hold order, resumption of the affected investigation is permitted without prior notification by FDA once a stated correction or modification is made, the investigation may proceed as soon as the correction or modification is made. In all other cases, an investigation may only resume after the Division Director (or the Director’s designee) with responsibility for review of the IND has notified the sponsor that the investigation may proceed. In these cases resumption of the affected investigation(s) will be authorized when the sponsor corrects the deficiency(ies) previously cited or otherwise satisfied the agency that the investigation(s) can proceed. Resumption of a study may be authorized by telephone or other means of rapid communication.

(f) Appeal. If the sponsor disagrees with the reasons cited for the clinical hold, the sponsor may request reconsideration of the decision in accordance with Sec. 312.48.

(g) Conversion of IND on clinical hold to inactive status. If all investigations covered by an IND remain on clinical hold for 1 year or more, the IND may be placed on inactive status by FDA under Sec. 312.45.

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 19477, May 22, 1987; 57 FR 13249, Apr. 15, 1992; 61 FR 51530, Oct. 2, 1996]

Sec. 312.44  Termination.

(a) General. This section describes the procedures under which FDA may terminate an IND. If an IND is terminated, the sponsor shall end all clinical investigations conducted under the IND and recall or otherwise provide for the disposition of all unused supplies of the drug. A termination action may be based on deficiencies in the IND or in the conduct of an investigation under an IND. Except as provided in paragraph (d) of this section, a termination shall be preceded by a proposal to terminate by FDA and an opportunity for the sponsor to respond. FDA will, in general, only initiate an action under this section after first attempting to resolve differences informally or, when appropriate, through the clinical hold procedures described in Sec. 312.42.

(b) Grounds for termination--(1) Phase 1. FDA may propose to terminate an IND during Phase 1 if it finds that:

(i) Human subjects would be exposed to an unreasonable and significant risk of illness or unjury.

(ii) The IND does not contain sufficient information required under Sec. 312.23 to assess the safety to subjects of the clinical investigations.

(iii) The methods, facilities, and controls used for the manufacturing, processing, and packing of the investigational drug are inadequate to establish and maintain appropriate standards of identity, strength, quality, and purity as needed for subject safety.

(iv) The clinical investigations are being conducted in a manner substantially different than that described in the protocols submitted in the IND.

(v) The drug is being promoted or distributed for commercial purposes not justified by the requirements of the investigation or permitted by Sec. 312.7.

(vi) The IND, or any amendment or report to the IND, contains an untrue statement of a material fact or omits material information required by this part.

(vii) The sponsor fails promptly to investigate and inform the Food and Drug Administration and all investigators of serious and unexpected adverse experiences in accordance with Sec. 312.32 or fails to make any other report required under this part.

(viii) The sponsor fails to submit an accurate annual report of the investigations in accordance with Sec. 312.33.

(ix) The sponsor fails to comply with any other applicable requirement of this part, part 50, or part 56.

(x) The IND has remained on inactive status for 5 years or more.

(xi) The sponsor fails to delay a proposed investigation under the 

IND or to suspend an ongoing investigation that has been placed on clinical hold under Sec. 312.42(b)(4).

(2) Phase 2 or 3. FDA may propose to terminate an IND during Phase 2 or Phase 3 if FDA finds that:

(i) Any of the conditions in paragraphs (b)(1)(i) through (b)(1)(xi) of this section apply; or

(ii) The investigational plan or protocol(s) is not reasonable as a bona fide scientific plan to determine whether or not the drug is safe and effective for use; or

(iii) There is convincing evidence that the drug is not effective for the purpose for which it is being investigated.

(3) FDA may propose to terminate a treatment IND if it finds that:

(i) Any of the conditions in paragraphs (b)(1)(i) through (x) of this section apply; or(ii) Any of the conditions in Sec. 312.42(b)(3) apply .© Opportunity for sponsor response. (1) If FDA proposes to terminate an IND, FDA will notify the sponsor in writing, and invite correction or explanation within a period of 30 days.

(2) On such notification, the sponsor may provide a written explanation or correction or may request a conference with FDA to provide the requested explanation or correction. If the sponsor does not respond to the notification within the allocated time, the IND shall be terminated.

(3) If the sponsor responds but FDA does not accept the explanation or correction submitted, FDA shall inform the sponsor in writing of the reason for the nonacceptance and provide the sponsor with an opportunity for a regulatory hearing before FDA under Part 16 on the question of whether the IND should be terminated. The sponsor’s request for a regulatory hearing must be made within 10 days of the sponsor’s receipt of FDA’s notification of nonacceptance.

(d) Immediate termination of IND. Notwithstanding paragraphs (a) through © of this section, if at any time FDA concludes that continuation of the investigation presents an immediate and substantial danger to the health of individuals, the agency shall immediately, by written notice to the sponsor from the Director of the Center for Drug Evaluation and Research or the Director of the Center for Biologics Evaluation and Research, terminate the IND. An IND so terminated is subject to reinstatement by the Director on the basis of additional submissions that eliminate such danger. If an IND is terminated under this paragraph, the agency will afford the sponsor an opportunity for a regulatory hearing under part 16 on the question of whether the IND should be reinstated.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 1990; 57 FR 13249, Apr. 15, 1992]

Sec. 312.45  Inactive status.

(a) If no subjects are entered into clinical studies for a period of 2 years or more under an IND, or if all investigations under an IND remain on clinical hold for 1 year or more, the IND may be placed by FDA on inactive status. This action may be taken by FDA either on request of the sponsor or on FDA’s own initiative. If FDA seeks to act on its own initiative under this section, it shall first notify the sponsor in writing of the proposed inactive status. Upon receipt of such notification, the sponsor shall have 30 days to respond as to why the IND should continue to remain active.

(b) If an IND is placed on inactive status, all investigators shall be so notified and all stocks of the drug shall be returned or otherwise disposed of in accordance with Sec. 312.59.

© A sponsor is not required to submit annual reports to an IND on inactive status. An inactive IND is, however, still in effect for purposes of the public disclosure of data and information under Sec. 312.130.

(d) A sponsor who intends to resume clinical investigation under an IND placed on inactive status shall submit a protocol amendment under Sec. 312.30 containing the proposed general investigational plan for the coming year and appropriate protocols. If the protocol amendment relies on information previously submitted, the plan shall reference such information. Additional information supporting the proposed investigation, if any, shall be submitted in an information amendment.  Notwithstanding the provisions of Sec. 312.30, clinical investigations under an IND on inactive status may only resume (1) 30 days after FDA receives the protocol amendment, unless FDA notifies the sponsor that the investigations described in the amendment are subject to a clinical hold under Sec. 312.42, or (2) on earlier notification by FDA that the clinical investigations described in the protocol amendment may begin.

(e) An IND that remains on inactive status for 5 years or more may be terminated under Sec. 312.44.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.47  Meetings.

(a) General. Meetings between a sponsor and the agency are frequently useful in resolving questions and issues raised during the course of a clinical investigation. FDA encourages such meetings to the extent that they aid in the evaluation of the drug and in the solution of scientific problems concerning the drug, to the extent that FDA’s resources permit. The general principle underlying the conduct of such meetings is that there should be free, full, and open communication about any scientific or medical question that may arise during the clinical investigation. These meetings shall be conducted and documented in accordance with part 10.

(b) “End-of-Phase 2” meetings and meetings held before submission of a marketing application. At specific times during the drug investigation process, meetings between FDA and a sponsor can be especially helpful in minimizing wasteful expenditures of time and money and thus in speeding the drug development and evaluation process. In particular, FDA has found that meetings at the end of Phase 2 of an investigation (end-of-Phase 2 meetings) are of considerable assistance 

in planning later studies and that meetings held near completion of Phase 3 and before submission of a marketing application (“pre-NDA” meetings) are helpful in developing methods of presentation and submission of data in the marketing application that facilitate review and allow timely FDA response.

(1) End-of-Phase 2 meetings--(i) Purpose. The purpose of an end-of-Phase 2 meeting is to determine the safety of proceeding to Phase 3, to evaluate the Phase 3 plan and protocols, and to identify any additional information necessary to support a marketing application for the uses under investigation.

(ii) Eligibility for meeting. While the end-of-Phase 2 meeting is designed primarily for IND’s involving new molecular entities or major new uses of marketed drugs, a sponsor of any IND may request and obtain an end-of-Phase 2 meeting.

(iii) Timing. To be most useful to the sponsor, end-of-Phase 2 meetings should be held before major commitments of effort and resources to specific Phase 3 tests are made. The scheduling of an end-of-Phase 2 meeting is not, however, intended to delay the transition of an investigation from Phase 2 to Phase 3.

(iv) Advance information. At least 1 month in advance of an end-of-Phase 2 meeting, the sponsor should submit background information on the sponsor’s plan for Phase 3, including summaries of the Phase 1 and 2 investigations, the specific protocols for Phase 3 clinical studies, plans for any additional nonclinical studies, and, if available, tentative labeling for the drug. The recommended contents of such a submission are described more fully in FDA Staff Manual Guide 4850.7 that is publicly available under FDA’s public information regulations in Part 20.

(v) Conduct of meeting. Arrangements for an end-of-Phase 2 meeting are to be made with the division in FDA’s Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research which is responsible for review of the IND. The meeting will be scheduled by FDA at a time convenient to both FDA and the sponsor. Both the sponsor and FDA may bring consultants to the meeting. The meeting should be directed primarily at establishing agreement between FDA and the sponsor of the overall plan for Phase 3 and the objectives and design of particular studies. The adequacy of technical information to support Phase 3 studies and/or a marketing application may also be discussed. Agreements reached at the meeting on these matters will be recorded in minutes of the conference that will be taken by FDA in accordance with Sec. 10.65 and provided to the sponsor. The minutes along with any other written material provided to the sponsor will serve as a permanent record of any agreements reached. Barring a significant scientific development that requires otherwise, studies conducted in accordance with the agreement shall be presumed to be sufficient in objective and design for the purpose of obtaining marketing approval for the drug.

(2) “Pre-NDA” meetings. FDA has found that delays associated with the initial review of a marketing application may be reduced by exchanges of information about a proposed marketing application. The primary purpose of this kind of exchange is to uncover any major unresolved problems, to identify those studies that the sponsor is relying on as adequate and well-controlled to establish the drug’s effectiveness, to acquaint FDA reviewers with the general information to be submitted in the marketing application (including technical information), to discuss appropriate methods for statistical analysis of the data, and to discuss the best approach to the presentation and formatting of data in the marketing application. Arrangements for such a meeting are to be initiated by the sponsor with the division responsible for review of the IND. To permit FDA to provide the sponsor with the most useful advice on preparing a marketing application, the sponsor should submit to FDA’s reviewing division at least 1 month in advance of the meeting the following information:

(i) A brief summary of the clinical studies to be submitted in the application.

(ii) A proposed format for organizing the submission, including methods for presenting the data.

(iii) Any other information for discussion at the meeting.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11580, Mar. 29, 1990]

Sec. 312.48  Dispute resolution.

(a) General. The Food and Drug Administration is committed to resolving differences between sponsors and FDA reviewing divisions with respect to requirements for IND’s as quickly and amicably as possible through the cooperative exchange of information and views.

(b) Administrative and procedural issues. When administrative or procedural disputes arise, the sponsor should first attempt to resolve the matter with the division in FDA’s Center for Drug Evaluation and Research or Center for Biologics Evaluation and Research which is responsible for review of the IND, beginning with the consumer safety officer assigned to the application. If the dispute is not resolved, the sponsor may raise the matter with the person designated as ombudsman, whose function shall be to investigate what has happened and to facilitate a timely and equitable resolution. Appropriate issues to raise with the ombudsman include resolving difficulties in scheduling meetings and obtaining timely replies to inquiries. Further details on this procedure are contained in FDA Staff Manual Guide 4820.7 that is publicly available under FDA’s public information regulations in part 20.

© Scientific and medical disputes. (1) When scientific or medical disputes arise during the drug investigation process, sponsors should discuss the matter directly with the responsible reviewing officials. If necessary, sponsors may request a meeting with the appropriate reviewing officials and management representatives in order to seek a resolution.  Requests for such meetings shall be directed to the director of the division in FDA’s Center for Drug Evaluation and Research or Center for Biologics Evaluation and Research which is responsible for review of the IND. FDA will make every attempt to grant requests for meetings that involve important issues and that can be scheduled at mutually convenient times.

(2) The “end-of-Phase 2” and “pre-NDA” meetings described in Sec. 312.47(b) will also provide a timely forum for discussing and resolving scientific and medical issues on which the sponsor disagrees with the agency.

(3) In requesting a meeting designed to resolve a scientific or medical dispute, applicants may suggest that FDA seek the advice of outside experts, in which case FDA may, in its discretion, invite to the meeting one or more of its advisory committee members or other consultants, as designated by the agency. Applicants may rely on, and may bring to any meeting, their own consultants. For major scientific and medical policy issues not resolved by informal meetings, FDA may refer the matter to one of its standing advisory committees for its consideration and recommendations.

[52 FR 8831, Mar. 19, 1987, as amended at 55 FR 11580, Mar. 29, 1990]

Subpart D—Responsibilities of Sponsors and Investigators

Sec. 312.50  General responsibilities of sponsors.

Sponsors are responsible for selecting qualified investigators, providing them with the information they need to conduct an investigation properly, ensuring proper monitoring of the investigation(s), ensuring that the investigation(s) is conducted in accordance with the general investigational plan and protocols contained in the IND, maintaining an effective IND with respect to the investigations, and ensuring that FDA and all participating investigators are promptly informed of significant new adverse effects or risks with respect to the drug. Additional specific responsibilities of sponsors are described elsewhere in this part.

Sec. 312.52  Transfer of obligations to a contract research organization.

(a) A sponsor may transfer responsibility for any or all of the obligations set forth in this part to a contract research organization. Any such transfer shall be described in writing. If not allobligations are transferred, the writing is required to describe each of the obligations being assumed by the contract research organization. If all obligations are transferred, a general statement that all obligations have been transferred is acceptable. Any obligation not covered by the written description shall be deemed not to have been transferred.

(b) A contract research organization that assumes any obligation of a sponsor shall comply with the specific regulations in this chapter applicable to this obligation and shall be subject to the same regulatory action as a sponsor for failure to comply with any obligation assumed under these regulations. Thus, all references to “sponsor” in this part apply to a contract research organization to the extent that it assumes one or more obligations of the sponsor.

Sec. 312.53  Selecting investigators and monitors.

(a) Selecting investigators. A sponsor shall select only investigators qualified by training and experience as appropriate experts to investigate the drug.

(b) Control of drug. A sponsor shall ship investigational new drugs only to investigators participating in the investigation.

© Obtaining information from the investigator. Before permitting an investigator to begin participation in an investigation, the sponsor shall obtain the following:

(1) A signed investigator statement (Form FDA-1572) containing:

(i) The name and address of the investigator;

(ii) The name and code number, if any, of the protocol(s) in the IND identifying the study(ies) to be conducted by the investigator;

(iii) The name and address of any medical school, hospital, or other research facility where the clinical investigation(s) will be conducted;

(iv) The name and address of any clinical laboratory facilities to be used in the study;

(v) The name and address of the IRB that is responsible for review and approval of the study(ies);

(vi) A commitment by the investigator that he or she:

(a) Will conduct the study(ies) in accordance with the relevant, current protocol(s) and will only make changes in a protocol after notifying the sponsor, except when necessary to protect the safety, the rights, or welfare of subjects;

(b) Will comply with all requirements regarding the obligations of clinical investigators and all other pertinent requirements in this part;© Will personally conduct or supervise the described investigation(s);

(d) Will inform any potential subjects that the drugs are being used for investigational purposes and will ensure that the requirements relating to obtaining informed consent (21 CFR part 50) and institutional review board review and approval (21 CFR part 56) are met;

(e) Will report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with Sec. 312.64;

(f) Has read and understands the information in the investigator’s brochure, including the potential risks and side effects of the drug; and

(g) Will ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their obligations in meeting the above commitments.

(vii) A commitment by the investigator that, for an investigation subject to an institutional review requirement under part 56, an IRB that complies with the requirements of that part will be responsible for the initial and continuing review and approval of the clinical investigation and that the investigator will promptly report to the IRB all changes in the research activity and all unanticipated problems involving risks to human subjects or others, and will not make any changes in the research without IRB approval, except where necessary to eliminate apparent immediate hazards to the human subjects.

(viii) A list of the names of the subinvestigators (e.g., research fellows, residents) who will be assisting the investigator in the conduct of the investigation(s).

(2) Curriculum vitae. A curriculum vitae or other statement of qualifications of the investigator showing the

education, training, and experience that qualifies the investigator as an expert in the clinical investigation of the drug for the use under investigation.

(3) Clinical protocol. (i) For Phase 1 investigations, a general outline of the planned investigation including the estimated duration of the study and the maximum number of subjects that will be involved.

(ii) For Phase 2 or 3 investigations, an outline of the study protocol including an approximation of the number of subjects to be treated with the drug and the number to be employed as controls, if any; the clinical uses to be investigated; characteristics of subjects by age, sex, and condition; the kind of clinical observations and laboratory tests to be conducted; the estimated duration of the study; and copies or a description of case report forms to be used.

(d) Selecting monitors. A sponsor shall select a monitor qualified by training and experience to monitor the progress of the investigation.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 61 FR 57280, Nov. 5, 1996]

Sec. 312.54  Emergency research under Sec. 50.24 of this chapter.

(a) The sponsor shall monitor the progress of all investigations involving an exception from informed consent under Sec. 50.24 of this chapter. When the sponsor receives from the IRB information concerning the public disclosures required by Sec. 50.24(a)(7)(ii) and (a)(7)(iii) of this chapter, the sponsor promptly shall submit to the IND file and to Docket Number 95S-0158 in the Dockets Management Branch (HFA-305), Food and Drug Administration, 12420 Parklawn Dr., rm. 1-23, Rockville, MD 20857, copies of the information that was disclosed, identified by the IND number.

(b) The sponsor also shall monitor such investigations to identify when an IRB determines that it cannot approve the research because it does not meet the criteria in the exception in Sec. 50.24(a) of this chapter or because of other relevant ethical concerns. The sponsor promptly shall provide this information in writing to FDA, investigators who are asked to participate in this or a substantially equivalent clinical investigation, and other IRB’s that are asked to review this or a substantially equivalent investigation.

[61 FR 51530, Oct. 2, 1996]

Sec. 312.55  Informing investigators.

(a) Before the investigation begins, a sponsor (other than a sponsor-investigator) shall give each participating clinical investigator an investigator brochure containing the information described in Sec. 312.23(a)(5).

(b) The sponsor shall, as the overall investigation proceeds, keep each participating investigator informed of new observations discovered by or reported to the sponsor on the drug, particularly with respect to adverse effects and safe use. Such information may be distributed to investigators by means of periodically revised investigator brochures, reprints or published studies, reports or letters to clinical investigators, or other appropriate means. Important safety information is required to be relayed to investigators in accordance with Sec. 312.32.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.56  Review of ongoing investigations.

(a) The sponsor shall monitor the progress of all clinical investigations being conducted under its IND.

(b) A sponsor who discovers that an investigator is not complying with the signed agreement (Form FDA-1572), the general investigational plan, or the requirements of this part or other applicable parts shall promptly either secure compliance or discontinue shipments of the investigational new drug to the investigator and end the investigator’s participation in the investigation. If the investigator’s participation in the investigation is ended, the sponsor shall require that the investigator dispose of or return the investigational drug in accordance with the requirements of Sec. 312.59 and shall notify FDA.

© The sponsor shall review and evaluate the evidence relating to the safety and effectiveness of the drug as it is obtained from the investigator. The sponsors shall make such reports to FDA regarding information relevant to the safety of the drug as are required under Sec. 312.32. The sponsor shall make annual reports on the progress of the investigation in accordance with Sec. 312.33.

(d) A sponsor who determines that its investigational drug presents an unreasonable and significant risk to subjects shall discontinue those investigations that present the risk, notify FDA, all institutional review boards, and all investigators who have at any time participated in the investigation of the discontinuance, assure the disposition of all stocks of the drug outstanding as required by Sec. 312.59, and furnish FDA with a full report of the sponsor’s actions. The sponsor shall discontinue the investigation as soon as possible, and in no event later than 5 working days after making the determination that the investigation should be discontinued. Upon request, FDA will confer with a sponsor on the need to discontinue an investigation.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.57  Record keeping and record retention.

(a) A sponsor shall maintain adequate records showing the receipt, shipment, or other disposition of the investigational drug. These records are required to include, as appropriate, the name of the investigator to whom the drug is shipped, and the date, quantity, and batch or code mark of each such shipment.

(b) A sponsor shall retain the records and reports required by this part for 2 years after a marketing application is approved for the drug; or, if an application is not approved for the drug, until 2 years after shipment and delivery of the drug for investigational use is discontinued and FDA has been so notified.© A sponsor shall retain reserve samples of any test article and reference standard identified in, and used in any of the bioequivalence or bioavailability studies described in, Sec. 320.38 or Sec. 320.63 of this chapter, and release the reserve samples to FDA upon request, in accordance with, and for the period specified in Sec. 320.38.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 58 FR 25926, Apr. 28, 1993]

Sec. 312.58  Inspection of sponsor’s records and reports.

(a) FDA inspection. A sponsor shall upon request from any properly authorized officer or employee of the Food and Drug Administration, at reasonable times, permit such officer or employee to have access to and copy and verify any records and reports relating to a clinical investigation conducted under this part. Upon written request by FDA, the sponsor shall submit the records or reports (or copies of them) to FDA. The sponsor shall discontinue shipments of the drug to any investigator who has failed to maintain or make available records or reports of the investigation as required by this part.

(b) Controlled substances. If an investigational new drug is a substance listed in any schedule of the Controlled Substances Act (21 U.S.C. 801; 21 CFR part 1308), records concerning shipment, delivery, receipt, and disposition of the drug, which are required to be kept under this part or other applicable parts of this chapter shall, upon the request of a properly authorized employee of the Drug Enforcement Administration of the U.S. Department of Justice, be made available by the investigator or sponsor to whom the request is made, for inspection and copying. In addition, the sponsor shall assure that adequate precautions are taken, including storage of the investigational drug in a securely locked, substantially constructed cabinet, or other securely locked, substantially constructed enclosure, access to which is limited, to prevent theft or diversion of the substance into illegal channels of distribution.

Sec. 312.59  Disposition of unused supply of investigational drug.

The sponsor shall assure the return of all unused supplies of the investigational drug from each individual investigator whose participation in the investigation is discontinued or terminated. The sponsor may authorize alternative disposition of unused supplies of the investigational drug provided this alternative disposition does not expose humans to risks from the drug. The 

sponsor shall maintain written records of any disposition of the drug in accordance with Sec. 312.57.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987] 

Sec. 312.60  General responsibilities of investigators.

An investigator is responsible for ensuring that an investigation is conducted according to the signed investigator statement, the investigational plan, and applicable regulations; for protecting the rights, safety, and welfare of subjects under the investigator’s care; and for the control of drugs under investigation. An investigator shall, in accordance with the provisions of part 50 of this chapter, obtain the informed consent of each human subject to whom the drug is administered, except as provided in Secs. 50.23 or 50.24 of this chapter. Additional specific responsibilities of clinical investigators are set forth in this part and in parts 50 and 56 of this chapter.

[52 FR 8831, Mar. 19, 1987, as amended at 61 FR 51530, Oct. 2, 1996]

Sec. 312.61  Control of the investigational drug.

An investigator shall administer the drug only to subjects under the investigator’s personal supervision or under the supervision of a subinvestigator responsible to the investigator. The investigator shall not supply the investigational drug to any person not authorized under this part to receive it.

Sec. 312.62  Investigator record keeping and record retention.

(a)
Disposition of drug. An investigator is required to maintain adequate records of the disposition of the drug, including dates, quantity, and use by subjects. If the investigation is terminated, suspended, discontinued, or completed, the investigator shall return the unused supplies of the drug to the sponsor, or otherwise provide for disposition of the unused supplies of the drug under Sec. 312.59.

(b)
Case histories. An investigator is required to prepare and maintain adequate and accurate case histories that record all observations and other data pertinent to the investigation on each individual administered the investigational drug or employed as a control in the investigation. Case histories include the case report forms and supporting data including, for example, signed and dated consent forms and medical records including, for example, progress notes of the physician, the individual’s hospital chart(s), and the nurses’ notes. The case history for each individual shall document that informed consent was obtained prior to participation in the study.

(c)
Record retention. An investigator shall retain records required to be maintained under this part for a period of 2 years following the date a marketing application is approved for the drug for the indication for which it is being investigated; or, if no application is to be filed or if the application is not approved for such indication, until 2 years after the investigation is discontinued and FDA is notified.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 61 FR 57280, Nov. 5, 1996]

Sec. 312.64  Investigator reports.

(a)
Progress reports. The investigator shall furnish all reports to the sponsor of the drug who is responsible for collecting and evaluating the results obtained. The sponsor is required under Sec. 312.33 to submit annual reports to

FDA on the progress of the clinical investigations.

(b)
Safety reports. An investigator shall promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. If the adverse effect is alarming, the investigator shall report the adverse effect immediately.

(c)
Final report. An investigator shall provide the sponsor with an adequate report shortly after completion of the investigator’s participation in the investigation.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.66  Assurance of IRB review.

An investigator shall assure that an IRB that complies with the requirements set forth in Part 56 will be responsible for the initial and continuing review and approval of the proposed clinical study. The investigator shall also assure that he or she will promptly report to the IRB all changes in the research activity and all unanticipated problems involving risk to human subjects or others, and that he or she will not make any changes in the research without IRB approval, except where necessary to eliminate apparent immediate hazards to human subjects.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.68  Inspection of investigator’s records and reports.

An investigator shall upon request from any properly authorized officer or employee of FDA, at reasonable times, permit such officer or employee to have access to, and copy and verify any records or reports made by the investigator pursuant to Sec. 312.62. The investigator is not required to divulge subject names unless the records of particular individuals require a more detailed study of the cases, or unless there is reason to believe that the records do not represent actual case studies, or do not represent actual results obtained.

Sec. 312.69  Handling of controlled substances.

If the investigational drug is subject to the Controlled Substances Act, the investigator shall take adequate precautions, including storage of the investigational drug in a securely locked, substantially constructed cabinet, or other securely locked, substantially constructed enclosure, access to which is limited, to prevent theft or diversion of the substance into illegal channels of distribution.

Sec. 312.70  Disqualification of a clinical investigator.

(a)
If FDA has information indicating that an investigator has repeatedly or deliberately failed to comply with the requirements of this part, Part 50, or part 56, or has submitted to the sponsor false information in any required report, the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research will furnish the investigator written notice of the matter complained of and offer the investigator an opportunity to explain the matter in writing, or, at the option of the investigator, in an informal conference. If an explanation is offered but not accepted by the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research, the investigator will be given an opportunity for a regulatory hearing under part 16 on the question of whether the investigator is entitled to receive investigational new drugs.

(b)
After evaluating all available information, including any explanation presented by the investigator, if the Commissioner determines that the investigator has repeatedly or deliberately failed to comply with the requirements of this part, part 50, or part 56, or has deliberately or repeatedly submitted false information to the sponsor in any required report, the Commissioner will notify the investigator and the sponsor of any investigation in which the investigator has been named as a participant that the investigator is not entitled to receive investigational drugs. The notification will provide a statement of basis for such determination.

(c)
Each IND and each approved application submitted under part 314 containing data reported by an investigator who has been determined to be ineligible to receive investigational drugs will be examined to determine whether the investigator has submitted unreliable data that are essential to the continuation of the investigation or essential to the approval of any marketing application.

(d)
If the Commissioner determines, after the unreliable data submitted by the investigator are eliminated from consideration, that the data remaining are inadequate to support a conclusion that it is reasonably safe to continue the investigation, the Commissioner will notify the sponsor who shall have an opportunity for a regulatory hearing under part 16. If a danger to the public health exists, however, the Commissioner shall terminate the IND immediately and notify the sponsor of the determination. In such case, the sponsor shall have an opportunity for a regulatory hearing before FDA under part 16 on the question of whether the IND should be reinstated.

(e)
If the Commissioner determines, after the unreliable data submitted by the investigator are eliminated from consideration, that the continued approval of the drug product for which the data were submitted cannot be justified, the Commissioner will proceed to withdraw approval of the drug product in accordance with the applicable provisions of the act.

(f)
An investigator who has been determined to be ineligible to receive investigational drugs may be reinstated as eligible when the Commissioner determines that the investigator has presented adequate assurances that the investigator will employ investigatioal drugs solely in compliance with the provisions of this part and of parts 50 and 56.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11580, Mar. 29, 1990]

Subpart E—Drugs Intended to Treat Life-threatening and Severely-debilitating Illnesses

Authority:  Secs. 501, 502, 503, 505, 506, 507, 701, 52 Stat. 1049-1053 as amended, 1055-1056 as amended, 55 Stat. 851, 59 Stat. 463 as amended (21 U.S.C. 351, 352, 353, 355, 356, 357, 371); sec. 351, 58 Stat. 702 as amended (42 U.S.C. 262); 21 CFR 5.10, 5.11.

Source:  53 FR 41523, Oct. 21, 1988, unless otherwise noted.

Sec. 312.80  Purpose.

The purpose of this section is to establish procedures designed to expedite the development, evaluation, and marketing of new therapies intended to treat persons with life-threatening and severely-debilitating illnesses, especially where no satisfactory alternative therapy exists. As stated Sec. 314.105© of this chapter, while the statutory standards of safety and effectiveness apply to all drugs, the many kinds of drugs that are subject to them, and the wide range of uses for those drugs, demand flexibility in applying the standards. The Food and Drug Administration (FDA) has determined that it is appropriate to exercise the broadest flexibility in applying the statutory standards, while preserving appropriate guarantees for safety and effectiveness.  These procedures reflect the recognition that physicians and patients are generally willing to accept greater risks or side effects from products that treat life-threatening and severely-debilitating illnesses, than they would accept from products that treat less serious illnesses. These procedures also reflect the recognition that the benefits of the drug need to be evaluated in light of the severity of the disease being treated. The procedure outlined in this section should be interpreted consistent with that purpose.

Sec. 312.81  Scope.

This section applies to new drug, antibiotic, and biological products that are being studied for their safety and effectiveness in treating life-threatening or severely-debilitating diseases.

(a)
For purposes of this section, the term “life-threatening” means:

(1)
Diseases or conditions where the likelihood of death is high unless the
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course of the disease is interrupted; and

(2)
Diseases or conditions with potentially fatal outcomes, where the end point of clinical trial analysis is survival.

(b)
For purposes of this section, the term “severely debilitating” means diseases or conditions that cause major irreversible morbidity.

(c)
Sponsors are encouraged to consult with FDA on the applicability of these procedures to specific products.

Sec. 312.82  Early consultation.

For products intended to treat life-threatening or severely-debilitating illnesses, sponsors may request to meet with FDA-reviewing officials early in the drug development process to review and reach agreement on the design of necessary preclinical and clinical studies. Where appropriate, FDA will invite to such meetings one or more outside expert scientific consultants or advisory committee members. To the extent FDA resources permit, agency reviewing officials will honor 

requests for such meetings

(a)
Pre-investigational new drug (IND) meetings. Prior to the submission of the initial IND, the sponsor may request a meeting with FDA-reviewing officials. The primary purpose of this meeting is to review and reach agreement on the design of animal studies needed to initiate human testing. The meeting may also provide an opportunity for discussing the scope and design of phase 1 testing, and the best approach for presentation and formatting of data in the IND.

(b)
End-of-phase 1 meetings. When data from phase 1 clinical testing are available, the sponsor may again request a meeting with FDA-reviewing officials. The primary purpose of this meeting is to review and reach agreement on the design of phase 2 controlled clinical trials, with the goal that such testing will be adequate to provide sufficient data on the drug’s safety and effectiveness to support a decision on its approvability for marketing. The procedures outlined in Sec. 312.47(b)(1) with respect to end-of-phase 2 conferences, including documentation of agreements reached, would also be used for end-of-phase 1 meetings.

Sec. 312.83  Treatment protocols.

If the preliminary analysis of phase 2 test results appears promising, FDA may ask the sponsor to submit a treatment protocol to be reviewed under the procedures and criteria listed in Secs. 312.34 and 312.35. Such a treatment protocol, if requested and granted, would normally remain in effect while the complete data necessary for a marketing application are being assembled by the sponsor and reviewed by FDA (unless grounds exist for clinical hold of ongoing protocols, as provided in Sec. 312.42(b)(3)(ii)). Sec. 312.84  Risk-benefit analysis in review of marketing applications for drugs to treat life-threatening and severely-debilitating illnesses.

(a)
FDA’s application of the statutory standards for marketing approval shall recognize the need for a medical risk-benefit judgment in making the final decision on approvability. As part of this evaluation, consistent with the statement of purpose in Sec. 312.80, FDA will consider whether the benefits of the drug outweigh the known and potential risks of the drug and the need to answer remaining questions about risks and benefits of the drug, taking into consideration the severity of the disease and the absence of satisfactory alternative therapy.

(b)
In making decisions on whether to grant marketing approval for products that have been the subject of an end-of-phase 1 meeting under Sec. 312.82, FDA will usually seek the advice of outside expert scientific consultants or advisory committees. Upon the filing of such a marketing application under Sec. 314.101 or part 601 of this chapter, FDA will notify the members of the relevant standing advisory committee of the application’s filing and its availability for review.

(c)
If FDA concludes that the data presented are not sufficient for marketing approval, FDA will issue (for a drug) a not approvable letter pursuant to Sec. 314.120 of this chapter, or (for a biologic) a deficiencies letter consistent with the biological product licensing procedures. Such letter, in describing the deficiencies in the application, will address why the results of the research design agreed to under Sec. 312.82, or insubsequent meetings, have not provided sufficient evidence for marketing approval. Such letter will also describe any recommendations made by the advisory committee regarding the application.

(d)
Marketing applications submitted under the procedures contained in this section will be subject to the requirements and procedures contained in part 314 or part 600 of this chapter, as well as those in this subpart.

Sec. 312.85  Phase 4 studies.

Concurrent with marketing approval, FDA may seek agreement from the sponsor to conduct certain postmarketing (phase 4) studies to delineate additional information about the drug’s risks, benefits, and optimal use. These studies could include, but would not be limited to, studying different doses or schedules of administration than were used in phase 2 studies, use of the drug in other patient populations or other stages of the disease, or use of the drug over a longer period of time.

Sec. 312.86  Focused FDA regulatory research.

At the discretion of the agency, FDA may undertake focused regulatory research on critical rate-limiting aspects of the preclinical, chemical/manufacturing, and clinical phases of drug development and evaluation. When initiated, FDA will undertake such research efforts as a means for meeting a public health need in facilitating the development of therapies to treat life-threatening or severely debilitating illnesses.

Sec. 312.87  Active monitoring of conduct and evaluation of clinical trials.

For drugs covered under this section, the Commissioner and other agency officials will monitor the progress of the conduct and evaluation of clinical trials and be involved in facilitating their appropriate progress .Sec. 312.88  Safeguards for patient safety. All of the safeguards incorporated within parts 50, 56, 312, 314, and 600 of this chapter designed to ensure the safety of clinical testing and the safety of products following marketing approval apply to drugs covered by this section. This includes the requirements for informed consent (part 50 of this chapter) and institutional review boards (part 56 of this chapter). These safeguards further include the review of animal studies prior to initial human testing (Sec. 312.23), and the monitoring of adverse drug experiences through the requirements of IND safety reports (Sec. 312.32), safety update reports during agency review of a marketing application (Sec. 314.50 of this chapter), and post marketing adverse reaction reporting (Sec. 314.80 of this chapter).

Subpart F—Miscellaneous

Sec. 312.110  Import and export requirements.

(a)
Imports. An investigational new drug offered for import into the 

United States complies with the requirements of this part if it is subject to an IND that is in effect for it under Sec. 312.40 and: (1) The consignee in the United States is the sponsor of the IND; (2) the consignee is a qualified investigator named in the IND; or (3) the consignee is the domestic agent of a foreign sponsor, is responsible for the control and distribution of the investigational drug, and the IND identifies the consignee and describes what, if any, actions the consignee will take with respect to the investigational drug.

(b)
Exports. An investigational new drug intended for export from the United States complies with the requirements of this part as follows:

(1)
If an IND is in effect for the drug under Sec. 312.40 and each person who receives the drug is an investigator named in the application; or

(2)
If FDA authorizes shipment of the drug for use in a clinical investigation. Authorization may be obtained as follows:

(i) Through submission to the International Affairs Staff (HFY-50), Associate Commissioner for Health Affairs, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, of a written request from the person that seeks to export the drug. A request must provide adequate information about the drug to satisfy FDA that the drug is appropriate for the proposed investigational use in humans, that thedrug will be used for investigational purposes only, and that the drug may be legally used by that consignee in the importing country for the proposed investigational use. The request shall specify the quantity of the drug to be shipped per shipment and the frequency of expected shipments. If FDA authorizes exportation under this paragraph, the agency shall concurrently notify the government of the importing country of such authorization.

(ii)
Through submission to the International Affairs Staff (HFY-50), 

Associate Commissioner for Health Affairs, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, of a formal request from an authorized official of the government of the country to which the drug is proposed to be shipped. A request must specify that the foreign government has adequate information about the drug and the proposed investigational use, that the drug will be used for investigational purposes only, and that the foreign government is satisfied that the drug may legally be used by the intended consignee in that country. Such a request shall specify the quantity of drug to be shipped per shipment and the frequency of expected shipments.

(iii)
Authorization to export an investigational drug under paragraph (b)(2)(i) or (ii) of this section may be revoked by FDA if the agency finds that the conditions underlying its authorization are not longer met.

(3)
This paragraph applies only where the drug is to be used for the purpose of clinical investigation.

(4)
This paragraph does not apply to the export of an antibiotic drug product shipped in accordance with the provisions of section 801(d) of the act.

(5)
This paragraph does not apply to the export of new drugs (including biological products) approved for export under section 802 of the act or section 351(h)(1)(A) of the Public Health Service Act.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987]

Sec. 312.120  Foreign clinical studies not conducted under an IND.

(a)
Introduction. This section describes the criteria for acceptance by FDA of foreign clinical studies not conducted under an IND. In general, FDA accepts such studies provided they are well designed, well conducted, performed by qualified investigators, and conducted in accordance with ethical principles acceptable to the world community.  Studies meeting these criteria may be utilized to support clinical investigations in the United States and/or marketing approval. Marketing approval of a new drug or antibiotic drug based solely on foreign clinical data is governed by Sec. 314.106.

(b)
Data submissions. A sponsor who wishes to rely on a foreign clinical study to support an IND or to support an application for marketing approval shall submit to FDA the following information:

(1)
A description of the investigator’s qualifications;

(2)
A description of the research facilities;

(3)
A detailed summary of the protocol and results of the study, and, should FDA request, case records maintained by the investigator or additional background data such as hospital or other institutional records;

(4)
A description of the drug substance and drug product used in the study, including a description of components, formulation, specifications, and bioavailability of the specific drug product used in the clinical study, if available; and

(5)
If the study is intended to support the effectiveness of a drug product, information showing that the study is adequate and well controlled under Sec. 314.126.

(

c)
Conformance with ethical principles. (1) Foreign clinical research is required to have been conducted in accordance with the ethical principles stated in the “Declaration of Helsinki” (see paragraph ©(4) of this section) or the laws and regulations of the country in which the research was conducted, whichever represents the greater protection of the individual.

(2) For each foreign clinical study submitted under this section, the sponsor shall explain how the research conformed to the ethical principles contained in the “Declaration of Helsinki” or the foreign country’s standards, whichever were used. If the foreign country’s standards were used, the sponsor shall explain in detail how those standards differ from the “Declaration of Helsinki” and how they offer greater protection.

(3)
When the research has been approved by an independent review committee, the sponsor shall submit to FDA documentation of such review and approval, including the names and qualifications of the members of the committee. In this regard, a “review committee” means a committee composed of scientists and, where practicable, individuals who are otherwise qualified (e.g., other health professionals or laymen). The investigator may not vote on any aspect of the review of his or her protocol by a review committee.

(4)
The “Declaration of Helsinki” states as follows:  Recommendations Guiding Physicians in Biomedical Research Involving Human Subjects Introduction It is the mission of the physician to safeguard the health of the people. His or her knowledge and conscience are dedicated to the fulfillment of this mission. The Declaration of Geneva of the World Medical Association binds the physician with the words, “The health of my patient will be my first consideration,” and the International Code of Medical Ethics declares that, “A physician shall act only in the patient’s interest when providing medical care which might have the effect of weakening the physical and mental condition of the patient.” The purpose of biomedical research involving human subjects must be to improve diagnostic, therapeutic and prophylactic procedures and the understanding of the aetiology and pathogenesis of disease. In current medical practice most diagnostic, therapeutic or prophylactic procedures involve hazards. This applies especially to biomedical research. Medical progress is based on research which ultimately must rest in part on experimentation involving human subjects.In the field of biomedical research a fundamental distinction must be recognized between medical research in which the aim is essentially diagnostic or therapeutic for a patient, and medical research, the essential object of which is purely scientific and without implying direct diagnostic or therapeutic value to the person subjected to the research. Special caution must be exercised in the conduct of research which may affect the environment, and the welfare of animals used for research must be respected. Because it is essential that the results of laboratory experiments be applied to human beings to further scientific knowledge and to help suffering humanity, the World Medical Association has prepared the following recommendations as a guide to every physician in biomedical research involving human subjects. They should be kept under review in the future. It must be stressed that the standards as drafted are only a guide to physicians all over the world. Physicians are not relieved from criminal, civil and ethical responsibilities under the laws of their own countries.

I.
Basic Principles

1.
Biomedical research involving human subjects must conform to generally accepted scientific principles and should be based on adequately performed laboratory and animal experimentation and on a thorough knowledge of the scientific literature.

2.
The design and performance of each experimental procedure involving human subjects should be clearly formulated in an experimental protocol which should be transmitted for consideration, comment and guidance to a specially appointed committee independent of the investigator and the sponsor provided that this independent committee is in conformity with the laws and regulations of the country in which the research experiment is performed.

3.
Biomedical research involving human subjects should be conducted only by scientifically qualified persons and under the supervision of a clinically competent medical person. The responsibility for the human subject must always rest with a medically qualified person and never rest on the subject of the research, even though the subject has given his or her consent.

4.
Biomedical research involving human subjects cannot legitimately be carried out unless the importance of the objective is in proportion to the inherent risk to the subject.

5.
Every biomedical research project involving human subjects should be preceded by careful assessment of predictable risks in comparison with foreseeable benefits to the subject or to others. Concern for the interests of the subject must always prevail over the interests of science and society.

6.
The right of the research subject to safeguard his or her integrity must always be respected. Every precaution should be taken to respect the privacy of the subject and to minimize the impact of the study on the subject’s physical and mental integrity and on the personality of the subject.

7.
Physicians should abstain from engaging in research projects involving human subjects unless they are satisfied that the hazards involved are believed to be predictable. Physicians should cease any investigation if the hazards are found to outweigh the potential benefits.

8.
In publication of the results of his or her research, the physician is obliged to preserve the accuracy of the results. Reports of experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication.

9.
In any research on human beings, each potential subject must be adequately informed of the aims, methods, anticipated benefits and potential hazards of the study and the discomfort it may entail. He or she should be informed that he or she is at liberty to abstain from participation in the study and that he or she is free to withdraw his or her consent to participation at any time. The physician should then obtain the subject’s freely-given informed consent, preferably in writing.

10.
When obtaining informed consent for the research project the physician should be particularly cautious if the subject is in a dependent relationship to him or her or may consent under duress. In that case the informed consent should be obtained by a physician who is not engaged in the investigation and who is completely independent of this official relationship.

11.
In case of legal incompetence, informed consent should be obtained from the legal guardian in accordance with national legislation. Where physical or mental incapacity makes it impossible to obtain informed consent, or when the subject is a minor, permission from the responsible relative replaces that of the subject in accordance with national legislation.

Whenever the minor child is in fact able to give a consent, the minor’s consent must be obtained in addition to the consent of the minor’s legal guardian.

12.
The research protocol should always contain a statement of the ethical considerations involved and should indicate that the principles enunciated in the present Declaration are complied with.

II.
Medical Research Combined with Professional Care (Clinical Research)

1.
In the treatment of the sick person, the physician must be free to use a new diagnostic and therapeutic measure, if in his or her judgment it offers hope of saving life, reestablishing health or alleviating suffering.

2.
The potential benefits, hazards and discomfort of a new method should be weighed against the advantages of the best current diagnostic and therapeutic methods.

3.
In any medical study, every patient—including those of a control group, if any—should be assured of the best proven diagnostic and therapeutic method.

4.
The refusal of the patient to participate in a study must never interfere with the physician-patient relationship.

5.
If the physician considers it essential not to obtain informed consent, the specific reasons for this proposal should be stated in the experimental protocol for transmission to the independent committee (I, 2).

6.
The physician can combine medical research with professional care, the objective being the acquisition of new medical knowledge, only to the extent that medical research is justified by its potential diagnostic or therapeutic value for the patient.

III.
Non-Therapeutic Biomedical Research Involving Human Subjects (Non-Clinical Biomedical Research)

1.
In the purely scientific application of medical research carried out on a human being, it is the duty of the physician to remain the protector of the life and health of that person on whom biomedical research is being carried out.

2.
The subjects should be volunteers—either healthy persons or patients for whom the experimental design is not related to the patient’s illness.

3.
The investigator or the investigating team should discontinue the research if in his/her or their judgment it may, if continued, be harmful to the individual.

4.
In research on man, the interest of science and society should never take precedence over considerations related to the well-being of the subject.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 56 FR 22113, May 14, 1991]

Sec. 312.130  Availability for public disclosure of data and information 

 (a)
The existence of an investigational new drug application will not be disclosed by FDA unless it has previously been publicly disclosed or acknowledged.

(b)
The availability for public disclosure of all data and information in an investigational new drug application for a new drug or antibiotic drug willbe handled in accordance with the provisions established in Sec. 314.430 for the confidentiality of data and information in applications submitted in part 314. The availability for public disclosure of all data and information in an investigational new drug application for a biological product will be governed by the provisions of Secs. 601.50 and 601.51.

(c)
Notwithstanding the provisions of Sec. 314.430, FDA shall disclose upon request to an individual to whom an investigational new drug has been given a copy of any IND safety report relating to the use in the individual.

(d)
The availability of information required to be publicly disclosed for investigations involving an exception from informed consent under Sec. 50.24 of this chapter will be handled as follows: 

Persons wishing to request the publicly disclosable information in the IND that was required to be filed in Docket Number 95S-0158 in the Dockets Management Branch (HFA-305), Food and Drug Administration, 12420 Parklawn Dr., rm. 1-23, Rockville, MD 20857, shall submit a request under the Freedom of Information Act.

[52 FR 8831, Mar. 19, 1987. Redesignated at 53 FR 41523, Oct. 21, 1988, as amended at 61 FR 51530, Oct. 2, 1996]

Sec. 312.140  Address for correspondence.

(a)
Except as provided in paragraph (b) of this section, a sponsor shall send an initial IND submission to the Central Document Room, Center for Drug Evaluation and Research, Food and Drug Administration, Park Bldg., Rm. 214, 12420 Parklawn Dr., Rockville, MD 20852. On receiving the IND, FDA will inform the sponsor which one of the divisions in the Center for Drug Evaluation and Research or the Center for Biologics Evaluation and Research is responsible for the IND.  Amendments, reports, and other correspondence relating to matters covered by the IND should be directed to the appropriate division. The outside wrapper of each submission shall state what is contained in the submission, for example, “IND Application”, “Protocol Amendment”, etc.

(b)
Applications for the products listed below should be submitted to the Division of Biological Investigational New Drugs (HFB-230), Center for Biologics Evaluation and Research, Food and Drug Administration, 8800 Rockville Pike, Bethesda, MD 20892. (1) Products subject to the licensing provisions of the Public Health Service Act of July 1, 1944 (58 Stat. 682, as amended (42 U.S.C. 201 et seq.)) or subject to part 600; (2) ingredients packaged together with containers intended for the collection, processing, or storage of blood or blood components; (3) urokinase products; (4) plasma volume expanders and hydroxyethyl starch for leukapheresis; and (5) coupled antibodies, i.e., products that consist of an antibody component coupled with a drug or radionuclide component in which both components provide a pharmacological effect but the biological component determines the site of action.

(c)
All correspondence relating to biological products for human use which are also radioactive drugs shall be submitted to the Division of Oncology and Radiopharmaceutical Drug Products (HFD-150), Center for Drug Evaluation and Research, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, except that applications for coupled antibodies shall be submitted in accordance with paragraph (b) of this section.

(d)
All correspondence relating to export of an investigational drug under Sec. 312.110(b)(2) shall be submitted to the International Affairs Staff (HFY-50), Office of Health Affairs, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987; 55 FR 11580, Mar. 29, 1990]

Sec. 312.145  Guidelines.

(a)
FDA has made available guidelines under Sec. 10.90(b) to help persons to comply with certain requirements of this part.

(b)
The Center for Drug Evaluation and Research and the Center for Biologics Evaluation and Research maintain lists of guidelines that apply to the Centers’ regulations. The lists state how a person can obtain a copy of each guideline. A request for a copy of the lists should be directed to theCDER Executive Secretariat Staff (HFD-8), Center for Drug Evaluation and Research, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, for drug products, and the Congressional, Consumer, and International Affairs Staff (HFB-142), Center for Biologics Evaluation and Research, Food and Drug Administration, 8800 Rockville Pike, Bethesda, MD 20892, for biological products.

[52 FR 8831, Mar. 19, 1987, as amended at 55 FR 11580, Mar. 29, 1990; 56 FR 3776, Jan. 31, 1991; 57 FR 10814, Mar. 31, 1992]

Subpart G—Drugs for Investigational Use in Laboratory Research Animals or In Vitro Tests

Sec. 312.160  Drugs for investigational use in laboratory research animals or in vitro tests.

(a)
Authorization to ship. (1)(i) A person may ship a drug intended solely for tests in vitro or in animals used only for laboratory research purposes if it is labeled as follows:

CAUTION: Contains a new drug for investigational use only in laboratory research animals, or for tests in vitro. Not for use in humans.

(ii) A person may ship a biological product for investigational in vitro diagnostic use that is listed in Sec. 312.2(b)(2)(ii) if it is labeled as follows:

CAUTION: Contains a biological product for investigational in vitro diagnostic tests only.

(2)
A person shipping a drug under paragraph (a) of this section shall use due diligence to assure that the consignee is regularly engaged in conducting such tests and that the shipment of the new drug will actually be used for tests in vitro or in animals used only for laboratory research.

(3)
A person who ships a drug under paragraph (a) of this section shall maintain adequate records showing the name and post office address of the expert to whom the drug is shipped and the date, quantity, and batch or code mark of each shipment and delivery. Records of shipments under paragraph (a)(1)(i) of this section are to be maintained for a period of 2 years after the shipment. Records and reports of data and shipments under paragraph (a)(1)(ii) of this section are to be maintained in accordance with Sec. 312.57(b). The person who ships the drug shall upon request from any properly authorized officer or employee of the Food and Drug Administration, at reasonable times, permit such officer or employee to have access to and copy and verify records required to be maintained under this section.

(b)
Termination of authorization to ship. FDA may terminate authorization to ship a drug under this section if it finds that:

(1)
The sponsor of the investigation has failed to comply with any of the conditions for shipment established under this section; or

(2)
The continuance of the investigation is unsafe or otherwise contrary to the public interest or the drug is used for purposes other than bona fide scientific investigation. FDA will notify the person shipping the drug of its finding and invite immediate correction. If correction is not immediately made, the person shall have an opportunity for a regulatory hearing before FDA pursuant to part 16.

(c)
Disposition of unused drug. The person who ships the drug under paragraph (a) of this section shall assure the return of all unused supplies of the drug from individual investigators whenever the investigation discontinues or the investigation is terminated. The person who ships the drug may authorize in writing alternative disposition of unused supplies of the drug provided this alternative disposition does not expose humans to risks from the drug, either directly or indirectly (e.g., through food-producing animals). The shipper shall maintain records of any alternative disposition.

(Collection of information requirements approved by the Office of Management and Budget under control number 0910-0014)

[52 FR 8831, Mar. 19, 1987, as amended at 52 FR 23031, June 17, 1987. Redesignated at 53 FR 41523, Oct. 21, 1988]

Code of Federal Regulations

Title 32, Volume 2, Parts 191 to 399

Revised as of July 1, 1997

From the U.S. Government Printing Office via GPO Access

[CITE: 32CFR219]

[Page 357-368]

TITLE 32--NATIONAL DEFENSE

CHAPTER I--OFFICE OF THE SECRETARY OF DEFENSE (CONTINUED)

PART 219--PROTECTION OF HUMAN SUBJECTS--Table of Contents

Sec.

219.101  To what does this policy apply?

219.102  Definitions.

219.103  Assuring compliance with this policy--research conducted or supported by any Federal Department or Agency.

219.104--219.106  [Reserved]

219.107  IRB Membership.

219.108  IRB functions and operations.

219.109  IRB review of research.

219.110  Expedited review procedures for certain kinds of research involving no more than minimal risk, and for minor 

               changes in approved research.

219.111  Criteria for IRB approval of research

219.112  Review by institution.

219.113  Suspension or termination of IRB approval of research.

219.114  Cooperative research.

219.115  IRB records.

219.116  General requirements for informed consent.

219.117  Documentation of informed consent.

219.118  Applications and proposals lacking definite plans for involvement of human subjects.

219.119  Research undertaken without the intention of involving human subjects.

219.120 Evaluation and disposition of applications and proposals for research to be conducted or supported by a Federal Department or Agency.

219.121  [Reserved]

219.122  Use of Federal funds.

219.123  Early termination of research support: Evaluation of applications and proposals.

219.124  Conditions.

    Authority: 5 U.S.C. 301; 42 U.S.C. 300v-1(b).

    Source: 56 FR 28012, 28021, June 18, 1991, unless otherwise noted.

Sec. 219.101  To what does this policy apply?

    (a) Except as provided in paragraph (b) of this section, this policy applies to all research involving human subjects conducted, supported or otherwise subject to regulation by any federal department or agency which takes appropriate administrative action to make the policy applicable to such research. This includes research conducted by federal civilian employees or military personnel, except that each department or agency head may adopt such procedural modifications as may be appropriate from an administrative standpoint. It also includes research conducted, supported, or otherwise subject to regulation by the federal government outside the United States.

    (1)
Research that is conducted or supported by a federal department or agency, whether or not it is regulated as defined in Sec. 219.102(e), must comply with all sections of this policy.

    (2)
Research that is neither conducted nor supported by a federal department or agency but is subject to regulation as defined in Sec. 219.102(e) must be reviewed and approved, in compliance with Sec. 219.101, Sec. 219.102, and Sec. 219.107 through Sec. 219.117 of this policy, by an institutional review board (IRB) that operates in accordance with the pertinent requirements of this policy.

(b) Unless otherwise required by department or agency heads, research activities in which the only involvement of human subjects will be in one or more of the following categories are exempt from this policy:

    (1)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.

    (2)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.

     (3) Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (b)(2) of this section, 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.

    (4) 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.

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

    (i) Public benefit or service programs;

    (ii) Procedures for obtaining benefits or services under those programs;

    (iii) Possible changes in or alternatives to those programs or procedures; or

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

    (6) 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 thelevel found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture.

    (c) Department or agency heads retain final judgment as to whether a particular activity is covered by this policy.

    (d) Department or agency heads may require that specific research activities or classes of research activities conducted, supported, or otherwise subject to regulation by the department or agency but not otherwise covered by this policy, comply with some or all of the requirements of this policy.

    (e) Compliance with this policy requires compliance with pertinent federal laws or regulations which provide additional protections for human subjects.

    (f) This policy does not affect any state or local laws or regulations which may otherwise be applicable and which provide 

additional protections for human subjects.

    (g) This policy does not affect any foreign laws or regulations which may otherwise be applicable and which provide additional protections to human subjects of research.

    (h) When research covered by this policy takes place in foreign countries, procedures normally followed in the foreign countries to protect human subjects may differ from those set forth in this policy. (An example is a foreign institution which complies with guidelines consistent with the World Medical Assembly Declaration (Declaration of Helsinki amended 1989) issued either by sovereign states or by an organization whose function for the protection of human research subjects is internationally recognized.) In these circumstances, if a department or agency head determines that the procedures prescribed by the institution afford protections that are at least equivalent to those provided in this policy, the department or agency head may approve the substitution of the foreign procedures in lieu of the procedural requirements provided in this policy. Except when otherwise required by statute, Executive Order, or the department or agency head, notices of these actions as they occur will be published in the Federal Register or will be otherwise published as provided in department or agency procedures.

    (i) Unless otherwise required by law, department or agency heads may waive the applicability of some or all of the provisions of this policy to specific research activities or classes of research activities otherwise covered by this policy. Except when otherwise required by statute or Executive Order, the department or agency head shall forward advance notices of these actions to the Office for Protection from Research Risks, Department of Health and Human Services (HHS), and shall also publish them in the Federal Register or in such other manner as provided in department or agency procedures.\1\

----------------------------------------------------------------------------------------------------------------------------------------------------

    \1\ Institutions with HHS-approved assurances on file will abide by provisions of title 45 CFR part 46 subparts A-D. Some of the other Departments and Agencies have incorporated all provisions of title 45 CFR part 46 into their policies and procedures as well. However, the exemptions at 45 CFR 46.101(b) do not apply to research involving prisoners, fetuses, pregnant women, or human in vitro fertilization, subparts B and C. The exemption at 45 CFR 46.101(b)(2), for research involving survey or interview procedures or observation of public behavior, does not apply to research with children, subpart D, except for research involving observations of public behavior when the investigator(s) do not participate in the activities being observed.[56 FR 28012, 28021, June 18, 1991, as amended at 56 FR 29756, June 28, 1991]

Sec. 219.102  Definitions.

    (a) Department or agency head means the head of any federal department or agency and any other officer or employee of any department or agency to whom authority has been delegated.

    (b) Institution means any public or private entity or agency (including federal, state, and other agencies).

    (c) Legally authorized representative means an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.

    (d) Research means a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge. Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program which is considered research for other purposes. For example, some demonstration and service programs may include research activities.

    (e) Research subject to regulation, and similar terms are intended to encompass those research activities for which a federal department or agency has specific responsibility for regulating as a research activity, (for example, Investigational New Drug requirements administered by the Food and Drug Administration). It does not include research activities which are incidentally regulated by a federal department or agency solely as part of the department's or agency's broader responsibility to regulate certain types of activities whether research or non-research in nature (for example, Wage and Hour requirements administered by the Department of Labor).

    (f) Human subject means a living individual about whom an investigator (whether professional or student) conducting research obtains

    (1) Data through intervention or interaction with the individual, or

    (2) Identifiable private information.Intervention includes both physical procedures by which data are gathered (for example, venipuncture) 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. ``Private information'' includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record). 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.

    (g) IRB means an institutional review board established in accord with and for the purposes expressed in this policy.

    (h) IRB approval means the determination of the IRB that the research has been reviewed and may be conducted at an institution within the constraints set forth by the IRB and by other institutional and federal requirements.

    (i) 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.

    (j) Certification means the official notification by the institution to the supporting department or agency, in accordance with the requirements of this policy, that a research project or activity involving human subjects has been reviewed and approved by an IRB in accordance with an approved assurance.

Sec. 219.103  Assuring compliance with this policy--research conducted or supported by any Federal Department or Agency.

    (a) Each institution engaged in research which is covered by this policy and which is conducted or supported by a federal department or agency shall provide written assurance satisfactory to the department or agency head that it will comply with the requirements set forth in this policy. In lieu of requiring submission of an assurance, individual department or agency heads shall accept the existence of a current assurance, appropriate for the research in question, on file with the Office for Protection from Research Risks, HHS, and approved for federal wide use by that office. When the existence of an HHS-approved assurance is accepted in lieu of requiring submission of an assurance, reports (except certification) required by this policy to be made to department and agency heads shall also be made to the Office for Protection from Research Risks, HHS.

    (b) Departments and agencies will conduct or support research covered by this policy only if the institution has an assurance approved as provided in this section, and only if the institution has certified to the department or agency head that the research has been reviewed and approved by an IRB provided for in the assurance, and will be subject to continuing review by the IRB. Assurances applicable to federally supported or conducted research shall at a minimum include:

    (1) A statement of principles governing the institution in the discharge of its responsibilities for protecting the rights and welfare of human subjects of research conducted at or sponsored by the institution, regardless of whether the research is subject to federal regulation. This may include an appropriate existing code, declaration, or statement of ethical principles, or a statement formulated by the institution itself. This requirement does not preempt provisions of this policy applicable to department- or agency-supported or regulated research and need not be applicable to any research exempted or waived under Sec. 219.101 (b) or (i).

    (2) Designation of one or more IRBs established in accordance with the requirements of this policy, and for which provisions are made for meeting space and sufficient staff to support the IRB's review and recordkeeping duties.

    (3) A list of IRB members identified by name; earned degrees; representative capacity; indications of experience such as board certifications, licenses, etc., sufficient to describe each member's chief anticipated contributions to IRB deliberations; and any employment or other relationship between each member and the institution; for example: full-time employee, part-time employee, member of governing panel or board, stockholder, paid or unpaid consultant. Changes in IRB membership shall be reported to the department or agency head, unless in accord with Sec. 219.103(a) of this policy, the existence of an HHS-approved assurance is accepted. In this case, change in IRB membership shall be reported to the Office for Protection from Research Risks, HHS.

    (4) Written procedures which the IRB will follow (i) for conducting its initial and continuing review of research and for reporting its findings and actions to the investigator and the institution; (ii) for determining which projects require review more often than annually and which projects need verification from sources other than the investigators that no material changes have occurred since previous IRB review; and (iii) for ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that such changes in approved research, during the period for which IRB approval has already been given, may not be initiated without IRB review and approval except when necessary to eliminate apparent immediate hazards to the subject.

    (5) Written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the department or agency head of (i) any unanticipated problems involving risks to subjects or others or any serious or continuing noncompliance with this policy or the requirements or determinations of the IRB and (ii) any suspension or termination of IRB approval.

    (c) The assurance shall be executed by an individual authorized to act for the institution and to assume on behalf of the institution the obligations imposed by this policy and shall be filed in such form and manner as the department or agency head prescribes.

    (d) The department or agency head will evaluate all assurances submitted in accordance with this policy through such officers and employees of the department or agency and such experts or consultants engaged for this purpose as the department or agency head determines to be appropriate. The department or agency head's evaluation will take into consideration the adequacy of the proposed IRB in light of the anticipated scope of the institution's research activities and the types of subject populations likely to be involved, the appropriateness of the proposed initial and continuing review procedures in light of the probable risks, and the size and complexity of the institution.

    (e) On the basis of this evaluation, the department or agency head may approve or disapprove the assurance, or enter into negotiations to develop an approvable one. The department or agency head may limit the period during which any particular approved assurance or class of approved assurances shall remain effective or otherwise condition or restrict approval.

    (f) Certification is required when the research is supported by a federal department or agency and not otherwise exempted or waived under Sec. 219.101 (b) or (i). An institution with an approved assurance shall certify that each application or proposal for research covered by the assurance and by Sec. 219.103 of this Policy has been reviewed and approved by the IRB. Such certification must be submitted with the application or proposal or by such later date as may be prescribed by the department or agency to which the application or proposal is submitted. Under no condition shall research covered by Sec. 219.103 of the Policy be supported prior to receipt of the certification that the research has been reviewed and approved by the IRB. Institutions without an approved assurance covering the research shall certify within 30 days after receipt of a request for such a certification from the department or agency, that the application or proposal has been approved by the IRB. If the certification is not submitted within these time limits, the application or proposal may be returned to the nstitution.

(Approved by the Office of Management and Budget under control number 9999-0020)

[56 FR 28012, 28021, June 18, 1991, as amended at 56 FR 29756, June 28, 1991]

Secs. 219.104--219.106  [Reserved]

Sec. 219.107  IRB membership.

    (a) Each IRB shall have at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the institution. The IRB shall be sufficiently qualified through the experience and expertise of its members, and the diversity of the members, including consideration of race, gender, and cultural backgrounds and sensitivity to such issues as community attitudes, to promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects. In addition to possessing the professional competence necessary to review specific research activities, the IRB shall be able to ascertain the acceptability of proposed research in terms of institutional ommitments and regulations, applicable law, and standards of professional conduct and practice. The IRB shall therefore include persons knowledgeable in these areas. If an IRB regularly reviews research that involves a vulnerable category of subjects, such as children, prisoners, pregnant women, or handicapped or mentally disabled persons, consideration shall be given to the inclusion of one or more individuals who are knowledgeable about and experienced in working with these subjects.

    (b) Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or entirely of women, including the institution's consideration of qualified persons of both sexes, so long as no selection is made to the IRB on the basis of gender. No IRB may consist entirely of members of one profession.

    (c) Each IRB shall include at least one member whose primary concerns are in scientific areas and at least one member whose primary concerns are in nonscientific areas.

    (d) Each IRB shall include at least one member who is not otherwise affiliated with the institution and who is not part of the immediate family of a person who is affiliated with the institution.

    (e) No IRB may have a member participate in the IRB's initial or continuing review of any project in which the member has a conflicting interest, except to provide information requested by the IRB.

    (f) An IRB may, in its discretion, invite individuals with competence in special areas to assist in the review of issues which 

require expertise beyond or in addition to that available on the IRB. These individuals may not vote with the IRB.

Sec. 219.108  IRB functions and operations.

    In order to fulfill the requirements of this policy each IRB shall:

    (a) Follow written procedures in the same detail as described in Sec. 219.103(b)(4) and, to the extent required by, Sec. 219.103(b)(5).

    (b) Except when an expedited review procedure is used (see Sec. 219.110), review proposed research at convened meetings at which a majority of the members of the IRB are present, including at least one member whose primary concerns are in nonscientific areas. In order for the research to be approved, it shall receive the approval of a majority of those members present at the meeting.

Sec. 219.109  IRB review of research.

    (a) An IRB shall review and have authority to approve, require modifications in (to secure approval), or disapprove all research activities covered by this policy.

    (b) An IRB shall require that information given to subjects as part of informed consent is in accordance with Sec. 219.116. The IRB may require that information, in addition to that specifically mentioned in Sec. 219.116, be given to the subjects when in the IRB's judgment the information would meaningfully add to the protection of the rights and welfare of subjects.

    (c) An IRB shall require documentation of informed consent or may waive documentation in accordance with Sec. 219.117.

    (d) An IRB shall notify investigators and the institution in writing of its decision to approve or disapprove the proposed research activity, or of modifications required to secure IRB approval of the research activity. If the IRB decides to disapprove a research activity, it shall include in its written notification a statement of the reasons for its decision and give the investigator an opportunity to respond in person or in writing.

    (e) An IRB shall conduct continuing review of research covered by this policy at intervals appropriate to the degree of risk, but not less than once per year, and shall have authority to observe or have a third party observe the consent process and the research.

(Approved by the Office of Management and Budget under control number 9999-0020)

Sec. 219.110  Expedited review procedures for certain kinds of research involving no more than minimal risk, and for minor changes in approved research.

    (a) The Secretary, HHS, has established, and published as a Notice in the Federal Register, a list of categories of research that may be reviewed by the IRB through an expedited review procedure. The list will be amended, as appropriate after consultation with other departments and agencies, through periodic republication by the Secretary, HHS, in the Federal Register. A copy of the list is available from the Office for Protection from Research Risks, National Institutes of Health, HHS, Bethesda, Maryland 20892.

    (b) An IRB may use the expedited review procedure to review either or both of the following:

    (1) Some or all of the research appearing on the list and found by the reviewer(s) to involve no more than minimal risk,

    (2) Minor changes in previously approved research during the period (of one year or less) for which approval is authorized.

Under an expedited review procedure, the review may be carried out by the IRB chairperson or by one or more experienced reviewers designated by the chairperson from among members of the IRB. In reviewing the research, the reviewers may exercise all of the authorities of the IRB except that the reviewers may not disapprove the research. A research activity may be disapproved only after review in accordance with the non-expedited procedure set forth in Sec. 219.108(b).

    (c) Each IRB which uses an expedited review procedure shall adopt a method for keeping all members advised of research proposals which have been approved under the procedure.

    (d) The department or agency head may restrict, suspend, terminate, or choose not to authorize an institution's or IRB's use of the expedited review procedure.

Sec. 219.111  Criteria for IRB approval of research.

    (a) In order to approve research covered by this policy the IRB shall determine that all of the following requirements are satisfied:

    (1) Risks to subjects are minimized:

    (i) By using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and

    (ii) Whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.

    (2) 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 IRB should 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 IRB 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.

    (3) 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 the research will be conducted and should be particularly cognizant of the special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons.

    (4) Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with, and to the extent required by Sec. 219.116.

    (5) Informed consent will be appropriately documented, in accordance with, and to the extent required by Sec. 219.117.

    (6) When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.

   (7) When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.

    (b) When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects.

Sec. 219.112  Review by institution.

    Research covered by this policy that has been approved by an IRB may be subject to further appropriate review and approval or disapproval by officials of the institution. However, those officials may not approve the research if it has not been approved by an IRB.

Sec. 219.113  Suspension or termination of IRB approval of research.

    An IRB shall have authority to suspend or terminate approval of research that is not being conducted in accordance with the IRB's requirements or that has been associated with unexpected serious harm to subjects. Any suspension or termination of approval shall include a statement of the reasons for the IRB's action and shall be reported promptly to the investigator, appropriate institutional officials, and the department or agency head.

(Approved by the Office of Management and Budget under control number 9999-0020)

Sec. 219.114  Cooperative research.

    Cooperative research projects are those projects covered by this policy which involve more than one institution. In the conduct of cooperative research projects, each institution is responsible for safeguarding the rights and welfare of human subjects and for complying with this policy. 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.

Sec. 219.115  IRB records.

    (a) An institution, or when appropriate an IRB, shall prepare and maintain adequate documentation of IRB activities, including the following:

(2) Copies of all research proposals reviewed, scientific evaluations, if any, that accompany the proposals, approved sample consent documents, progress reports submitted by investigators, and reports of injuries to subjects.

    (2) Minutes of IRB meetings which shall be in sufficient detail to show attendance at the meetings; actions taken by the IRB; the vote on these 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 controverted issues and their resolution.

    (3) Records of continuing review activities.

    (4) Copies of all correspondence between the IRB and the investigators.

    (5) A list of IRB members in the same detail as described is Sec. 219.103(b)(3).

    (6) Written procedures for the IRB in the same detail as described in Sec. 219.103(b)(4) and Sec. 219.103(b)(5).

   (7) Statements of significant new findings provided to subjects, as required by Sec. 219.116(b)(5).

    (b) The records required by this policy shall be retained for at least 3 years, and records relating to research which is conducted shall be retained for at least 3 years after completion of the research. All records shall be accessible for inspection and copying by authorized representatives of the department or agency at reasonable times and in a reasonable manner.

(Approved by the Office of Management and Budget under control number 9999-0020)

Sec. 219.116  General requirements for informed consent.

    Except as provided elsewhere in this policy, no investigator may involve a human being as a subject in research covered by this policy unless the investigator has obtained the legally effective informed consent of the subject or the subject's legally authorized representative. 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. 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 its agents from liability for negligence.

    (a) Basic elements of informed consent. Except as provided in paragraph (c) or (d) of this section, 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;

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

    (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;

    (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.

(c) An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth above, or waive the requirement to obtain informed consent provided the IRB finds and documents that:

    (1) The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine:

(i) Public benefit of service programs;

    (ii) Procedures for obtaining benefits or services under those programs;

    (iii) Possible changes in or alternatives to those programs or procedures; or

    (iv) Possible changes in methods or levels of payment for benefits or services under those programs; and

    (2) The research could not practicably be carried out without the waiver or alteration.

    (d) An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent provided the IRB finds and documents that:

    (1) The research involves no more than minimal risk to the subjects;

    (2) The waiver or alteration will not adversely affect the rights and welfare of the subjects;

    (3) The research could not practicably be carried out without the waiver or alteration; and

    (4) Whenever appropriate, the subjects will be provided with additional pertinent information after participation.

    (e) The informed consent requirements in this policy are not intended to preempt any applicable federal, state, or local laws which require additional information to be disclosed in order for informed consent to be legally effective.

    (f) Nothing in this policy 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.

(Approved by the Office of Management and Budget under control number 9999-0020)

Sec. 219.117  Documentation of informed consent.

    (a) Except as provided in paragraph (c) of this section, informed consent shall be documented by the use of a written consent form approved by the IRB and signed by the subject or the subject's legally authorized representative. A copy shall be given to the person signing the form.

    (b) Except as provided in paragraph (c) of this section, the consent form may be either of the following:

    (1) A written consent document that embodies the elements of informed consent required by Sec. 219.116. This form

may be read to the subject or the subject's legally authorized representative, but in any event, the investigator shall give either the subject or the representative adequate opportunity to read it before it is signed; or

    (2) A short form written consent document stating that the elements of informed consent required by Sec. 219.116 have been presented orally to the subject or the subject's legally authorized representative. When this method is used, there shall be a witness to the oral presentation. Also, the IRB shall approve a written summary of what is to be said to the subject or the representative. Only the short form itself is to be signed by the subject or the representative. However, the witness shall sign both the short form and a copy of the summary, and the person actually obtaining consent shall sign a copy of the summary. A copy of the summary shall be given to the subject or the representative, in addition to a copy of the short form.

(d) An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects if it finds either: 

    (1) That the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality. Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern; or

    (2) That the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research.

(Approved by the Office of Management and Budget under control number 9999-0020)

Sec. 219.118  Applications and proposals lacking definite plans for involvement of human subjects.

    Certain types of applications for grants, cooperative agreements, or contracts are submitted to departments or agencies with the knowledge that subjects may be involved within the period of support, but definite plans would not normally be set forth in the application or proposal. These include activities such as institutional type grants when selection of specific projects is the institution's responsibility; research training grants in which the activities involving subjects remain to be selected; and projects in which human subjects' involvement will depend upon completion of instruments, prior animal studies, or purification of compounds. These applications need not be reviewed by an IRB before an award may be made. However, except for research exempted r waived under Sec. 219.101 (b) or (i), no human subjects may be involved in any project supported by these awards until the project has been reviewed and approved by the IRB, as provided in this policy, and certification submitted, by the institution, to the department or agency.

Sec. 219.119  Research undertaken without the intention of involving human subjects.

    In the event research is undertaken without the intention of involving human subjects, but it is later proposed to involve human subjects in the research, the research shall first be reviewed and approved by an IRB, as provided in this policy, a certification submitted, by the institution, to the department or agency, and final approval given to the proposed change by the department or agency.

Sec. 219.120  Evaluation and disposition of applications and proposals for research to be conducted or supported by a Federal Department or Agency.

    (a) The department or agency head will evaluate all applications and proposals involving human subjects submitted to the department or agency through such officers and employees of the department or agency and such experts and consultants as the department or agency head determines to be appropriate. This evaluation will take into consideration the risks  to the subjects, the adequacy of protection against these risks, the potential benefits of the research to the subjects and others, and the importance of the knowledge gained or to be gained.

    (b) On the basis of this evaluation, the department or agency head may approve or disapprove the application or proposal, or enter into negotiations to develop an approvable one.

Sec. 219.121  [Reserved]

Sec. 219.122  Use of Federal funds.

    Federal funds administered by a department or agency may not be expended for research involving human subjects unless the requirements of this policy have been satisfied.

Sec. 219.123  Early termination of research support: Evaluation of applications and proposals.

    (a) The department or agency head may require that department or agency support for any project be terminated or suspended in the manner prescribed in applicable program requirements, when the department or agency head finds an institution has materially failed to comply with the terms of this policy.

    (b) In making decisions about supporting or approving applications or proposals covered by this policy the department or agency head may take into account, in addition to all other eligibility requirements and program criteria, factors such as whether the applicant has been subject to a termination or suspension under paragarph (a) of this section and whether the applicant or the person or persons who would direct or has have directed the scientific and technical aspects of an activity has have, in the judgment of the department or agency head, materially failed to discharge responsibility for the protection of the rights and welfare of human subjects (whether or not the research was subject to federal regulation).

Sec. 219.124  Conditions.

With respect to any research project or any class of research projects the department or agency head may impose additional conditions prior to or at the time of approval when in the judgment of the department or agency head additional conditions are necessary for the protection of human subjects.
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§ 46.101 To what does this policy apply?

a.
Except as provided in paragraph (b) of this section, this policy applies to all research involving human subjects conducted, supported or otherwise subject to regulation by any federal department or agency which takes appropriate administrative action to make the policy applicable to such research. This includes research conducted by federal civilian employees or military personnel, except that each department or agency head may adopt such procedural modifications as may be appropriate from an administrative standpoint. It also includes research conducted, supported, or otherwise subject to regulation by the federal government outside the United States. 

1.
Research that is conducted or supported by a federal department or agency, whether or not it is regulated as defined in §46.102(e), must comply with all sections of this policy. 

2.
Research that is neither conducted nor supported by a federal department or agency, but is subject to regulation as defined in §46.102(e) must be reviewed and approved, in compliance with §46.101, §46.102, and §46.107 through §46.117 of this policy, by an institutional review board (IRB) that operates in accordance with the pertinent requirements of this policy. 

b.
Unless otherwise required by department or agency heads, research activities, in which the only involvement of human subjects will be in one or more of the following categories, are exempt from this policy: 

1.
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. 

2.
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. 

3
.Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement),survey procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (b)(2) of this section, 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. 

4.
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. 

5.
Research and demonstration projects, which are conducted by or subject to the approval of department or agency heads, and which are designed to study, evaluate, or otherwise examine: (i) public benefit or service programs; (ii) procedures for obtaining benefits or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; or (iv) possible changes in methods or levels of payment for benefits or services under those programs. 

6.
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 the Food and Drug Administration, or approved by the Environmental Protection Agency, or the Food Safety and Inspection Service of the U.S. Department of Agriculture. 

c.
Department or agency heads retain final judgment as to whether a particular activity is covered by this policy. 

d.
Department or agency heads may require that specific research activities or classes of research activities conducted, supported, or otherwise subject to regulation by the department or agency, but not otherwise covered by this policy, comply with some or all of the requirements of this policy. 

e.
Compliance with this policy requires compliance with pertinent federal laws or regulations which provide additional protections for human subjects. 

f.
This policy does not affect any state or local laws or regulations, which may otherwise be applicable, and which provide additional protections for human subjects. 

g.
This policy does not affect any foreign laws or regulations, which may otherwise be applicable, and which provide additional protections to human subjects of research. 

h.
When research covered by this policy takes place in foreign countries, procedures normally followed in the foreign countries to protect human subjects may differ from those set forth in this policy. [An example is a foreign institution, which complies with guidelines consistent with the World Medical Assembly Declaration (Declaration of Helsinki, amended 1989) issued either by sovereign states or by an organization, whose function for the protection of human research subjects is internationally recognized.] In these circumstances, if a department or agency head determines that the procedures prescribed by the institution afford protections that are at least equivalent to those provided in this policy, the department or agency head may approve the substitution of the foreign procedures in lieu of the procedural requirements provided in this policy. Except when otherwise required by statute, Executive Order, or the department or agency head, notices of these actions, as they occur, will be published in the FEDERAL REGISTER, or will be otherwise published, as provided in department or agency procedures.

i.
Unless otherwise required by law, department or agency heads may waive the applicability of some or all of the provisions of this policy to specific research activities or classes of research activities otherwise covered by this policy. Except when otherwise required by statute or Executive Order, the department or agency head shall forward advance notices of these actions to the Office for Protection from Research Risks, Department of Health and Human Services (HHS), and shall also publish them in the FEDERAL REGISTER or in such other manner, as provided in department or agency procedures. 

[56 FR 28012, 28022, June 18, 1991; 56 FR 29756, June 28, 1991]

§46.102 Definitions. 

a.
Department or agency head means the head of any federal department or agency, and any other officer or employee of any department or agency, to whom authority has been delegated. 

b.
Institution means any public or private entity or agency (including federal, state, and other agencies). 

c.
Legally authorized representative means an individual or judicial or other body, authorized under applicable law to
consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research. 

d.
Research means a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge. Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program, which is considered research for other purposes. For example, some demonstration and service programs may include research activities. 

e.
Research subject to regulation, and similar terms are intended to encompass those research activities, for which a federal department or agency has specific responsibility for regulating as a research activity (for example, Investigational New Drug requirements administered by the Food and Drug Administration). It does not include research activities, which are incidentally regulated by a federal department or agency solely as part of the department's or agency's broader responsibility to regulate certain types of activities, whether research or non-research in nature (for example, Wage and Hour requirements administered by the Department of Labor). 

f.
Human subject means a living individual, about whom an investigator (whether professional or student) conducting research obtains

1.
Data through intervention or interaction with the individual, or

2.
Identifiable private information. 

Intervention includes both physical procedures, by which data are gathered (for example, venipuncture), 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. 

Private information includes information about behavior that occurs in a context, in which an individual can reasonably expect that no observation or recording is taking place, and information, which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record).  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. 

g.
IRB means an institutional review board, established in accord with and for the purposes expressed in this policy. 

h.
IRB approval means the determination of the IRB that the research has been reviewed and may be conducted at an institution within the constraints set forth by the IRB, and by other institutional and federal requirements. 

i.
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. 

j.
Certification means the official notification by the institution to the supporting department or agency, in accordance with the requirements of this policy, that a research project or activity involving human subjects has been reviewed and approved by an IRB in accordance with an approved assurance. 

§ 46.103 Assuring compliance with this policy--research conducted or supported by any Federal Department or Agency. 

a.
Each institution engaged in research which is covered by this policy, and which is conducted or supported by a federal department or agency, shall provide written assurance, satisfactory to the department or agency head, that it will comply with the requirements set forth in this policy. In lieu of requiring submission of an assurance, individual department or agency heads shall accept the existence of a current assurance, appropriate for the research in question, on file with the  Office for Protection from Research Risks, HHS, and approved for federal-wide use by that office. When the existence of an approved assurance is accepted in lieu of requiring submission of an assurance, reports (except certification), required by this policy to be made to department and agency heads, shall also be made to the Office for Protection from Research Risks, HHS. 

b.
Departments and agencies will conduct or support research covered by this policy, only if the institution has assurance approved as provided in this section, and only if the institution has certified to the department or agency head, that the research has been reviewed and approved by an IRB provided for in the assurance, and will be subject to continuing review by the IRB. Assurances applicable to federally supported or conducted research shall, at a minimum, include:

1.
A statement of principles governing the institution in the discharge of its responsibilities for protecting the rights and welfare of human subjects of research conducted at or sponsored by the institution, regardless of whether the research is subject to federal regulation.  This may include an appropriate existing code, declaration, or statement of ethical principles, or a statement formulated by the institution itself. This requirement does not preempt provisions of this policy applicable to department- or agency-supported or regulated research, and need not be applicable to any research exempted or waived under §46.101 (b) or (i). 

2.
Designation of one or more IRBs established in accordance with the requirements of this policy, and for which provisions are made for meeting space and sufficient staff to support the IRBs' review and record-keeping duties.

3.
A list of IRB members identified by name; earned degrees; representative capacity; indications of experience such as board certifications, licenses, etc., sufficient to describe each member's chief anticipated contributions to IRB deliberations; and any employment or other relationship between each member and the institution (for example: full-time employee, part-time employee, member of governing panel or board, stockholder, paid or unpaid consultant). Changes in IRB membership shall be reported to the department or agency head, unless in accord with §46.103(a) of this policy, the existence of an HHS-approved assurance is accepted. In this case, change in IRB membership shall be reported to the Office for Protection from Research Risks, HHS. 

4.
Written procedures, which the IRB will follow (i) for conducting its initial and continuing review of research, and for reporting its findings and actions to the investigator and the institution; (ii) for determining, which projects require review more often than annually, and which projects need verification from sources other than the investigators that no material changes have occurred since previous IRB review; and (iii) for ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that such changes in approved research, during the period for which IRB approval has already been given, may not be initiated without IRB review and approval, except when necessary to eliminate apparent immediate hazards to the subject. 

5.
Written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the department or agency head, of (i) any unanticipated problems involving risks to subjects or others, or any serious or continuing noncompliance with this policy or the requirements or determinations of the IRB, and (ii) any suspension or termination of IRB approval. 

c.
The assurance shall be executed by an individual authorized to act for the institution, and to assume on behalf of the institution the obligations imposed by this policy, and shall be filed in such form and manner as the department or agency head prescribes. 

d.
The department or agency head will evaluate all assurances submitted in accordance with this policy, through such officers and employees of the department or agency, and such experts or consultants engaged for this purpose as the department or agency head determines to be appropriate. The department or agency head's evaluation will take into consideration the adequacy of the proposed IRB, in light of the anticipated scope of the institution's research activities and the types of subject populations likely to be involved, the appropriateness of the proposed initial and continuing review procedures in light of the probable risks, and the size and complexity of the institution. 

e.
On the basis of this evaluation, the department or agency head may approve or disapprove the assurance, or enter into negotiations to develop an approvable one. The department or agency head may limit the period, during which any particular approved assurance or class of approved assurances shall remain effective, or otherwise condition or restrict approval. 

f.
Certification is required, when the research is supported by a federal department or agency, and not otherwise exempted or waived under §46.101 (b) or (i). An institution with an approved assurance shall certify that each application or proposal for research, covered by the assurance and by §46.103 of this Policy, has been reviewed and approved by the IRB. Such certification must be submitted with the application or proposal, or by such later date as may be prescribed by the department or agency, to which the application or proposal is submitted. Under no condition shall research covered by §46.103 of the Policy be supported prior to receipt of the certification that the research has been reviewed and approved by the IRB. Institutions without an approved assurance covering the research shall certify within 30 days after receipt of a request for such a certification from the department or agency, that the application or proposal has been approved by the IRB. If the certification is not submitted within these time limits, the application or proposal may be returned to the institution. 

(Approved by the Office of Management and Budget, under control number 9999-0020.)

[56 FR 28012, 28022, June 18, 1991; 56 FR 29756, June 28, 1991]

§§ 46.104-106 [Reserved]

§ 46.107 IRB membership.

a.
Each IRB shall have at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the institution. The IRB shall be sufficiently qualified through the experience and expertise of its members, and the diversity of the members, including consideration of race, gender, and cultural backgrounds, and sensitivity to such issues as community attitudes, to promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects. In addition to possessing the professional competence necessary to review specific research activities, the IRB shall be able to ascertain the acceptability of proposed research in terms of institutional commitments and regulations, applicable law, and standards of professional conduct and practice. The IRB shall therefore include persons knowledgeable in these areas. If an IRB regularly reviews research that involves a vulnerable category of subjects, such as children, prisoners, pregnant women, or handicapped or mentally disabled persons, consideration shall be given to the inclusion of one or more individuals who are knowledgeable about and experienced in working with these subjects. 

b.
Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or entirely of women, including the institution's consideration of qualified persons of both sexes, so long as no selection is made to the IRB on the basis of gender. No IRB may consist entirely of members of one profession. 

c.
Each IRB shall include at least one member whose primary concerns are in scientific areas, and at least one member whose primary concerns are in nonscientific areas. 

d.
Each IRB shall include at least one member, who is not otherwise affiliated with the institution, and who is not part of the immediate family of a person who is affiliated with the institution. 

e.
No IRB may have a member participate in the IRB's initial or continuing review of any project, in which the member has a conflicting interest, except to provide information requested by the IRB. 

f.
An IRB may, in its discretion, invite individuals with competence in special areas to assist in the review of issues, which require expertise beyond or in addition to that available on the IRB. These individuals may not vote with the IRB. 

§ 46.108 IRB functions and operations. 

In order to fulfill the requirements of this policy, each IRB shall: 

a.
Follow written procedures in the same detail as described in §46.103(b)(4) and, to the extent required by §46.103(b)(5). 

b.
Except when an expedited review procedure is used (see §46.110), review proposed research at convened meetings, at which a majority of the members of the IRB are present, including at least one member whose primary concerns are in nonscientific areas. In order for the research to be approved, it shall receive the approval of a majority of those members present at the meeting. 

§ 46.109 IRB review of research. 

a.
An IRB shall review, and have authority to approve, require modifications in (to secure approval), or disapprove all research activities covered by this policy. 

b.
An IRB shall require that information given to subjects as part of informed consent is in accordance with §46.116. The IRB may require that information, in addition to that specifically mentioned in §46.116, be given to the subjects when, in the IRB's judgment, the information would meaningfully add to the protection of the rights and welfare of subjects. 

c.
An IRB shall require documentation of informed consent, or may waive documentation in accordance with §46.117. 

d.
An IRB shall notify investigators and the institution in writing of its decision to approve or disapprove the proposed research activity, or of modifications required to secure IRB approval of the research activity. If the IRB decides to disapprove a research activity, it shall include in its written notification a statement of the reasons for its decision, and give the investigator an opportunity to respond in person or in writing. 

e.
An IRB shall conduct continuing review of research covered by this policy at intervals appropriate to the degree of risk, but not less than once per year, and shall have authority to observe or have a third party observe the consent process and the research. 

(Approved by the Office of Management and Budget, under control number 9999-0020.) 

§ 46.110 Expedited review procedures for certain kinds of research involving no more than minimal risk, and for

minor changes in approved research. 

a.
The Secretary, HHS, has established, and published as a Notice in the FEDERAL REGISTER, a list of categories of research that may be reviewed by the IRB through an expedited review procedure. The list will be amended, as appropriate after consultation with other departments and agencies, through periodic republication by the Secretary, HHS, in the FEDERAL REGISTER. A copy of the list is available from the Office for Protection from Research Risks, National Institutes of Health, HHS, Bethesda, Maryland 20892. 

[Editor: See Addendum 46 FR 8392 at the end of this document.]

b.
An IRB may use the expedited review procedure to review either or both of the following: 

1.
Some or all of the research appearing on the list and found by the reviewer(s) to involve no more than minimal risk. 

2.
Minor changes in previously approved research during the period (of one year or less), for which approval is authorized. 

Under an expedited review procedure, the review may be carried out by the IRB chairperson, or by one or more experienced reviewers designated by the chairperson from among members of the IRB. In reviewing the research, the reviewers may exercise all of the authorities of the IRB, except that the reviewers may not disapprove the research. A research activity may be disapproved only after review in accordance with the on-expedited procedure set forth in §46.108(b). 

c.
Each IRB, which uses an expedited review procedure shall adopt a method for keeping all members advised of research proposals, which have been approved under the procedure. 

d.
The department or agency head may restrict, suspend, terminate, or choose not to authorize an institution's or IRB's use of the expedited review procedure. 

§ 46.111 Criteria for IRB approval of research. 

a.
In order to approve research covered by this policy, the IRB shall determine that all of the following requirements are satisfied: 

1.Risks to subjects are minimized: (i) by using procedures which are consistent with sound research design, and which do not unnecessarily expose subjects to risk, and (ii) whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes. 

2.
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 IRB should 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 IRB 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. 

3.
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 the research will be conducted, and should be particularly cognizant of the special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons. 

4.
Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with, and to the extent required by §46.116. 

5.
Informed consent will be appropriately documented, in accordance with, and to the extent required by §46.117. 

6.
When appropriate, the research plan makes adequate provision for monitoring the data collected, to ensure the safety of subjects. 

7.
When appropriate, there are adequate provisions to protect the privacy of subjects, and to maintain the confidentiality of data. 

b.
When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects. 

§ 46.112 Review by institution.

Research covered by this policy that has been approved by an IRB may be subject to further appropriate review and approval or disapproval by officials of the institution. However, those officials may not approve the research, if it has not been approved by an IRB. 

§ 46.113 Suspension or termination of IRB-approval of research. 

An IRB shall have authority to suspend or terminate approval of research that is not being conducted in accordance with the IRB's requirements, or that has been associated with unexpected serious harm to subjects. Any suspension or termination of approval shall include a statement of the reasons for the IRB's action, and shall be reported promptly to the investigator, appropriate institutional officials, and the department or agency head. 

(Approved by the Office of Management and Budget, under control number 9999-0020.) 

§ 46.114 Cooperative research. 

Cooperative research projects are those projects covered by this policy, which involve more than one institution. In the conduct of cooperative research projects, each institution is responsible for safeguarding the rights and welfare of human subjects and for complying with this policy. 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. 

§ 46.115 IRB records. 

a.
An institution, or when appropriate an IRB, shall prepare and maintain adequate documentation of IRB activities, including the following: 

1.
Copies of all research proposals reviewed, scientific evaluations, if any, that accompany the proposals, approved sample consent documents, progress reports submitted by investigators, and reports of injuries to subjects. 

2.
Minutes of IRB meetings, which shall be in sufficient detail to show attendance at the meetings; actions taken by the IRB; the vote on these 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 controverted issues and their resolution. 

3.
Records of continuing review activities. 

4.
Copies of all correspondence between the IRB and the investigators. 

5.
A list of IRB members, in the same detail as described in §46.103(b)(3). 

6.
Written procedures for the IRB, in the same detail as described in §46.103(b)(4) and §46.103(b)(5). 

7.
Statements of significant new findings provided to subjects, as required by §46.116(b)(5). 

b.
The records required by this policy shall be retained for at least 3 years, and records relating to research which is conducted shall be retained for at least 3 years after completion of the research. All records shall be accessible for inspection and copying by authorized representatives of the department or agency at reasonable times and in a reasonable manner. 

(Approved by the Office of Management and Budget, under control number 9999-0020.) 

§ 46.116 General requirements for informed consent. 

Except as provided elsewhere in this policy, no investigator may involve a human being as a subject in research covered by this policy, unless the investigator has obtained the legally effective informed consent of the subject or the subject's legally authorized representative. 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. 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. 

a.
Basic elements of informed consent. Except as provided in paragraph (c) or (d) of this section, 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; 

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, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue participation at any time without penalty or loss of benefits, to which the subject is otherwise entitled. 

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; 

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. 

c.
An IRB may approve a consent procedure, which does not include, or which alters, some or all of the elements of informed consent set forth above, or waive the requirement to obtain informed consent, provided the IRB finds and documents that: 

1.
The research or demonstration project is to be conducted by, or subject to the approval of, state or local government officials, and is designed to study, evaluate, or otherwise examine: (i) public benefit or service programs; (ii) procedures for obtaining benefits or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; or (iv) possible changes in methods or levels of payment for benefits or services under those programs; and 

2.
The research could not practicably be carried out without the waiver or alteration. 

d.
An IRB may approve a consent procedure, which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent, provided the IRB finds and documents that: 

1.
The research involves no more than minimal risk to the subjects; 

2.
The waiver or alteration will not adversely affect the rights and welfare of the subjects; 

3.
The research could not practicably be carried out without the waiver or alteration; and

4.Whenever appropriate, the subjects will be provided with additional pertinent information after participation. 

e.
The informed consent requirements in this policy are not intended to preempt any applicable federal, state, or local laws, which require additional information to be disclosed, in order for informed consent to be legally effective. 

f.
Nothing in this policy 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. 

(Approved by the Office of Management and Budget, under control number 9999-0020.) 

§ 46.117 Documentation of informed consent. 

a.
Except as provided in paragraph (c) of this section, informed consent shall be documented by the use of a written consent form approved by the IRB, and signed by the subject or the subject's legally authorized representative. A copy shall be given to the person signing the form. 

b.
Except as provided in paragraph (c) of this section, the consent form may be either of the following: 

1.
A written consent document that embodies the elements of informed consent required by §46.116. This form may be read to the subject or the subject's legally authorized representative, but in any event, the investigator should give either the subject or the representative adequate opportunity to read it before it is signed. 

2.
A short form written consent document, stating that the elements of informed consent required by §46.116 have been presented orally to the subject or the subject's legally authorized representative. When this method is used, there shall be a witness to the oral presentation. Also, the IRB shall approve a written summary of what is to be said to the subject or the representative. Only the short form itself is to be signed by the subject or the representative. However, the witness shall sign both the short form and a copy of the summary, and the person actually obtaining consent shall sign a copy of the summary. A copy of the summary shall be given to the subject or the representative, in addition to a copy of the short form. 

c.
An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects, if it finds either: 

1.
That the only record linking the subject and the research would be the consent document, and the principal risk would be potential harm resulting from a breach of confidentiality. Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern; or 

2.
That the research presents no more than minimal risk of harm to subjects, and involves no procedures, for which written consent is normally required outside of the research context.

In cases, in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research. 

(Approved by the Office of Management and Budget, under control number 9999-0020.) 

§ 46.118 Applications and proposals lacking definite plans for involvement of human subjects. 

Certain types of applications for grants, cooperative agreements, or contracts are submitted to departments or agencies, with the knowledge that subjects may be involved within the period of support, but definite plans would not normally be set forth in the application or proposal. These include activities such as institutional-type grants, when selection of specific projects is the institution's responsibility; research training grants, in which the activities involving subjects remain to be selected; and projects in which human subjects' involvement will depend upon completion of instruments, prior animal studies, or purification of compounds. These applications need not be reviewed by an IRB before an award may be made. However, except for research exempted or waived under §46.101 (b) or (i), no human subjects may be involved in any project supported by these awards, until the project has been reviewed and approved by the IRB, as provided in this policy, and certification submitted, by the institution, to the department or agency. 

§ 46.119 Research undertaken without the intention of involving human subjects. 

In the event research is undertaken without the intention of involving human subjects, but it is later proposed to involve human subjects in the research, the research shall first be reviewed and approved by an IRB, as provided in this policy, a certification submitted, by the institution, to the department or agency, and final approval given to the proposed change by the department or agency.

§ 46.120 Evaluation and disposition of application and proposals for research to be conducted or supported by a

Federal Department or Agency. 

a.
The department or agency head will evaluate all applications and proposals involving human subjects submitted to the department or agency, through such officers and employees of the department or agency, and such experts and consultants as the department or agency head determines to be appropriate. This evaluation will take into consideration the risks to the subjects, the adequacy of protection against these risks, the potential benefits of the research to the subjects and others, and the importance of the knowledge gained or to be gained. 

b.
On the basis of this evaluation, the department or agency head may approve or disapprove the application or proposal, or enter into negotiations to develop an approvable one. 

§ 46.121 [Reserved] 

§ 46.122 Use of Federal funds. 

Federal funds administered by a department or agency may not be expended for research involving human subjects, unless the requirements of this policy have been satisfied. 

§ 46.123 Early termination of research support: Evaluation of applications and proposals. 

a.
The department or agency head may require that department or agency support for any project be terminated or suspended, in the manner prescribed in applicable program requirements, when the department or agency head finds an institution has materially failed to comply with the terms of this policy. 

b.
In making decisions about supporting or approving applications or proposals covered by this policy, the department or agency head may take into account, in addition to all other eligibility requirements and program criteria, factors such as whether the applicant has been subject to a termination or suspension under paragraph (a) of this section, and whether the applicant or the person or persons, who would direct or has or have directed the scientific and technical aspects of an activity, has or have, in the judgment of the department or agency head, materially failed to discharge responsibility for the protection of the rights and welfare of human subjects (whether or not the research was subject to federal regulation). 

§ 46.124 Conditions.

With respect to any research project or any class of research projects, the department or agency head may impose additional conditions prior to or at the time of approval, when, in the judgment of the department or agency head, additional conditions are necessary for the protection of human subjects. 

Subpart B --Additional Protections Pertaining to Research, Development, and Related Activities Involving Fetuses, Pregnant Women, and Human in vitro Fertilization

[SOURCE: 40 FR 33528, August 8, 1975, unless otherwise noted.] 

§ 46.201 Applicability. 

a.
The regulations in this subpart are applicable to all Department of Health and Human Services grants and contracts supporting research, development, and related activities involving: (1) the fetus, (2) pregnant women, and (3) human in vitro fertilization. 

b.
Nothing in this subpart shall be construed as indicating that compliance with the procedures set forth herein will in any way render inapplicable pertinent State or local laws bearing upon activities covered by this subpart. 

c.
The requirements of this subpart are in addition to those imposed under the other subparts of this part. 

§ 46.202 Purpose. 

It is the purpose of this subpart to provide additional safeguards in reviewing activities, to which this subpart is applicable, to assure that they conform to appropriate ethical standards and relate to important societal needs. 

§ 46.203 Definitions. 

As used in this subpart: 

a.
Secretary means the Secretary of Health and Human Services and any other officer or employee of the Department of Health and Human Services, to whom authority has been delegated. 

b.
Pregnancy encompasses the period of time from confirmation of implantation (through any of the presumptive signs of pregnancy, such as missed menses, or by a medically acceptable pregnancy test), until expulsion or extraction of the fetus. 

c.
Fetus means the product of conception from the time of implantation (as evidenced by any of the presumptive signs of pregnancy, such as missed menses, or a medically acceptable pregnancy test), until a determination is made, following expulsion or extraction of the fetus, that it is viable. 

d.
Viable as it pertains to the fetus means being able, after either spontaneous or induced delivery, to survive (given the benefit of available medical therapy) to the point of independently maintaining heart beat and respiration. The Secretary may from time to time, taking into account medical advances, publish in the FEDERAL REGISTER, guidelines to assist in determining whether a fetus is viable for purposes of this subpart. If a fetus is viable after delivery, it is a premature infant. 

e.
Nonviable fetus means a fetus ex utero, which, although living, is not viable. 

f.
Dead fetus means a fetus ex utero, which exhibits neither heartbeat, spontaneous respiratory activity, spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord (if still attached). 

g.
In vitro fertilization means any fertilization of human ova, which occurs outside the body of a female, either through admixture of donor human sperm and ova, or by any other means. 

[40 FR 33528, August 8, 1975, as amended at 43 FR 1759, January 11,1978] 

§ 46.204 Ethical Advisory Boards. 

a.
One or more Ethical Advisory Boards shall be established by the Secretary. Members of these board(s) shall be so selected, that the board(s) will be competent to deal with medical, legal, social, ethical, and related issues, and may include, for example, research scientists, physicians, psychologists, sociologists, educators, lawyers, and ethicists, as well as representatives of the general public. No board member may be a regular, full-time employee of the Department of Health and Human Services. 

b.
At the request of the Secretary, the Ethical Advisory Board shall render advice consistent with the policies and requirements of this part as to ethical issues, involving activities covered by this subpart, raised by individual applications or proposals. In addition, upon request by the Secretary, the Board shall render advice as to classes of applications or proposals and general policies, guidelines, and procedures. 

c.
A Board may establish, with the approval of the Secretary, classes of applications or proposals which: (1) must be submitted to the Board, or (2) need not be submitted to the Board. Where the Board so establishes a class of applications or proposals, which must be submitted, no application or proposal within the class may be funded by the Department or any component thereof, until the application or proposal has been reviewed by the Board, and the Board has rendered advice as to its acceptability from an ethical standpoint. 

[40 FR 33528, August 8, 1975, as amended at 43 FR 1759, January 11, 1978; 59 FR 28276, June 1, 1994]

§ 46.205 Additional duties of the Institutional Review Boards in connection with activities involving fetuses,

pregnant women, or human in vitro fertilization. 

a.
In addition to the responsibilities prescribed for Institutional Review Boards under Subpart A of this part, the applicant's or offeror's Board shall, with respect to activities covered by this subpart, carry out the following additional duties: 

1.
Determine that all aspects of the activity meet the requirements of this subpart; 

2.
Determine that adequate consideration has been given to the manner in which potential subjects will be selected,
 and adequate provision has been made by the applicant or offeror for monitoring the actual informed consent process (e.g., through such mechanisms, when appropriate, as participation by the Institutional Review Board or subject advocates in: (i) overseeing the actual process by which individual consents required by this subpart are secured, either by approving induction of each individual into the activity, or verifying, perhaps through sampling, that approved procedures for induction of individuals into the activity are being followed, and (ii) monitoring the progress of the activity and intervening as necessary, through such steps as visits to the activity site, and continuing evaluation to determine if any unanticipated risks have arisen); 

3.
Carry out such other responsibilities, as may be assigned by the Secretary. 

b.
No award may be issued until the applicant or offeror has certified to the Secretary that the Institutional Review Board has made the determinations required under paragraph (a) of this section, and the Secretary has approved these determinations, as provided in §46.120 of Subpart A of this part. 

c.
Applicants or offerors seeking support for activities covered by this subpart must provide for the designation of an Institutional Review Board, subject to approval by the Secretary, where no such Board has been established under Subpart A of this part. 

[40 FR 33628, August 8, 1975, as amended at 46 FR 8386, January 26, 1981]

§ 46.206 General limitations. 

a.
No activity, to which this subpart is applicable, may be undertaken, unless: 

1.
Appropriate studies on animals and nonpregnant individuals have been completed; 

2.
Except where the purpose of the activity is to meet the health needs of the mother or the particular fetus, the risk to the fetus is minimal and, in all cases, is the least possible risk for achieving the objectives of the activity; 

3.
Individuals engaged in the activity will have no part in (i) any decisions as to the timing, method, and procedures used to terminate the pregnancy, and (ii) determining the viability of the fetus at the termination of the pregnancy; and 

4.
No procedural changes, which may cause greater than minimal risk to the fetus or the pregnant woman will be introduced into the procedure for terminating the pregnancy, solely in the interest of the activity. 

b.
No inducements, monetary or otherwise, may be offered to terminate pregnancy for purposes of the activity. 

[40 FR 33628, August 8, 1975, as amended at 40 FR 51638, November 6, 1975]

§ 46.207 Activities directed toward pregnant women as subjects. 

a.
No pregnant woman may be involved as a subject in an activity covered by this subpart, unless: (1) the purpose of the activity is to meet the health needs of the mother, and the fetus will be placed at risk only to the minimum extent necessary to meet such needs, or (2) the risk to the fetus is minimal. 

b.
An activity permitted under paragraph (a) of this section may be conducted, only if the mother and father are legally competent and have given their informed consent after having been fully informed regarding possible impact on the fetus, except that the father's informed consent need not be secured, if: (1) the purpose of the activity is to meet the health needs of the mother; (2) his identity or whereabouts cannot reasonably be ascertained; (3) he is not reasonably available; or (4) the pregnancy resulted from rape. 

§ 46.208 Activities directed toward fetuses in utero as subjects. 

a.
No fetus in utero may be involved as a subject in any activity covered by this subpart, unless: (1) the purpose of the activity is to meet the health needs of the particular fetus, and the fetus will be placed at risk only to the minimum extent necessary to meet such needs, or (2) the risk to the fetus imposed by the research is minimal, and the purpose of the activity is the development of important biomedical knowledge which cannot be obtained by other means. 

b.
An activity permitted under paragraph (a) of this section may be conducted, only if the mother and father are legally competent and have given their informed consent, except that the father's consent need not be secured, if: (1) his identity or whereabouts cannot reasonably be ascertained; (2) he is not reasonably available, or (3) the pregnancy resulted from rape. 

§ 46.209 Activities directed toward fetuses ex utero, including nonviable fetuses as subjects. 

a.
Until it has been ascertained whether or not a fetus ex utero is viable, a fetus ex utero may not be involved as a subject in an activity covered by this subpart, unless: 

1.
There will be no added risk to the fetus resulting from the activity, and the purpose of the activity is the development of important biomedical knowledge, which cannot be obtained by other means, or 

2.
The purpose of the activity is to enhance the possibility of survival of the particular fetus to the point of viability.

b.
No nonviable fetus may be involved as a subject in an activity covered by this subpart, unless: 

1.
Vital functions of the fetus will not be artificially maintained; 

2.
Experimental activities, which of themselves would terminate the heartbeat or respiration of the fetus, will not be employed; and 

3.
The purpose of the activity is the development of important biomedical knowledge, which cannot be obtained by other means. 

c.
In the event the fetus ex utero is found to be viable, it may be included as a subject in the activity, only to the extent permitted by and in accordance with the requirements of other subparts of this part. 

d.
An activity permitted under paragraph (a) or (b) of this section may be conducted, only if the mother and father are legally competent and have given their informed consent, except that the father's informed consent need not be secured, if: (1) his identity or whereabouts cannot reasonably be ascertained; (2) he is not reasonably available; or (3) the pregnancy resulted from rape. 

[40 FR 33528, August 8, l975, as amended at 43 FR 1759, January 11, 1978]

§ 46.210 Activities involving the dead fetus, fetal material, or the placenta. 

Activities involving the dead fetus, macerated fetal material, or cells, tissue, or organs excised from a dead fetus shall be conducted, only in accordance with any applicable State or local laws regarding such activities. 

§ 46.211 Modification or waiver of specific requirements. 

Upon the request of an applicant or offeror (with the approval of its Institutional Review Board), the Secretary may modify or waive specific requirements of this subpart, with the approval of the Ethical Advisory Board after such opportunity for public comment, as the Ethical Advisory Board considers appropriate in the particular instance. In making such decisions, the Secretary will consider whether the risks to the subject are so outweighed by the sum of the benefit to the subject, and the importance of the knowledge to be gained, as to warrant such modification or waiver, and that such benefits cannot be gained except through a modification or waiver. Any such modifications or waivers will be published as notices in the FEDERAL REGISTER. 

Subpart C --Additional Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects 

[SOURCE: 43 FR 53655, November 16, 1978, unless otherwise noted.] 

§ 46.301 Applicability. 

a.
The regulations in this subpart are applicable to all biomedical and behavioral research conducted or supported by the Department of Health and Human Services involving prisoners as subjects. 

b.
Nothing in this subpart shall be construed as indicating that compliance with the procedures set forth herein will authorize research involving prisoners as subjects, to the extent, such research is limited or barred by applicable State or local law. 

c.
The requirements of this subpart are in addition to those imposed under the other subparts of this part. 

§ 46.302 Purpose. 

Inasmuch as prisoners may be under constraints because of their incarceration, which could affect their ability to make a truly voluntary and uncoerced decision whether or not to participate as subjects in research, it is the purpose of this subpart to provide additional safeguards for the protection of prisoners involved in activities to which this subpart is applicable. 

§ 46.303 Definitions. 

As used in this subpart:

a.
Secretary means the Secretary of Health and Human Services, and any other officer or employee of the Department of Health and Human Services, to whom authority has been delegated. 

b.
DHHS means the Department of Health and Human Services. 

c. Prisoner means any individual involuntarily confined or detained in a penal institution. The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures, which provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing. 

d.
Minimal risk is the probability and magnitude of physical or psychological harm that is normally encountered in the daily lives, or in the routine medical, dental, or psychological examination of healthy persons. 

§ 46.304 Composition of Institutional Review Boards where prisoners are involved. 

In addition to satisfying the requirements in §46.107 of this part, an Institutional Review Board, carrying out responsibilities under this part with respect to research covered by this subpart, shall also meet the following specific requirements: 

a.
A majority of the Board (exclusive of prisoner members) shall have no association with the prison(s) involved, apart from their membership on the Board. 

b.
At least one member of the Board shall be a prisoner, or a prisoner representative with appropriate background and experience to serve in that capacity, except that, where a particular research project is reviewed by more than one Board, only one Board need satisfy this requirement. 

[43 FR 53655, November 16, 1978, as amended at 46 FR 8386, January 26, 1981]

§ 46.305 Additional duties of the Institutional Review Boards where prisoners are involved. 

a.
In addition to all other responsibilities prescribed for Institutional Review Boards under this part, the Board shall review research covered by this subpart and approve such research only if it finds that: 

 

1.
The research under review represents one of the categories of research permissible under §46.306(a)(2); 

2.
Any possible advantages accruing to the prisoner through his or her participation in the research, when compared to the general living conditions, medical care, quality of food, amenities and opportunity for earnings in the prison, are not of such a magnitude that his or her ability to weigh the risks of the research against the value of such advantages in the limited choice environment of the prison is impaired; 

3.
The risks involved in the research are commensurate with risks that would be accepted by nonprisoner volunteers; 

4.
Procedures for the selection of subjects within the prison are fair to all prisoners, and immune from arbitrary intervention by prison authorities or prisoners. Unless the principal investigator provides to the Board justification in writing for following some other procedures, control subjects must be selected randomly from the group of available prisoners, who meet the characteristics needed for that particular research project; 

5.
The information is presented in language which is understandable to the subject population; 

6.
Adequate assurance exists that parole boards will not take into account a prisoner's participation in the research in making decisions regarding parole, and each prisoner is clearly informed in advance that participation in the research will have no effect on his or her parole; and 

7.
Where the Board finds there may be a need for follow-up examination or care of participants after the end of their participation, adequate provision has been made for such examination or care, taking into account the varying lengths of individual prisoner's sentences, and for informing participants of this fact. 

b.
The Board shall carry out such other duties as may be assigned by the Secretary. 

c.
The institution shall certify to the Secretary, in such form and manner as the Secretary may require, that the duties of the Board under this section have been fulfilled. 

§ 46.306 Permitted research involving prisoners. 

a.
Biomedical or behavioral research conducted or supported by DHHS may involve prisoners as subjects, only if: 

1.
The institution responsible for the conduct of the research has certified to the Secretary that the Institutional Review Board has approved the research under §46.305 of this subpart; and 

2.
In the judgment of the Secretary the proposed research involves solely the following: (i) Study of the possible causes, effects, and processes of incarceration and of criminal behavior, provided that the study presents no more than minimal risk, and no more than inconvenience to the subjects; (ii) Study of prisons as institutional structures, or of prisoners as incarcerated persons, provided that the study presents no more than minimal risk, and no more than inconvenience to the subjects; (iii) Research on conditions particularly affecting prisoners as a class (for example, vaccine trials and other research on hepatitis, which is much more prevalent in prisons than elsewhere; and research on social and psychological problems, such as alcoholism, drug addiction and sexual assaults), provided that the study may proceed only after the Secretary has consulted with appropriate experts, including experts in penology medicine and ethics, and published notice, in the FEDERAL REGISTER, of his intent to approve such research; or (iv) Research on practices, both innovative and accepted, which have the intent and reasonable probability of improving the health or well-being of the subject. In cases, in which those studies require the assignment of prisoners in a manner consistent with protocols approved by the IRB to control groups which may not benefit from the research, the study may proceed only after the Secretary has consulted with appropriate experts, including experts in penology medicine and ethics, and published notice, in the FEDERAL REGISTER, of his intent to approve such research. 

b.
Except as provided in paragraph (a) of this section, biomedical or behavioral research conducted or supported by DHHS shall not involve prisoners as subjects. 

Subpart D --Additional Protections for Children involved as Subjects in Research 

[SOURCE: 48 FR 9818, March 8, 1983, unless otherwise noted.] 

§ 46.401 To what do these regulations apply? 

a.
This subpart applies to all research involving children as subjects, conducted or supported by the Department of Health and Human Services. 

1.
This includes research conducted by Department employees, except that each head of an Operating Division of the Department may adopt such nonsubstantive, procedural modifications as may be appropriate from an administrative standpoint. 

2.
It also includes research conducted or supported by the Department of Health and Human Services outside the United States, but in appropriate circumstances, the Secretary may, under paragraph (e) of §46.101 of Subpart A, waive the applicability of some or all of the requirements of these regulations for research of this type. 

b.
Exemptions at §46.101(b)(1) and (b)(3) through (b)(6) are applicable to this subpart. The exemption at §46.101(b)(2) regarding educational tests is also applicable to this subpart. However, the exemption at §46.101(b)(2) for research involving survey or interview procedures or observations of public behavior does not apply to research covered by this subpart, except for research involving observation of public behavior, when the investigator(s) do not participate in the activities being observed. 

c.
The exceptions, additions, and provisions for waiver, as they appear in paragraphs (c) through (i) of §46.101 of Subpart A, are applicable to this subpart. 

[48 FR 9818, March 8, 1983; 56 FR 28032, June 18, 1991; 56 FR 29757, June 28, 1991]

§ 46.402 Definitions. 

The definitions in §46.102 of Subpart A shall be applicable to this subpart as well. In addition, as used in this subpart: 

a.
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. 

b.
Assent means a child's affirmative agreement to participate in research. Mere failure to object should not, absent affirmative agreement, be construed as assent. 

c.
Permission means the agreement of parent(s) or guardian to the participation of their child or ward in research. 

d.
Parent means a child's biological or adoptive parent. 

e.
Guardian means an individual, who is authorized under applicable State or local law, to consent on behalf of a child to general medical care. 

§ 46.403 IRB duties. 

In addition to other responsibilities assigned to IRBs under this part, each IRB shall review research covered by this subpart, and approve only research which satisfies the conditions of all applicable sections of this subpart. 

§ 46.404 Research not involving greater than minimal risk. 

HHS will conduct or fund research, in which the IRB finds that no greater than minimal risk to children is presented, only if the IRB finds that adequate provisions are made for soliciting the assent of the children and the permission of their parents or guardians, as set forth in §46.408. 

§ 46.405 Research involving greater than minimal risk, but presenting the prospect of direct benefit to the

individual subjects. 

HHS will conduct or fund research, in which the IRB finds that more than minimal risk to children is presented by an intervention or procedure that holds out the prospect of direct benefit for the individual subject, or by a monitoring procedure that is likely to contribute to the subject's well-being, only if the IRB finds that: 

a.
The risk is justified by the anticipated benefit to the subjects; 

b.
The relation of the anticipated benefit to the risk is at least as favorable to the subjects as that presented by available alternative approaches; and 

c.
Adequate provisions are made for soliciting the assent of the children and permission of their parents or guardians, as set forth in §46.408. 

§ 46.406 Research involving greater than minimal risk and no prospect of direct benefit to individual subjects, but

likely to yield generalizable knowledge about the subject's disorder or condition. 

HHS will conduct or fund research, in which the IRB finds that more than minimal risk to children is presented by an intervention or procedure that does not hold out the prospect of direct benefit for the individual subject, or by a monitoring procedure which is not likely to contribute to the well-being of the subject, only if the IRB finds that: 

a.
The risk represents a minor increase over minimal risk; 

b.
The intervention or procedure presents experiences to subjects that are reasonably commensurate with those inherent in their actual or expected medical, dental, psychological, social or educational situations; 

c.
The intervention or procedure is likely to yield generalizable knowledge about the subjects' disorder or condition, which is of vital importance for the understanding or amelioration of the subjects' disorder or condition; and 

d.
Adequate provisions are made for soliciting assent of the children and permission of their parents or guardians, as set forth in §46.408. 

§ 46.407 Research not otherwise approvable, which presents an opportunity to understand, prevent, or alleviate a

serious problem affecting the health or welfare of children. 

HHS will conduct or fund research that the IRB does not believe meets the requirements of §46.404, §46.405, or §46.406, only if:

a.
The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children, and 

b.
The Secretary, after consultation with a panel of experts in pertinent disciplines (for example: science, medicine, education, ethics, law), and following opportunity for public review and comment, has determined either: 

1.
That the research in fact satisfies the conditions of §46.404, §46.405, or §46.406, as applicable, or 

2.
The following: (i) the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children; (ii) the research will be conducted in accordance with sound ethical principles; (iii) adequate provisions are made for soliciting the assent of children and the permission of their parents or guardians, as set forth in §46.408. 

§ 46.408 Requirements for permission by parents or guardians and for assent by children. 

a.
In addition to the determinations required under other applicable sections of this subpart, the IRB shall determine that adequate provisions are made for soliciting the assent of the children, when in the judgment of the IRB the children are capable of providing assent. In determining whether children are capable of assenting, the IRB shall take into account the ages, maturity, and psychological state of the children involved. This judgment may be made for all children to be involved in research under a particular protocol, or for each child, as the IRB deems appropriate. If the IRB determines that the capability of some or all of the children is so limited that they cannot reasonably be consulted, or that the intervention or procedure involved in the research holds out a prospect of direct benefit that is important to the health or well-being of the children, and is available only in the context of the research, the assent of the children is not a necessary condition for proceeding with the research. Even where the IRB determines that the subjects are capable of assenting, the IRB may still waive the assent requirement under circumstances, in which consent may be waived in accord with §46.116 of Subpart A. 

b.
In addition to the determinations required under other applicable sections of this subpart, the IRB shall determine, in accordance with and to the extent that consent is required by §46.116 of Subpart A, that adequate provisions are made for soliciting the permission of each child's parents or guardian. Where parental permission is to be obtained, the IRB may find that the permission of one parent is sufficient for research to be conducted under §46.404 or §46.405. Where research is covered by §46.406 and §46.407, and permission is to be obtained from parents, both parents must give their permission, unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.

c.
In addition to the provisions for waiver contained in §46.116 of Subpart A, if the IRB determines that a research protocol is designed for conditions or for a subject population, for which parental or guardian permission is not a reasonable requirement to protect the subjects (for example, neglected or abused children), it may waive the consent requirements in Subpart A of this part and paragraph (b) of this section, provided an appropriate mechanism for protecting the children who will participate as subjects in the research is substituted, and provided further that the waiver is not inconsistent with Federal, state or local law. The choice of an appropriate mechanism would depend upon the nature and purpose of the activities described in the protocol, the risk and anticipated benefit to the research subjects, and their age, maturity, status, and condition. 

d.
Permission by parents or guardians shall be documented in accordance with and to the extent required by §46.117 of Subpart A. 

e.
When the IRB determines that assent is required, it shall also determine whether and how assent must be documented. 

§ 46.409 Wards

a.
Children, who are wards of the state or any other agency, institution, or entity can be included in research approved under §46.406 or §46.407, only if such research is: 

1.
Related to their status as wards; or 

2.
Conducted in schools, camps, hospitals, institutions, or similar settings, in which the majority of children involved as subjects are not wards. 

b.
If the research is approved under paragraph (a) of this section, the IRB shall require appointment of an advocate for each child who is a ward, in addition to any other individual acting on behalf of the child as guardian or in loco parentis. One individual may serve as advocate for more than one child. The advocate shall be an individual, who has the background and experience to act in, and agrees to act in, the best interests of the child for the duration of the child's participation in the research, and who is not associated in any way (except in the role as advocate or member of the IRB) with the research, the investigator(s), or the guardian organization. 

ADDENDUM: 46 FR 8392 

RESEARCH ACTIVITIES WHICH MAY BE REVIEWED THROUGH EXPEDITED REVIEW PROCEDURES 

Research activities involving no more than minimal risk, and in which the only involvement of human subjects will be in one or

more of the following categories (carried out through standard methods) may be reviewed by the Institutional Review Board

through the expedited review procedure, authorized in §46.110 of 45 CFR Part 46. 

   1.Collection of: hair and nail clippings, in a nondisfiguring manner; deciduous teeth, and permanent teeth if patient care indicates a need for extraction. 

   2.Collection of excreta and external secretions, including sweat, uncannulated saliva, placenta removed at delivery, and amniotic fluid at the time of rupture of the membrane prior to or during labor. 

   3.Recording of data from subjects 18 years of age or older, using noninvasive procedures routinely employed in clinical practice. This includes the use of physical sensors that are applied either to the surface of the body or at a distance, and do not involve input of matter or significant amounts of energy into the subject, or an invasion of the subject's privacy. It also includes such procedures as weighing, testing sensory acuity, electrocardiography, electroencephalography, thermography, detection of naturally occurring radioactivity, diagnostic echography, and electroretinography. It does not include exposure to electromagnetic radiation outside the visible range (for example, x-rays, microwaves). 

   4.Collection of blood samples by venipuncture, in amounts not exceeding 450 milliliters in an eight-week period, and no more often than two times per week, from subjects 18 years of age or older, and who are in good health and not pregnant. 

   5.Collection of both supra- and sub-gingival dental plaque and calculus, provided the procedure is not more invasive than routine prophylactic sealing of the teeth, and the process is accomplished in accordance with accepted prophylactic techniques.

   6.Voice recordings made for research purposes, such as investigations of speech defects. 

   7.Moderate exercise by healthy volunteers. 

   8.The study of existing data, documents, records, pathological specimens, or diagnostic specimens. 

   9.Research on individual or group behavior or characteristics of individuals, such as studies of perception, cognition, game theory, or test development, where the investigator does not manipulate subjects' behavior, and the research will not involve stress to subjects. 

  10.Research on drugs or devices, for which an investigational new drug exemption or an investigational device exemption is

not required. 

[SOURCE: 46 FR 8392; January 26, 1981.] 
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Appendix A.  Statutory Provision for Certain Gifts to the United States Military Academy

1.1 Purpose

This   regulation   sets   policies   and  procedures  for  accepting  and administering gifts to the Army that are subject to section 2601 of  title 10,  United  States  Code  (10  USC  2601).  It  also gives authorization, direction, and information on accepting certain gifts not covered by  that statute, but covered by other authorities (paras 6b through 7).

1.2 References

Required publications are listed below.

 a.  AR  1-101 (Gifts for Distribution to Individuals). Cited in paragraph 6.

 b. AR 210-3 (Nonstandard Activities of the United States Military Academy and West Point Military 

Reservation). Cited in paragraph 6.

 c. AR 230-1 (The Nonappropriated Fund System). Cited in paragraph 6.

 d. AR 600-50 (Standards of Conduct for Department of the Army Personnel). Cited in paragraph 6.

 e. AR 735-5 (Property Accountability: General Principles,  Policies,  and Basic Procedures).  

Cited in paragraph 5.

 f. AR 870-20 (Historical Properties and Museums). Cited in paragraph 6.

1.3 Explanation of abbreviations and terms

Subtopics

1.3.a Abbreviations.

1.3.b Terms.

1.3.A Abbreviations.

 a. Abbreviations.

 (1) AFIP--Armed Forces Institute of Pathology

 (2) MSP--Morale Support Program

 (3) NAF--nonappropriated funds

 (4) NAFI--nonappropriated fund instrumentalities

1.3.B Terms.

 b. Terms.

 (1)  Gift.    A  contribution,  donation,  devise,  or bequest of real or personal property. The two classes of 

gifts are shown below.

 (a) Conditional gift.    Money  or  other  intangible  personal  property (stocks  and  bonds)  offered with 

specified  limitations on its ownership and use; or  real  property  or  tangible  personal  property  offered  on condition  that  it  would  be used in a manner, or for a purpose, or in a place that is not considered normal use or placement; or real property or tangible personal property offered on condition that it would be  used  by specific organizations other than those that normally use such property.

 (b)  Unconditional gift.  Money or real or personal property offered with no limitation on its ownership or use. If  a donor does specify that a gift (real or personal property) be used in a certain place, manner, or  for  a certain  purpose,  but  the condition is for normal use, the gift is to be considered unconditional.

 (2) Other similar institution or organization.  As used in 10  USC  2601, any  institution  or  organization similar to a school, hospital, library, museum, or cemetery.

 (3) Recipient of an offer.   The commander,  or  his  or  her  designated representative, of an organization 

chosen to receive a gift.

 (4)  Negligible cost.   Cost that the commander considers inconsequential and can be disregarded because it is small or  unimportant  and  will  not have an impact on the commander's operating budget.

 (5)  Nonappropriated  fund  instrumentality  (NAFI).    An  integral  DOD organization that--

 (a) Assists other DA organizations in providing Morale  Support  Programs (MSP) for military and civilian 

personnel.

 (b) Is established and maintained individually or jointly by the heads of the DOD components.

 (c) Has custody and control over its nonappropriated funds (NAFs).

 (d)  Supplements the MSP of other authorized organizational entities with its own NAFs when authorized. It is not incorporated under the laws of any State or the District of Columbia and it enjoys the  legal  status  of  an instrumentality of the United States.

1.4 Responsibilities

Subtopics

1.4.a The Secretary of the Army.

1.4.b The Adjutant General.

1.4.c Commanding General, US Army Finance and Accounting Center.

1.4.A The Secretary of the Army.

 a. The Secretary of the Army.  The Secretary of the Army will--

 (1)  Accept  and  manage certain conditional gifts. These gifts are to be used for the  benefit  of,  or  in  

connection  with,  the  establishment, operation,  maintenance,  or  administration  of  any    school, hospital, library, museum, cemetery, or other similar  institution  or  organization under the jurisdiction of the Department of the Army.

 (2)  Pay  all  necessary expenses involved in the transfer of conditional gifts. Any gift accepted by the 

Secretary of the Army under  authority  of 10  USC 2601 or the statutory provisions of Public Law (PL) 97-252 will be deemed a gift to or for the use of the United States.

 (3) Have the Secretary  of  the  Treasury  establish  a  special  deposit account,  entitled  "US Department of the Army General Gift Fund, " on the books of the Treasury. All funds received as conditional gifts  under  the provisions of 10 USC 2601 will be initially  deposited in the account.

 (4)  Disburse the Gift Fund to the chosen organization. The disbursements are subject to the terms and 

conditions of the particular gifts.

 (5) Request the Secretary of the Treasury to invest or retain investments of all or any part of the  Department of  the  Army  General  Gift  Fund. Investments  of  these funds will be made only in securities of the United States or in securities guaranteed as to principal  and  interest  by  the United States. The interest and profits will be deposited and disbursed in the same manner as the funds in (3) and (4) above.

1.4.B The Adjutant General.

 b.  The  Adjutant General.  The Adjutant General will administer the Army Gift  Program  and  will  monitor  all information   and   correspondence pertaining  to  conditional gifts designated for approval by the Secretary of the Army.   The Soldiers/Family Assistance  Directorate,  The  Adjutant General's Office (DAAG-PSI), will coordinate with all appropriate agencies on such gifts.

1.4.C Commanding General, US Army Finance and Accounting Center.

 c.  Commanding  General,  US  Army  Finance  and Accounting Center.   The Commanding General, US Army Finance and Accounting Center (USAFAC) will--

 (1) Receive and account for all funds for accepted gifts. All transactions will comply with the requirements of the applicable Army regulations in the AR 37-series.  Correspondence about such funds will be sent  to  Cdr,  US  Army  Finance and Accounting Center, ATTN:   FINCO-BD, Indianapolis, IN 46249. Gifts to the US Military Academy  that  are  under the statutory provisions of appendix A are exceptions.

 (2)  Through  the  Field  Services  Division (DO 5557), process necessary collections and  disbursements  

relative  to  accepted  gifts  based  upon documentation  received  from the Director of DA Financial 

Operations. All gifts of money will be held in the  applicable  suspense  account  pending acceptance by the 

Secretary of the Army.

 (3)  Through  the  Director of DA Financial Operations on notification of acceptance of a gift, allocate funds to the  major  command  or  operating agency  responsible  for  the  organization chosen to receive the gift. No expenditure will  be  made  until  DA  Form  1323  (Funding  Authorization Document)  is  received.  A copy of each DA Form 1323 will be sent to HQDA (DAAG- PSI), ALEX VA 22331.

1.5 Gift categories and acceptance

Subtopics

1.5.a Determination of gift categories.

1.5.b Acceptance of gifts.

1.5.c Accountability.

1.5.d Privileges and concessions to donor.

1.5.e Solicitation of gifts.

1.5.A Determination of gift categories.

 a.  Determination of gift categories.  In deciding to receive a gift, the recipient of an offer must consider the propriety of the gift, as well  as the  relationship  between the intrinsic value of the gift to the Army and the cost of acceptance and maintenance.

 (1) Normally, gifts with a value of more than $1,000 will be  treated  as conditional  gifts  and processed as 

discussed in paragraph 7a. Exceptions are those gifts--

 (a) To museums and historical collections.

 (b) To NAFIs.

 (c) Whose acceptance and maintenance entail more than negligible cost.

 (2) Normally, a gift with a value of $1,000 or less and whose  acceptance and  maintenance  entail negligible costs will be treated as unconditional and processed as discussed in paragraph 6b. Therefore, when this type  of gift  is  offered,  the  recipient should recommend that the donor make it unconditional.

 (3)  If  there  is  any  doubt  about  the  offer  being  conditional  or unconditional  and  if clarification cannot be obtained from the donor, it will be treated as a conditional gift.

1.5.B Acceptance of gifts.

 b. Acceptance of gifts.

 (1)  If  a  gift  is offered on condition that it be used as discussed in paragraph  4a, the Secretary of the Army must approve the offer before the gift can be  accepted. All DA personnel may receive offers of  such  gifts and  may  send  the offers to the  commander of the installation chosen to receive the gift. However, the Secretary of the Army must accept or reject such gifts. Upon acceptance, The Adjutant General will issue instructions on its disposition.

 (2)  If  a  conditional gift is offered that is for a defense purpose but does not fall within the scope of 10 USC 2601 (school, hospital,  library, museum, or cemetery), it may be considered for acceptance by--

 (a) The Secretary of the Treasury under 50 USC 1151.

 (b) The Administrator of the General Services Administration under 50 USC 1151.

 (c)  The  Secretary  of  the  Army  under 10 USC 2672 (land acquisition). Advice on such gifts may be sought from The Adjutant General (DAAG-PSI).

 (3) Secretarial approval is not needed for unconditional gifts  of  value under  $1,000  when their acceptance will not burden appropriated funds or other funds involved.

 (4) Under 10 USC 2601, the Secretary of the Army  accepts  all  gifts  of money  offered on condition they be used for the operation of the American Registry of Pathology as a cooperative enterprise in medical research  and education  between  the Armed Forces Institute of Pathology (AFIP) and the civilian medical profession. The Director, AFIP, will--

 (a) Receive and process such gifts without reference to the Secretary  of the Army.

 (b) Send such gifts within 24 hours of receipt to the US Army Finance and Accounting Center (para 4c)

1.5.C Accountability.

 c.  Accountability.    Physical property acquired under the provisions of this regulation will be accounted for as prescribed in AR 735-5.

1.5.D Privileges and concessions to donor.

 d.  Privileges and concessions to donor.  No arrangements will be made to grant special privileges or concessions to a donor.

1.5.E Solicitation of gifts.

 e.  Solicitation  of  gifts.    DA  personnel will not solicit gifts from potential donors.  They  may,  however,  in  response  to  an  appropriate inquiry, inform potential donors of needs of the service.

1.6 Processing gifts

 a. Conditional gifts will be processed as follows:

 (1)  An  installation commander receiving the offer of a conditional gift will advise the prospective donor that the Secretary of the Army or  other appropriate  authority  (see  para  5b(2)  and    d  through f below) must formally approve acceptance of the gift. A  written  offer  of  the  gift, signed by the donor, must be obtained. In the case of a devise or bequest, a  copy  of the will is required. The commander will then send the written offer, full details of  the  conditions  upon  which  the  offer  is  made (including  the  expense  involved, if any), and his or her recommendation through the major Army commander for review  and  recommendation  to  HQDA (DAAG-PSI)  ALEX  VA  22331,  where the offer will be processed for formal acceptance. The commander's recommendation will specifically  include  his or  her opinion as to whether acceptance of the gift could be construed as an action to be avoided under the provisions of AR  600-50,  paragraph  1- 5e.   With  respect  to formulating  such  opinion,  the  advice  of  the installation contracting officer and the legal advisor will be sought.

 (2) Conditional gifts of negotiable instruments  (checks,  money  orders, drafts,  etc.) will be made payable to or indorsed to the Treasurer of the United States and will be furnished with the written offer.

 (3) Conditional gifts of tangible property will remain in the  possession of  the  donor.  However, if 

circumstances warrant receipt of the gift, it will be properly protected pending acceptance or rejection.

 (4) If the conditional gift offered is to construct a building  or  other permanent structure (museum, library, 

etc.), the plans must be approved by the  Army  installation facilities engineer and sent to the MACOM engineer for review and recommendation to HQDA (DAAG-PSI).  The  MACOM  commander's recommendation will include the construction plans, the written offer, and complete  details  (including cost of construction and location site). The Adjutant General will be responsible for DA Staff  coordination  prior  to submission of the offer for appropriate approval.

 b. Unconditional gifts should be processed as follows:

 (1)  When consistent with the intent of the donor, unconditional gifts of money or tangible personal property made directly to Army  units  will  be treated  as  gifts  to the unit welfare fund or other nonappropriated fund and not as gifts to the US Government.

 (2) If unconditional gifts of money or other tangible  personal  property offered  directly  to  Army units cannot be construed as gifts to the unit welfare fund or other NAF, they will be treated as--

  (a) Unconditional gifts to the United States, which are discussed in  (3) below.

 (b)  Conditional  gifts  to  the  United  States for use by that unit and processed as specified in  a  above.

 (3) Under the authority of 31 USC 484, unconditional gifts of money  made to the US Government must be 

deposited in the US Treasury as miscellaneous receipts by the officer accepting the gift. This money may not be expended by the officer or retained by the unit.

 (4)  Gifts  to  NAF  activities  will  be processed in accordance with AR 230-1, paragraph 1-20.

 c. Gifts (conditional  or  unconditional)  offered  for  distribution  to individuals will be processed according to AR 1-101.

 d.  Gifts of historical items for museums or other historical collections are governed by AR 870-20.

 e. Gifts of any interest in land or realty not within the scope of 10 USC 2601 may be considered for 

acceptance by the Secretary of the  Army  under 10  USC  2672  or the Administrator of the General Services Administration under 50 USC 1151.

 f. According to PL 97-252, section 1133, and notwithstanding other  terms of   this   regulation,   the  Secretary   of  the  Army  authorizes  the Superintendent, US Military Academy (USMA) to  accept,  hold,  administer, invest,  and  spend any gift, devise, or bequest of personal property of a value of $20,000 or less made to the United States on the  condition  that such  gift,  devise, or bequest be used for the benefit of the USMA or any part of it. Procedures for gifts administered under PL 97-252  are  in  AR 210-3, chapter 11.

 g.  Questions  about  offers  of  gifts  that do not readily fit into the categories described should be referred to the local Staff Judge Advocate. Action that cannot be resolved within the command may be referred to  HQDA (DAAG-PSI).

1.7 Residual gifts

When  a  conditional  monetary gift that is maintained in the Army General Gift Fund is consumed to the point at which its value is less  than  $100, it will revert to the Treasury as a miscellaneous receipt.

A.0 Appendix A.  Statutory Provision for Certain Gifts to the United States Military Academy

PL  97-252,  Section  1133,  Use  of  Certain  Gifts  to the United States Military Academy.

      " (a) Under regulations prescribed by the Secretary of the Army, the Superintendent of  the  United  States  Military  Academy  may  (without  regard  to Section 2601 of Title 10, United States Code) accept, hold, administer, invest, and spend any gift,  devise,  or  bequest of personal property of a value of $20,000 or less made to the  United  States  on  the  condition that such gift, devise, or  bequest be used for the benefit  of  the  United  States  Military Academy  or  any entity thereof. The Secretary of the Army may pay or authorize the payment of all reasonable and necessary  expenses in  connection  with the conveyance or transfer of a gift, devise, or bequest under this section."

      " (b) This section applies with respect to any gift, devise,  or bequest made on or after the date of the enactment of this Act for  the  purpose  described in subsection  (g) and applies to any such gift, devise, or bequest, or devise made before the  date  of  the  enactment  of  this Act with respect to which the Secretary of the Army has approved application of this section rather than  Section 2601 of Title 10, United States Code. "

HSC Supplement 1 to AR 1-100, dated 26 May 1992 (In Part)
AdministrationPRIVATE 

GIFTS AND DONATIONS
The following was taken, in part, from HSC Supplement 1 to AR 1-100, dated 26 May 1992.  It has been modified to reflect the Clinical Investigation Regulatory Office, which was recently renamed.

AR 1-100, 15 November 1983, is supplemented as follows:

Page 2, paragraph 5, Gift categories and acceptance.

    f.  Preacceptance considerations.  Commanders of HSC activities will not accept a gift or donation without prior approval from the Administrative Services Division (ASD), Office of the Deputy Chief of Staff for Information Management (ODCSIM), Headquarters, U.S. Army Health Services Command (HQ HSC).  Submit all requests for acceptance of gifts associated with a clinical investigation project to Commander, U.S. Army Medical Department Center and School, Clinical Investigation Regulatory Office, HSHN-I, Ft. Sam Houston, TX 78234-6100 for review.  The completed application will be forwarded with a recommendation to ODCSIM, HQ HSC, for approval or forwarding to Headquarters, Department of the Army (HQDA) for approval.  Recipients of a proposed gift or donation must answer the following questions when considering a gift or donation.  Answer each question fully and include supporting documentation for each gift or donation.  Do not answer questions yes or no.  If the response to any of these questions could cause the acceptance of the gift to not be in the best interest of the Army, do not process the gift or donation.

Additionally, a letter from the provider of the gift (tangible property, money, etc.) must accompany the protocol.  

Army Regulation 40-38

By Order of the Secretary of the Army:

CARL E. VUONO

General, United States Army

Chief of Staff

Medical Services

Clinical Investigation Program

1 September 1989

Effective: 2 October 1989

Unclassified

Change Summary

AR 40-38

Clinical Investigation Program

This revision adds--

_ Authorization for major Army commanders to establish clinical investigation programs (chap 2).

_ Funding accountability in clinical investigation programs (chap 3).

_ An updated DA Form 5303-R, Volunteer Agreement Affidavit.

History.

This UPDATE printing publishes a revision of this publication. Because the publication has been extensively revised, the changed portions have not been highlighted.

Summary.

This regulation implements Department of Defense Directive (DODD) 3216.2 and DODD 6000.8. It reflects the present legal requirements pertaining to the use of human subjects participating in clinical investigations (CIs) and provides guidance for the administration and funding of clinical investigation programs (CIPs). Excluding situations where approval authority is limited, the authority to approve CIs using human subjects can be delegated within the military chain of command to the lowest level operating a human subjects review process.

This revision also prescribes the unchanged annual progress report (Clinical Investigation Program, RCS MED-300(R1)).

Applicability.

This regulation applies to all Active Army medical treatment facilities (MTFs) and dental treatment facilities (DTFs) except those funded under research, development, test, and evaluation (RDTE) appropriations. (See AR

70-25 for guidance on RDTE funded activities.) This regulation does not apply to the U.S. Army Reserve

(USAR) and the Army National Guard (ARNG) unless Active Army personnel are involved.

Proponent and exception authority.

Not applicable

Army management control process.

This regulation is subject to the requirements of AR 11-2. It contains internal control provisions but does not contain a checklist for conducting internal review. Checklists are being developed and will be published at a later date.

Supplementation.

Supplementation of this regulation and establishment of command and local forms are prohibited unless prior approval is obtained from HQDA (DASG-RDZ), 5109 Leesburg Pike, Falls Church, VA 22041-3258.

Interim changes.

Interim changes to this regulation are not official unless they are authenticated by the Administrative Assistant to the Secretary of the Army. Users will destroy interim changes on their expiration date unless sooner superseded or rescinded.  

Suggested improvements.

The proponent agency of this regulation is the Office of the Surgeon General. Users are invited to send comments and suggested improvements on DA Form 2028 (Recommended Changes to Publications and Blank Forms) directly to Commander, U.S. Army Medical Research and Development Command, ATTN: SGRD-HR, Fort Detrick, Frederick, MD 21701-5012. Users within the U.S. Army Health Services Command (HSC) will forward DA Form 2028 through Commander, U.S. Army Health Services Command, ATTN: HSHN-I, Fort Sam Houston, TX 78234-6060.

Distribution.

Distribution of this publication is made in accordance with the requirements on DA Form 12-09-E, block number 3442, intended for command level D for Active Army. This publication is not distributed to ARNG and USAR.

Supersession.

This regulation supersedes AR 40-38, 15 April 1984.
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1.0 Introduction

Subtopics

1.1 Purpose

1.2 References

1.3 Explanation of abbreviations and terms

1.4 Limitations of this regulation

1.1 Purpose

In  recognition  of  the  importance  of  organizing  investigations where postgraduate education programs are conducted and for the  advancement  of medical  science  and  its military and nonmilitary application to patient care, this regulation--

  a. Sets policies, procedures, and responsibilities for the  participation of  human  subjects  and the accountability for material and funds used in CIPs.

 b.  Prescribes  Army  policy  on  the  conduct  and  management  of   CIs including--

  (1) Command responsibilities.

 (2) Review process requirements.

 (3) Approval authorities.

 (4) Reporting requirements (RCS MED-300(R1)).

  c.  Allows  a  decentralized  approval  option  for  elements  that  have established review committees and an internal review process.

1.2 References

Required  and related publications and prescribed and referenced forms are listed in appendix A.

1.3 Explanation of abbreviations and terms

Abbreviations  and  special terms used in this regulation are explained in the glossary.

1.4 Limitations of this regulation

 a.  CI  is  an essential component of optimum health care and consists of organized scientific inquiry into  health  care  problems  of  significant concern  to  members of the Defense Eligibility Enrollment System (DEERS). Nothing in this regulation is intended to limit the authority of a  health care  practitioner  to provide emergency medical care under the applicable law of the jurisdiction in which the care is provided.

 b. Protocols for the use of drugs or Schedule I controlled substances for investigational purposes will be approved as per AR 40-7.

 c. Investigations of medical equipment for use in other than  fixed  MTFs or   DTFs   are   conducted  under  AR  70-10.  In  the  conduct  of  such investigations, nothing  in  this  regulation  is  intended  to  supersede requirements  for  health  hazard  or  other  safety  reviews  required by Department of the Army (DA) regulations.

 d. The guidance in this regulation pertains to the following:

 (1) CIs and behavioral studies involving human  subjects,  regardless  of whether funding is provided through DA funds or by grant or gift.

 (2)  Clinical  studies  involving  new  drugs,  biologicals, vaccines, or investigational medical devices.

 (3) Clinical studies involving the deliberate exposure of human  subjects to  nuclear weapons effect, chemical warfare agents, or biological warfare agents.

 (4) The administration and funding of the CIP.

 e. The provisions of this regulation  do  not  apply  to  epidemiological surveys  that  are  of no more than minimal risk as set forth in the human protection regulations issued  by  the  Department  of  Health  and  Human Services  (DHHS).  (See  the  DHHS entry in app A.)   See appendix B for a listing of exempt studies.

2.0 Responsibilities

Subtopics

2.1 Under Secretary of Defense for Acquisition

2.2 Assistant Secretary of Defense (Health Affairs)

2.3 Deputy Chief of Staff for Personnel

2.4 The Surgeon General

2.5 Commander, Soldier Support Center--National Capital Region

2.6 Major Army commanders

2.7 Commander, U.S. Army Health Services Command

2.8 Commanders of other major medical commands (overseas)

2.9 Commanders of medical and dental treatment facilities other than medical centers

2.10 HSRRB, HURRAO, and investigators

2.1 Under Secretary of Defense for Acquisition

Under DODD 3216.2, the Under Secretary of Defense for Acquisition (USD(A)) or  designee  is the approval authority for studies involving the exposure of human subjects to nuclear weapons effect or to chemical  or  biological warfare agents.

2.2 Assistant Secretary of Defense (Health Affairs)

Under  DODD  3216.2,  the  Assistant Secretary of Defense (Health Affairs) (ASD(HA)) serves as the Department  of  Defense  (DOD)  representative  on matters   relating   to   implementation   of   DHHS  and  Food  and  Drug Administration (FDA)  regulatory  requirements.  (See  the  DHHS  and  FDA entries in app A.)

2.3 Deputy Chief of Staff for Personnel

The  Deputy  Chief  of  Staff  for  Personnel  (DCSPER)  will  approve  or disapprove those studies involving alcohol and drug abuse programs.

2.4 The Surgeon General

The Surgeon General (TSG) will--

  a. Prepare policies and regulations on clinical investigations.

  b.  Establish  and  maintain  the  Human  Subjects  Research Review Board (HSRRB), which is chaired by the Assistant Surgeon  General  for  Research and Development.

  c.  Establish  and  maintain  the Human Use Review and Regulatory Affairs Office (HURRAO), to be attached to the  U.S.  Army  Medical  Research  and Development  Command  (USAMRDC)  and  to  report  to the Assistant Surgeon General for Research and Development.

  d. Approve or disapprove CI proposals from MTFs and DTFs from major  Army commands  (MACOMs)  that  do  not  have  a human use committee (HUC) or an internal review process.

 e. Provide an evaluation of protocols as described in paragraphs 2-1  and 2-3 of this regulation to the USD(A) and DCSPER.

  f. Be the approval authority for studies and research protocols involving human subjects using Schedule I controlled drug substances.

  g.  Provide  direct  medical  follow-up,  when  appropriate,  on  research subjects to ensure that long-range problems are detected and treated.

  h. Report on  a  frequent  basis,  findings  associated  with  classified investigational  drug  and  device studies to the USD(A), the ASD(HA), and the FDA.

  i. Be the approval authority  for  all  in-house  and  contract  research (other  than  that  noted in paras 2-1, 2-3, 2-5, and 2-7) involving human subjects for which the Army  has  been  designated  the  executive  agent. Except  for  the  categories  of  research  for  which TSG is specifically designated as the approval authority, TSG may delegate  the  authority  to approve  CIPs  within  the  military  chain of command to the lowest level operating a human subjects review process approved pursuant  to  paragraph 3-5.

2.5 Commander, Soldier Support Center--National Capital Region

Under  AR  600-46, the Commander, Soldier Support Center--National Capital Region (SSC-NCR), is the  approval  authority  for  attitude  and  opinion surveys or Army occupational surveys.

2.6 Major Army commanders

When a CI is proposed, the MACOM commander will-- 

 a.  Promote,  manage, and support the performance of CIs, recognizing the importance  of  organizing  investigations  where  postgraduate  education programs are conducted. 

b. Ensure  the  effective  implementation of 

the policies and procedures contained in this regulation. 

 c. Use the  established  review  process  through  TSG's  HSRRB  for  all protocols  or  establish  a  HUC and implement a review process consistent with the policies and procedures contained in this regulation.

  d. Ensure that research volunteers are adequately informed concerning the risks associated with their participation, providing them with  any  newly acquired  information that may affect their well being as that information becomes available.

2.7 Commander, U.S. Army Health Services Command

The Commander, U.S. Army Health Services Command (HSC), will--

 a. Comply with paragraph 2-6.

  b.  Establish  and  maintain within the U.S. Army Health Care Studies and Clinical  Investigation  Activity,  the  Clinical  Investigation   Program Division  to coordinate and monitor CIP activity and serve as the point of contact for policies and regulations on animal use, human use, and funding and administration of the CIP.

  c. Ensure that commanders of Army medical centers (MEDCENs) within HSC--

 (1) Are responsible for all CIs conducted within the MEDCEN.

  (2) Organize a clinical investigation support system  within  a  separate hospital organizational structure to implement the CIP.

  (3)  Appoint a clinical investigation committee, a HUC, and an animal use committee (AUC).

  d. Be the approval authority for--

  (1) Investigational  drug  studies  except  those  involving  Schedule  I substances in humans.

  (2) Investigational medical devices studies involving humans.

  (3)  CIs  involving  non-DA  sponsored  Notice of Claimed Investigational Exemption for a New Drug (IND) or Investigational Device Exemption (IDE).

2.8 Commanders of other major medical commands (overseas)

When  a  CI  is  proposed,  the  commander will comply with the applicable portions of paragraphs 2-6 and 2-7.

2.9 Commanders of medical and dental treatment facilities other than medical centers

 a.  Commanders  of  MTFs  and  DTFs  assigned to the HSC should use their regional MEDCEN for CI support or seek approval  from  headquarters,  HSC, to--

  (1)  Organize,  within  their authorized and available resources, support for CIs.

  (2) Establish committees  and  the  review  process  prescribed  by  this regulation,  or  refer proposals for committee review to the department of clinical investigation (DCI) at their regional supporting MEDCEN.

  b. Commanders of  MTFs  and  DTFs  assigned  to  major  medical  commands (overseas) may, with MACOM approval--

  (1) Organize within their authorized and available resources, support for CIs.

  (2)  Establish  committees  and  the  review  process  prescribed by this regulation or, for protocols proposing to use human  subjects,  refer  the protocol to TSG's HSRRB.

2.10 HSRRB, HURRAO, and investigators

 a. HSRRB members will--

  (1) Evaluate methods by which DA involves human subjects in CIs.

  (2)  Recommend  policy  to  TSG on the treatment of volunteers consistent with current moral, ethical, and legal standards.

  (3) Evaluate protocols submitted to TSG for approval.

  (4) Maintain documentation of approved protocols, to  include  continuing review  for CIs conducted by MACOMs without an established internal review process.

  b. The Chief, HURRAO will--

  (1) Provide, for TSG, administrative support for the HSRRB.

  (2) Conduct a compliance review of all protocols  submitted  to  TSG  for approval.

  (3) Submit DA-sponsored INDs and IDEs directly to the FDA.

  (4) Submit DA-sponsored New Drug Applications (NDAs) directly to the FDA.

  (5)  Maintain  DA  record  files for IND, IDE, and NDA submissions to the FDA.

  (6) Conduct postmarketing surveillance for NDAs sponsored by DA.

  (7) Serve as the DA point of contact  for  policies  and  regulations  on human use in CIPs.

  (8) Advise and assist MACOMs and DA staff agencies that conduct CIs using human volunteers.

  c. Investigators will--

  (1)  Prepare  a  protocol  following  the policies and procedures in this regulation.

  (2) Prepare and maintain adequate records on--

  (a) Receipt, storage, use, and disposition of all  investigational  drugs issued  to  the  investigator  by the pharmacy and investigational devices issued to the investigator by the activity responsible for storing them.

 (b) Case histories that record all observations and other data  important to the study.

 (c) Volunteer informed consent documents (app C).

  (3)   Prepare   progress  reports,  including  annual  reports  (Clinical Investigation Program, RCS MED-300(R1)), as determined  by  the  approving authority  and  regulatory  agencies.  (See  app  D  for the annual report format.)

  (4) Prepare and file an investigator sponsored IND or IDE as appropriate.

  (5) Promptly notify the approving official through  the  medical  monitor and the HUC of adverse effects caused by the CI.

  (6)  Report  serious and unexpected adverse experiences involving the use of investigational  drugs  or  devices  to  the  sponsor  or  the  FDA  in accordance with AR 40-7.

 (7)   Ensure  that  the  CI  has  been  approved  by  the  proper  review committee(s) before starting, changing,  or  extending  the  investigation (see paras 3-5 b (1) through (6)).

  (8) Ensure that all subjects or their representatives, including subjects used as controls, are fully informed of the nature of the investigation to include potential risks to the subject.

  (9) Ensure that investigational drugs or devices are administered only to subjects  under  the  investigator's  personal  supervision  or  that of a previously approved associate investigator.

  (10) Ensure that a new principal investigator (PI) is appointed if the PI cannot complete the CI for reasons such as  permanent  change  of  station (PCS) or retirement.

  (11)  Apprise  the  HUC  of  any investigator's noncompliance with the CI protocol.

  (12) Seek HUC approval for other investigators to participate in the CI.

  (13) Ensure that  studies  involving  attitude  or  opinion  surveys  are approved in accordance with AR 600-46. (See para 3-5 b (6).)

  d. The medical monitor will be responsible for serving as an advocate for the  medical  safety  of  the  volunteers.  The  monitor  will  have other responsibilities as determined by the approving official and will have the authority to terminate an  individual  volunteer's  participation  in  the study or suspend the study for review by the HUC.

3.0 Clinical Investigation or Research

Subtopics

3.1 CI principles

3.2 Use of animals in CIs

3.3 Use of humans in CIs

3.4 Conducting CIPs

3.5 Conducting CIPs involving humans

3.6 Funding and administration of CIPs

3.1 CI principles

 a.  CI  is  an  essential  component of medical care and teaching that is intended to achieve the following:

  (1) Improve the quality of patient care.

  (2) Generate an atmosphere of inquiry responsive to the dynamic nature of health sciences.

  (3) Promote high professional standing and accreditation  of  health  and graduate medical education programs.

  b.   Military   contingency   requirements   take   precedence  over  the requirements of the CIP.

  c. User testing, as defined in AR 15-38 or AR 71-3, will not be conducted under a CI protocol when the CI is greater than minimal risk.

3.2 Use of animals in CIs

CI  proposals  involving  animals  will be conducted in accordance with AR 70-18/SECNAVINST 3900.38/AFR 169-2/DARPAINST  18/DAINST  3216.1/USUHSINST 3203.

3.3 Use of humans in CIs

 a.  Only  persons who are fully informed and volunteer in advance to take part may be used as subjects in CIs except  when  the  measures  used  are intended to be beneficial to the subject, and informed consent is obtained in  advance  from a legal representative on the subject's behalf. (See app E.)

  b. Any human tissue or bodily fluid obtained by autopsy that is used in a CI will be donated by the next of  kin  or  legal  representative  of  the person  from  whom  the  tissue  or  fluid is removed. Donation is made by written consent and the donor relinquishes ownership  and  rights  to  the tissue  or  fluid.  Consent  to  donate does not rule out payment for such donation.

 c. Any human tissue or bodily fluid linked by identifiers to a particular person obtained by surgical or diagnostic procedures and intended for  use in  CIs  will  be  donated  by the person from whom the tissue or fluid is removed or, in the event of death or legal disability of that person,  the next  of  kin  or legal representative of such person. Donation is made by written consent and the donor relinquishes ownership  and  rights  to  the tissue  or  fluid.  Consent  to  donate does not rule out payment for such donation.

  d. The determination of the level of risk in a CI protocol is made  by  a HUC established in accordance with this regulation.

  e.  Moral,  ethical, and legal concepts on the use of human subjects will be followed as outlined in this regulation. Voluntary consent of the human subject is essential. Military personnel are  not  subject  to  punishment under the Uniform Code of Military Justice (UCMJ) for choosing not to take part as human subjects (Manual For Courts-Martial (MCM 1984)). Further, no administrative  sanctions  will  be  taken  against  military  or civilian personnel for choosing not to participate as human subjects.

  f. CIs using human subjects are conducted in such a manner that risks  to the  subjects  are minimized and are reasonable in relation to anticipated benefits.

  g. The proposed number of subjects will be the minimum needed to ensure a statistically valid conclusion.

  h. The CI is conducted so as to avoid  unnecessary  physical  and  mental suffering.  Preparations  will be made and adequate facilities provided to protect the subject and investigators against  all  foreseeable  injuries, disabilities,  or death. Such research is not conducted if there is reason to believe that death or injury will result.

  i. Volunteers must be given adequate time to review and understand all information before agreeing to take part in a study.

 j.  Volunteers are authorized all necessary medical care for injury or disease that is a proximate result of their participation in clinical research. (See app E.)

  (1)  Medical care for DEERS-eligible civilian employees who volunteer and who perform duty as volunteers during their regularly scheduled  tours  of duty will be provided care in accordance with AR 40-3.

  (2)  Medical  care costs and subsistence charges for all other categories of personnel who are routinely authorized care in a military MTF under  AR 40-3  will  be  waived  while  the  volunteer  is  in  the hospital if the volunteer would not normally enter  the  hospital  for  treatment  but  is requested  to  do  so  to  facilitate  the  CI.  This  also applies to the volunteer's extension of time in a hospital for a CI when the volunteer is already in the hospital. The costs for subsistence charges  do  not  apply for  CI or research volunteers in accordance with AR 40-3, paragraph 4-60. For those facilities on the Automatic Quality of Care  Evaluation  Support System (AQCESS), the patients will be coded as patient category X-75.

  k.  Information  obtained  by  the  DOD  during  or  as  a  result  of an epidemiologic-assessment interview with  a  human  immunodeficiency  virus (HIV)  seropositive  soldier  may not be used to support adverse personnel action against the soldier (see chap 6, AR 600-110).

  l. The use of prisoners of war and detainees as human  research  subjects is prohibited.

  m.  Minors  may  be enrolled as experimental subjects in clinical studies when the following conditions are met:

  (1) The risk is justified by the intended benefit to the minor.

  (2) The intended benefits are at least as favorable to the minor as those presented by available alternatives.

  (3) A legally authorized representative has authorized, in  advance,  for the minor to participate in the clinical study.

  (4)  The  minor,  if  capable,  has  assented  in writing. In determining whether the minor is capable of assenting, the HUC will consider the minor's age, maturity, and psychological state, as well as any applicable State and local law concerning the minor's legal capacity to assent.  The HUC may waive assent for some or all minors involved in the study if it determines that the capability of some or all of the minors is so  

limited that  they cannot be reasonably consulted or the procedure involved in the study holds out a prospect for direct benefit that  is  important  to  the health  or well-being of the minor and is available only in the context of the study.

  n. Only persons judged qualified by the appropriate approving official will conduct research involving human subjects.

  o.  A medical monitor who is not involved as an investigator in the protocol will be appointed if the HUC or approving official determines that the risk is more than minimal. A medical monitor may be appointed to minimal risk studies if so determined by the HUC or approving authority.

  p. Safeguards or special conditions imposed on a protocol by a HUC may not be reduced or waived by the approving official upon approval of the protocol.  The approving official may require additional safeguards, disapprove the protocol, or refer it to a higher review and approving authority.

  q. Clinical studies on medical devices will be conducted in accordance with part 812, title 21, Code of Federal Regulations (21 CFR 812). (See the FDA entry in app A.)

  r. Drugs, placebos, biologicals, and vaccines not commercially available (that is, investigational drugs) will be received, stored, and controlled by the pharmacy and will not be dispensed without an approved protocol.

  s.  All investigational medical devices and   medical   devices   not commercially available are received, stored, and controlled in a manner as determined  by  the  MTF  or  DTF  commander and are not issued without an approved protocol.

3.4 Conducting CIPs

MACOM commanders conducting a CIP will--

  a. Publish directives and regulations for--

  (1)  Establishing an  internal  review  process  to  include  a clinical investigation committee; a HUC, if applicable; and an AUC, if applicable.

  (2) Protocol preparation.

  (3) The use of animals in CIs.

  (4) The use of human subjects in CIs.

  (5) Funding and administration of the CIP.

 b. Establish a system that will permit the identification of volunteers who have participated in clinical studies involving investigational drugs or devices. Such a system will be established in accordance with AR 340-21 (see para 3-5 h for a discussion of " duty to warn ").

c. Forward one copy of the regulations and directives and subsequent changes to these publications through the MACOM commander to the Assistant Surgeon General for Research and Development, c/o Commander, U.S. Army Medical Research and Development Command, ATTN:  SGRD-HR, Fort Detrick, Frederick, MD 21701-5012, within 60 days of publication.

3.5 Conducting CIPs involving humans

Subtopics

3.5.a Establishing a HUC.

3.5.b Protocol and/or plan review before submission to a HUC.

3.5.c Informed consent documentation.

3.5.d HUC actions on protocol review after submission to a local HUC.

3.5.e Actions of approving official on protocol review.

3.5.f Actions of organizations without a local HUC.

3.5.g Expedited review procedures.

3.5.h Duty to warn.

3.5.i Determining responsibility for review of protocols when more than one DOD or DA component is involved.

3.5.j Records.

3.5.A Establishing a HUC.

 a. Establishing a HUC.  As noted in paragraphs 2-6 c  and 2-9 a  and  b , commanders  of  MTFs  

and  DTFs will either implement their own HUC or use their regional MEDCEN DCI or TSG's HSRRB.

  (1) HUCs will be established for CIs in accordance with appendix F.

  (2) MTFs and DTFs assigned to HSC that are seeking initial approval of an internal review process will forward the items listed in ( a ) and (  b  ) through  command channels to Commander, U.S. Army Health Services Command, Health Care Studies and Clinical Investigation Activity,  ATTN:    HSHN-I, Fort Sam Houston, TX 78234-6000.

  (a)  One  copy  of  implementing  directives  and  regulations describing protocol preparation and policies for CIs involving human subjects.

  (b) A listing of the membership of the HUC and the curriculum vitae for each member.

  (3) MEDCENs, MTFs, and DTFs assigned to major medical commands (overseas) that are seeking  initial  approval  of  an internal review process will forward the items listed in (2)( a ) and  (  b  )  above  through  command channels  to  the  Assistant Surgeon General for Research and Development, c/o Commander, U.S. Army Medical Research and Development  Command,  ATTN:  SGRD-HR, Fort Detrick, Frederick, MD 21701-5012.

  (4)  CIs involving human subjects may not commence until the implementing directives and HUC membership have been approved by HQ, HSC, for all units assigned to that Command or TSG for all other units.

3.5.B Protocol and/or plan review before submission to a HUC.

 (1)  If  a study calls for the use of volunteers (either as the direct or indirect object of the study), a protocol is prepared.    Certain studies may be exempt (see app B). The format at appendix G should be followed but may be modified to meet local requirements.   Informed consent will be documented using DA Form 5303-R  (Volunteer Agreement Affidavit) in accordance with appendix C (see 3-5 c ). DA Form 5303-R will be reproduced locally on 8½- by 11-inch paper.  A copy for reproduction is located at the back of this regulation.

  (2)  If  a  study  calls  for the use of tissue or fluids obtained from a human, and is not an exempt study as defined by paragraph B-6, a  protocol is prepared. (The informed consent document used in these cases may be the DA Form 5303-R or an overprinted consent for surgery or autopsy.) The following must be considered in determining whether an informed consent is required:

  (a) Fluid or tissue obtained at autopsy--informed consent is required.

  (b) Fluid or tissue obtained at surgery or as the result of a diagnostic procedure and linked by identifiers directly or indirectly to a particular person intended for CI--informed consent is required.

 (c)  Fluid or tissue obtained at surgery or as the result of a diagnostic procedure not intended for a CI and not linked by identifiers directly  or indirectly to a particular person--no informed consent is required.

  (d)  Fluid  or tissue obtained from a tissue or blood bank that is linked to a personal identifier and the research data  are  recorded  in  such  a manner as to identify the donor--informed consent is required.

  (e)  Fluid  or tissue obtained from a tissue or blood bank that is linked to a personal identifier, but the research data are  recorded  in  such  a manner  that  the  donor's  identity  is  unknown--no informed consent is required.

 (f) Fluid or tissue obtained from a tissue or blood bank that is not linked to a personal identifier--no informed consent required.

  (3)  The  protocol  will  be  submitted  to  the  clinical  investigation committee composed of individuals qualified by training and experience and appointed by the commander of the unit to evaluate  the  validity  of  the protocol.  The purpose of this peer review is to assure that the protocol design will yield scientifically useful data that meet the objective(s) of the study.   The committee recommendations and actions taken by the investigator in response to the recommendations will be submitted with the protocol to the HUC.

  (4)  When  applicable, the protocol is submitted to the radiation control committee (RCC), or equivalent, established in accordance with TB MED 525. Exposure of human research subjects to ionizing radiation not intended for diagnosis or treatment but as a direct result of their participation in a CI requires that the local institutional review board (IRB) determine the risk to benefit to ensure that potential subjects can be appropriately informed before deciding to participate.  Radiation exposure as the result of diagnosis or treatment must be documented as such in the protocol, and RCC review is not required. All other CI protocols that indicate exposure of human subjects to ionizing radiation will contain RCC risk assessments prior to IRB review. All protocols (human or animal) involving the use of radioactive material should be forwarded to the local Radiation Protection Office to determine if further RCC review is required.

  (5) The radioactive drug research committee, in accordance with 21 CFR 361  (see the FDA entry  in  app  A), may recommend approval of certain radioactive drugs for use in human research subjects that otherwise  might require  an  IND  or  an approved NDA. The radioactive drug may be used to obtain basic nformation regarding human physiology,  pathophysiology,  or biochemistry but may not be used for immediate therapeutic, diagnostic, or similar  purposes or to determine the safety and effectiveness of the drug in humans. The investigator will also obtain RCC review.

  (6) If the study calls for the use of an attitude or opinion survey, as defined in AR 600-46, it may not be considered a CI. If such studies are planned, the SSC--NCR must be contacted by the investigator to determine whether the survey requires the clearance of that center. This information should accompany the proposal when it is submitted to the DCI for review. Surveys that cross over command lines or are sent to other services require SSC--NCR clearance, but surveys within a unit conducted by that unit do not.  For example, surveys conducted on inpatients, soldiers assigned to the unit, and family members of soldiers assigned to the MTF or DTF do not require clearance.  Surveys of outpatients that can be accomplished in the clinic and do not require the patients to take them home do not require clearance. Inquiries should be directed to Commander, Soldier Support Center--National Capital Region, Attitude and Opinion Survey Division, ATTN:  ATNC-MOA, 200 Stovall Street, Alexandria, VA 22332-0400 (AUTOVON 221-9680). The Center serves as a reference facility on the preparation of surveys.  Investigators should coordinate with the SSC--NCR to determine if similar surveys have been conducted.   When required, the clearance of the SSC--NCR will accompany protocols when they are submitted for IRB review.

3.5.C Informed consent documentation.

 (1)  Informed  consent generally pertains to the agreement to participate in the protocol before such participation begins.   Informed consent also applies, however, after the study begins when informed consent for further participation is required because information that might have affected the volunteer's willingness to have originally agreed to participate in the study or to continue to participate in the study comes to the attention of the investigator or HUC.

  (2) A written informed consent documents the act of consent.  The purpose of an informed consent document is to provide the volunteer with sufficient information to make a reasonable decision regarding whether to participate in the study and to provide evidence that consent was obtained.  Whether the information is provided orally or in writing, the information pertinent to the decision to participate in the study must be in writing.  If information material to the volunteer's decision to participate in the study is discovered after the volunteer consents to participate in the study, the volunteer must be informed of the new information and a new informed consent, with   appropriate   written documentation, must be obtained from the volunteer. Consent procedures must conform to Federal, State, and local law.

  (3) The volunteer's agreement to participate in the protocol will be documented using DA Form 5303-R in accordance with appendix C. The volunteer agreement will be written in language that is easily understandable by the subject. Exculpatory language should not be used in informed consent documents. An English translation of the form will be provided to the HUC if the form is completed in a language other than English. Where necessary, an addendum to the DA Form 5303-R may be used when, in the determination of the PI and the HUC, additional space is needed to fully explain aspects of the research.

3.5.D HUC actions on protocol review after submission to a local HUC.

 d.  HUC actions on protocol review after submission to a local HUC.  The HUC will--

  (1) Determine the level of risk associated with the protocol:  minimal risk or more than minimal risk.

 (2)  Make  the  following  recommendations  to  the  approving authority: Approved, approved with modification, defer review  to  higher  authority, disapproved, or exempt from further human use review.

  (3)  Determine  the  adequacy of the proposed consent process, as well as the information to be 

presented to the subject. The HUC should evaluate all elements of informed consent in accordance with the applicable portions of appendix C. The committee may require that information, in addition to that specifically mentioned in appendix C, be given to the subject when the HUC determines that the information would meaningfully add to the protection of the rights and welfare of the subject. The committee may waive the requirement for a signed informed consent for some or all of the subjects if it finds that either--

  (a) The only record linking the subject and the protocol would be the consent document, and the principal risk is potential harm from breach of confidentiality. Each subject will be asked whether the subject wants documentation  linking  the  subject  with the protocol, and the subject's wishes will govern.

  (b) The CI presents no more than minimal risk of harm to subjects and does not involve procedures for which written consent is normally required outside of the research context.  In cases where the documentation requirement is waived, the HUC may require the investigator to provide subjects with a written statement regarding the protocol. Waiver of the requirement for a signed consent form does not waive the requirement for informed consent consistent with 10 USC 980 and DODD 3216.2.

  (4)  Review  protocols  involving  minors as experimental subjects.   The committee will determine if assent is required.  If required, DA Form 5303-R will be used for documentation of assent.  The HUC may waive the requirement for assent for minors consistent with the standards required by 45 CFR 46.408. (See the DHHS entry in app A.)  However, a determination that the assent requirement may be waived does not affect the requirement to obtain the consent of the minor's legal representative.

  (5) Conduct a continuing review of the protocols approved by the HUC at intervals appropriate to the level of risk, but at least annually. The format for the review (for example, progress report from the investigator) will be determined by the HUC.

  (6) Review protocols involving medical devices.  HUCs reviewing CIs of medical devices may also have to determine whether the device presents a significant or  nonsignificant  risk.  The determination that a device presents a nonsignificant or significant risk is initially made by the sponsor. The HUC may ask for and obtain certain information prior to determining the risk status of the device. A risk assessment determination and the rationale of the sponsor's decision should be provided by the sponsor. The HUC may ask the sponsor whether other HUCs have reviewed the proposed study and what determination was made. The sponsor should notify the HUC of the FDA's assessment of the device's risk if such an assessment has been made. The HUC may also consult the FDA for its opinion.  In deciding if a device presents significant or nonsignificant risks, the HUC should consider the device's total risks, not those as compared with the risks of alternative devices or procedures.  If  the  device  is  used  in conjunction  with  a procedure involving risk, the HUC should consider the risks of the procedure in conjunction with the risks of  the  device.  The HUC   may   choose  to  agree  or  disagree  with  the  sponsor's initial determination of degree of risk. Sponsors  must  notify  FDA  when  a  HUC determines  that a  device,  judged  by  the  sponsor   not  to present a significant risk, should be categorized as a significant risk  device.  On rare occasions, FDA may come to a different conclusion than that reached by the HUC, and FDA may overrule a HUC's decision that a device presents a nonsignificant risk. Once a decision on the degree of risk is reached, the HUC should consider whether the study should be approved or not.  Some studies involving nonsignificant risk devices may also be considered minimal risk studies and thus may be reviewed through the expedited review procedure established by the HUC.  The FDA considers studies of all significant risk devices to present more than minimal risk; thus, full HUC review for all studies involving significant risk devices is necessary. In considering whether a study should be approved, the HUC should use the same criteria it would use in considering approval of any research involving an FDA regulated product. In considering the risks of the device as they pertain to HUC approval (as opposed to whether or not FDA should approve the IDE), the HUC should not simply judge the increase in risk over standard treatment but rather the risk of the procedure as a whole. The risks and benefits of a medical device compared to the risks and benefits of alternative devices or procedures should be considered by the HUC in deciding the approvability of a study involving a medical device. CIs of intraocular lenses also require review and approval of a HUC established in conformance with this regulation.

Note. Note.  Certain categories of research may be reviewed by the HUC using the expedited review procedures 3-5 g below. Exempt categories of research are listed in appendix B.

3.5.E Actions of approving official on protocol review.

 e.  Actions of approving official on protocol review.   The approving official--

  (1) May accept or reject the recommendations of the HUC.

  (2) Will not approve a CI that is disapproved by the HUC.

  (3) Will appoint a medical monitor (see glossary)  to  studies  that  are greater  than  minimal  risk and, if deemed appropriate, for those studies that are minimal risk.

  (4) May require additional safeguards, may disapprove the protocol, or may refer it to a higher review committee and approving authority; however, safeguards or special restrictions imposed on a protocol by a HUC may not be reduced or waived by the approving official upon approval of the protocol.

  (5)  Will obtain a health hazard assessment prior to approving a research protocol involving human subjects in the operation  of  military  materiel (see AR 40-10).

  (6) Will notify the investigator of the decision to approve or disapprove the CI proposal or of modifications required to secure approval.

  (7)  Will  ensure  the continued evaluation of CI programs to assure that the policies and procedures  established  by  this  regulation  are  being followed.

  (8)  Will, when higher approval authority is required, send two copies of the protocol, informed consent documentation (DA Form 5303-R), all minutes of committees reviewing the protocol, and the commander's recommendations through command channels to the appropriate headquarters. CIs requiring TSG or higher level approval will be forwarded to the Assistant Surgeon General  for  Research  and  Development, c/o Commander, U.S. Army Medical Research and Development Command, ATTN: SGRD-HR, Fort Detrick,  Frederick, MD 21701-5012.

3.5.F Actions of organizations without a local HUC.

 (1)  The investigator will accomplish the actions noted in 3-5 b  and  c above.

  (2) The commander will accomplish the actions noted in 3-5 e (5) through (7) above and forward the protocol with his or her recommendations through the chain of command to the next level of command having an approved HUC.

3.5.G Expedited review procedures.

 g. Expedited review procedures.  These procedures will be as follows:

 (1)  CIs  involving  no  more  than  minimal  risk  and in which the only involvement of human subjects will be in one or  more  of  the  categories listed  in  appendix  H  may  be reviewed by the HUC through the expedited review procedure.

(2) The HUC may also use the expedited review procedure to review minor changes in previously approved protocols during the period for which approval is authorized. Under an expedited review procedure, the HUC chairman or one or more HUC reviewers designated by the chairman may carry out the review. The reviewers may exercise all of the authorities of the HUC except disapproval. Protocols may be disapproved only after review according to the nonexpedited procedure in 3-5 d above.

  (3)  Each HUC using an expedited review procedure will adopt a method for keeping all members and the commander advised of approved proposals.

 (4) The approving official may restrict, suspend, or end a HUC's  use  of the  expedited  review procedure  when necessary to protect the rights or welfare of subjects.

3.5.H Duty to warn.

 h.  Duty to warn.  Commanders must ensure that volunteers are adequately informed concerning the risks involved with their participation in the study and provide volunteers with newly acquired information that may affect their well-being. The  "duty to warn" exists even after a volunteer has completed participation in the study. To accomplish this, the MTF or DTF conducting the study will follow the procedures established by the MACOM to permit the identification of volunteers who have participated in clinical studies conducted by that command. The "duty to warn" also extends to others whose health may be affected by a volunteer's participation. (See para 3-4 b. )

3.5.I Determining responsibility for review of protocols when more than one DOD or DA component is involved.

 i.  Determining responsibility for review of protocols when more than one DOD or DA component is involved.  When more than one DOD or DA component is   involved in a study, the commander will determine primary responsibility based upon consideration of whether the subjects are inpatients or outpatients of a DOD MTF, whether the study is conducted in-house or by contract, or whether the prospective human subjects are members of a DOD component.

  (1)  When  the study, regardless of in-house or contract status, involves use of patients in a DOD MTF, the component to which the MTF belongs organizationally has primary responsibility except  as provided in (3) below.

(2) For CIs not involving the use of inpatients at a DOD MTF, primary responsibility rests as follows:

  (a)  If  the  study  is done on grant or contract, primary responsibility rests with the component providing funds.

  (b) If the study is conducted in-house, primary responsibility rests with the component to which the PI is assigned.

  (c) If the study is not funded by a DOD or DA component and there is no DOD or DA PI, primary responsibility rests with the component to which the prospective human subject is assigned.

  (3)  Studies  funded  by  the Uniformed Services University of the Health Sciences (USUHS) or the 

Director, Defense Nuclear Agency, will be reviewed and approved in accordance with policies established by the funding agency and DODD 3216.2.

3.5.J Records.

 j.  Records.    The department or service that has the responsibility for providing CI support in activities conducting CIs involving volunteers will maintain records in accordance with AR 25-400-2. These records are pertinent to each CI conducted and will include, at a minimum--

 (1) Documentation of approval to conduct the study.

  (2) A copy of the approved protocol.

  (3) The volunteer's signed informed consent (DA Form 5303-R).

  (4) Case report forms for drug or device studies.

  (5) A summary of the results of the CI, to include any untoward reactions or occurrences.

  k. Technical reports and publications.

  (1) Technical reports are required for studies funded by the RDTE Major Defense Program 6 Fund (see AR 37-100-FY), will be prepared in accordance with AR 70-31, and follow the format established in ANSI-STD-Z39.18-1987 or its revisions.

  (2)  Publications  regarding  the  results of CIs will be released by the approving official in accordance with the provisions of AR  360-5  and  AR 70-14  and  will contain this statement:  "The investigators have adhered to the policies for protection of human subjects as prescribed in 45  CFR 46." (See the DHHS entry in app A.)

  (3)  Publications  regarding  the results of CIs conducted by contract or grant will note adherence with 45 CFR 46, as amended.  (See the DHHS entry in app A.)

3.6 Funding and administration of CIPs

Subtopics

3.6.a Funding.

3.6.b Administration of CIs and grants.

3.6.A Funding.

 (1)  CIPs  will be funded with procurement funds and with operating funds from Major Defense Program 8 (see AR 37-100-FY; FY denotes the fiscal year contained in the publication number).

  (2) CIs on health problems encountered in active duty military  personnel may  be  funded  from  Major  Defense  Program  6  operating funds (see AR 37-100-FY). The decision to fund such investigations will  be  made  on  a case-by-case  basis by the Commander, USAMRDC. Such investigations must be related to--

  (a) USAMRDC's designated research areas.

  (b)  One  or  more  line  items  comprising  USAMRDC's   available   RDTE appropriation.

  (3)  CIs  may  be  conducted  with  funds  obtained by grant from another Federal agency.

 (4) CIs may be conducted with funds obtained by grant from corporations, foundations, funds, or  educational  institutions operated primarily for scientific, literary, or educational purposes that are  tax-exempt  under the provisions of 26 USC 501.

  (5) Gifts may be used to provide funds for CIs under AR 1-100.

  (6)  Army  health  care  personnel  are  prohibited  from  accepting  any compensation in addition to their normal pay and allowances for performing duties within the scope of the CIP.

  (7) In conducting CIs, there  may be no competition  with  available commercial facilities in providing  services to entities outside the Federal Government.

  (8) CIs will not be conducted with funds or other resources provided by business groups operating for profit, foreign governments, and political organizations; however, investigational drugs, devices, biologics, vaccines, or placebos may be used in approved CI protocols where an audit trail and proper accounting have been established as determined by the MTF or DTF commander.

3.6.B Administration of CIs and grants.

 (1)  Monetary grants or gifts received for CIP will be administered by an officer, normally the comptroller, designated by the MTF or DTF commander. Nonmonetary grants or gifts received for CIP will be administered  by  an officer  designated  by  the  MTF  or  DTF commander. This officer must be someone other than the PI or anyone directly involved in the conduct of the study.  Disbursements to the MTF or DTF from cooperative grants held by non-DOD institutions must be administered by a designated officer not directly involved with the conduct of the study.

  (2) Investigation objectives should allow for the conclusion of a study within the tour of duty of the investigator. If this is not possible, plans should be made by the investigator to permit continuation of the study when that investigator leaves.

  (3) The initiation of a protocol request by the investigator to support a clinical study is the means of obtaining funds. For intramurally funded studies, the format and mechanism will be established by the MACOM.  For extramurally funded studies, the format and mechanism will be established by the MACOM in consonance with the procedures required by the funding institution.  In addition to Major Defense Program 8 funds  (see AR 37-100-FY) appropriated to conduct clinical studies, the following sources may be used:

  (a) USAMRDC.  The USAMRDC may provide Major Defense Program 6 funds  (see AR 37-100-FY) to MTFs  and  DTFs to support clinical studies related to USAMRDC's designated research areas and one or more line items  comprising USAMRDC's  available  RDTE appropriation.   The Broad Agency Announcement (BAA), published by the USAMRDC, addresses areas of research interest in that Command and the format to be followed when submitting a proposal. Funds may be provided to facilities on a noncompetitive basis  (that is, not in competition with the private sector). Proposals should be submitted through the MACOM to Commander, U.S. Army Medical Research and Development Command, ATTN: SGRD-ACQ, Fort Detrick, Frederick, MD 21701-5012. Copies of the BAA can be obtained from the Commander, USAMRDC.

  (b) USUHS.  Individuals who possess faculty appointments to the USUHS may apply for grant funding.  The proposal should be submitted through the MACOM and subsequently through the USUHS department head (for example, an adjunct professor of ophthalmology would submit the proposal through the hairman, Department of Surgery) to the Director, Grants Management, USUHS, 4301 Jones Bridge Road, Bethesda, MD 20814-4799. These grants are limited and are awarded on a very competitive basis.  For additional information, contact the Director, Grants Management, USUHS.

  (c) Henry M. Jackson Foundation for the Advancement of Military Medicine. Individuals who possess faculty appointments to the USUHS as adjunct assistant professor and higher may apply for grant funding.  The proposal should be submitted through the MACOM and subsequently through the USUHS department head to the Director, Grants Management, USUHS, who will forward the proposal to the Foundation. These grants are managed by the Foundation, not USUHS.  For additional information, contact the Director, Grants Management, USUHS.

 (d)  National  Institutes  of  Health (NIH).   Any PI may apply for grant funds from the NIH. It is NIH policy that any grant to another Federal agency must first be approved by the Service Secretary. Proposals are submitted through command channels to OTSG, ATTN: SGPS-RMB, 5109 Leesburg Pike, Falls Church, VA 22041-3258.

 (e)   Corporations,   foundations,  funds,  or  educational  institutions organized and operated primarily for scientific, literary, or  educational purposes.    AR  621-7 authorizes investigators to apply for grants from nongovernment activities. Applications will follow the procedures outlined in AR 621-7.

  (f) Cooperative oncology groups.  These groups receive grant moneys from the National Cancer Institute  (NCI), NIH, to support studies of investigational oncologic agents. Funds are provided based on the number of patients enrolled in a study. DA clinical investigators who conduct cooperative studies with an oncology group(s) may draw the funds allocated to the group by NCI for patients being treated and studies by the Army investigator in an MTF or DTF.  In this  case, the oncology group is functioning as an  agent  of  the  Federal  Government--that  is, NCI--in granting these funds to the CIP.

  (g)  Gifts  provided  for  CI  study.    The donation of a gift for CI is accounted for in accordance with the guidelines established in AR  1-100. Drugs, placebos, biologics, vaccines, and medical devices that are not commercially available (see 21 CFR 312) under subchapter D of the FDA entry in appendix A and equipment loaned for use in the performance of an approved CI protocol with an audit trail and appropriate   control mechanisms are not considered gifts.  They will be receipted and accounted for as determined by the MTF or DTF commander.

  (4) Any gift or grant funds used to support travel will not be disbursed in excess of Government per diem rates.

  (5) Any gift funds not expended will be reprogrammed.

  (6)  Any grant funds not expended in the CI study will be refunded to the grantor by the facility or reprogrammed at the direction of the grantor.

  (7) For grants, a document is signed by the commander of the MTF or DTF and a representative of the grantor specifying the nature of the grant including monetary value, requests of the grantor, and the conditions under which the facility accepts the grant, as well as a statement that the investigation is subject to delay or termination if required in the interest of the military mission.

  (8)  For gifts, a document is signed by the commander of the MTF or DTF and forwarded to the donor, specifying the nature of the gift including monetary value, requests of the donor, and the conditions under which the facility accepts the gift, as well as a statement that the study is subject to delay or termination if required in the interest of the military mission.

  (9)  Active duty military personnel may participate in clinical investigations as human subjects but will  not be compensated for participation except when blood is furnished for-

  (a) Transfusion into the veins of a person entitled to and undergoing treatment at Government expense,  whether  in  a  Federal  hospital  or institution or in a civilian hospital or institution.

  (b) Blood banks or for other scientific and research purposes in connection with care of any person entitled to treatment at Government expense. The volunteer will be entitled such reasonable sum, not to exceed $50, for each blood withdrawal as determined by the approving official. This fee may be paid provided that no payment is made to any person for blood withdrawal for the benefit of the person from whom it is withdrawn (24 USC 30).

 (10) Retired military personnel may participate as human subjects in CIs. Such personnel may be compensated on a fee basis pursuant to a contract; however, if studies exceed 30 days their retired pay is subject to recomputation.

  (11)  Dependents  and others entitled to medical care in MTFs or DTFs may participate as human subjects in CIs. These persons may be compensated on a fee basis pursuant to a contract.

  (12)  It  is  Government  policy  not  to  accept voluntary services from private citizens when the services may provide a basis for a future  claim against  the  Government for their value.  Therefore, such services will be accompanied by a statement signifying that the individual acknowledges that he or she will not be entitled to any compensation or future claim for these services.  Private citizens may enter into an independent contractor relationship and participate for a fee in accordance with the procedure endorsed by the Comptroller General.  (Volume 45, Decision of the Comptroller General, 1966, p. 649 (45 DCG 649 (1966)).)

  (13) If a soldier, dependent, or other individual entitled to medical care and enrolled as a human subject loses his or her eligibility for care (for example, a sponsor separates from service prior to retirement), take the following action--

  (a) Determine if the subject's continued participation is essential to his or her well-being  (for example, participation in an oncology group protocol).

 (b) Attempt to transfer the subject to a nonmilitary sponsored study in the community.

  (c)  Apply  for  Secretary of the Army designee status for the subject if transfer to a community based program cannot be accomplished prior to loss of eligibility. The termination of a subject's participation in a study that affects the subject's well-being without providing appropriate alternative care is not the policy of the DA.

 (14) When DOD civilian employees volunteer to provide service within the scope of their employment, any duty performed during the employees regularly scheduled duty day will be considered constructive duty for which straight-time rates apply. Employees must have the approval of their immediate supervisor to participate during duty time.  Participation outside the employee's scheduled duty, as during leave, is considered voluntary overtime for which payment or compensatory time must be granted as mandated by the Fair Labor Standards Act.  These limitations on the provision of volunteer services by civilian employees are documented and signed by the employee and his or her supervisor prior to participating in the CI study.  Accordingly, if an employee desires to participate as a volunteer in a study and the employee's supervisor concurs, the employee's participation is considered within the scope of employment.  However, the employee will be compensated for participation as noted above and will not receive compensation from other sources.

  (15) Individuals who enter the hospital  or  have  their  hospitalization extended  due  to participation  in  a CI will be coded as AQCESS patient category X-75.

  (16) Active duty soldiers participating in studies whose purpose is to evaluate rations are not charged for the investigational or test item and do not forfeit their basic allowance for subsistence.

  (17) Reprints of articles based on approved CI projects are official material as defined in AR 70-14. Purchase of such reprints will be made from Operations and Maintenance, Army funds.

  (18) Commanders will ensure that all individuals participating in CI studies are apprised of their responsibilities and obligations regarding the legal and ethical aspects of such studies.

  (19) DA Form 5303-R will be used to document informed consent.  The investigator retains the original signed copy. A copy is provided to the volunteer. The investigator provides a copy of the signed form to the medical records custodian for inclusion in the volunteer's medical treatment record, if the volunteer agrees to its inclusion in the record.

  (20) It is the " norm " in the community to use "leftover or excess  "blood drawn for diagnostic procedures or expired blood donated to blood banks for CIs. This practice is based on the contention that the blood has been abandoned by the donor; however, the investigator must take into account that the patient or donor has an absolute property right to the blood. Paragraph 3-3 b specifically prohibits the use of tissue or fluid obtained at autopsy from being used for clinical studies without the consent of the donor or next of kin.  Paragraph  3-3  c    specifically prohibits the use of tissue and fluid linked by an identifier and obtained by  surgery or diagnostic procedure from being used for clinical studies without consent of the donor or next of kin, if the sample  was  obtained expressly  for  the purpose of doing a CI. Studies of tissue may be exempt 

from review by a HUC and informed consent to use  such  specimens  may  be waived by a HUC (see para 3-5 b (2)).

 (21)  Requests  for exception to policy as stated in this regulation will be  submitted  to  the Assistant  Surgeon  General   for   Research   and Development,  c/o  Commander,  U.S.  Army Medical Research and Development Command, ATTN: SGRD-HR, Fort Detrick, Frederick, MD 21701-5012.  Requests will then be submitted to TSG's HSRRB for evaluation and recommendations to TSG and TSG's recommendation to the USD(A) or ASD(HA), as appropriate.
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B.0 Appendix B.  Exempted Research Categories

 B-1. General

Research  in  which  human  subjects  are  involved  in one or more of the categories listed in this appendix are exempt from this regulation.

 B-2. Health care delivery and epidemiology

Health care delivery  studies  or  routine  epidemiological  surveys  that involve  tests  or  

procedures  of  no  more  than  minimal risk. (See the glossary for the definition of an 

epidemiological survey.)

 B-3. Educational methods Research  in  educational  settings  that  involves   normal   educational practices such as--

  a. Regular and special education strategies.

  b.   The  effectiveness  of,  or  the  comparison  among,  techniques  of instruction and curricula 

or classroom management methods.

 B-4. Educational tests Research that involves the use of educational  tests  when  the  data  are recorded  in  such  a  way  that subjects cannot be identified directly or indirectly.

B-5. Public behavior Research that involves survey, interview procedures, or the observation of public behavior (including observation by participants) except  where  all the following exist:

  a. Responses or observations are recorded in such a way that subjects can be identified directly or through identifiers linked to the subject.

  b. The subject's responses or recorded observations, if they become known outside  the  

research,  could  reasonably  place  the  subject at risk of criminal or civil  liability  or  would  

damage  the  subject's  financial standing or employability.

  c.  The  research deals with sensitive aspects of the subject's behavior, such as illegal conduct, 

drug use, sexual behavior, or the use of alcohol.

 B-6. Existing records and specimens

Research involving the collection or study of  existing  data,  documents, records,  and  

pathological  or  diagnostic specimens if these sources are publicly available or if the information is recorded in such  a  way  that subjects  cannot  be  identified directly or through identifiers linked to the subject.

 B-7. Training

Research involving individual or group training of military personnel such as combat readiness, 

effectiveness, proficiency, or fitness exercises (for example,  Army  Training  and  Evaluation  

Program   (ARTEP)   and   skill qualification  test  (SQT)).  Evaluations  of the training's effect on the individual participants may or may not be  exempt  depending  on  how  the evaluation is made (for example, drawing of blood is not exempt).

 B-8. Personnel qualified to test by duty assignment Job related  tasks of military or civilian personnel who are qualified to test by duty assignments that call specifically for such qualifications.

 B-9. Other

Other research that is exempted by future changes to DHHS regulations.

C.0 Appendix C.  Instructions for the Completion of the Volunteer Agreement Affidavit

 C-1. General

The  PI  will  fill  in the information listed in this appendix on DA Form 5303-R in part B and inform the subject of all information entered.

 C-2. Title and location 

Provide the title of the study and place where it is to be conducted.

 C-3. Principal investigator

Provide the name of the PI conducting the study.

 C-4. Description of the study

Include a statement that the study  involves  research.  Also  provide  an explanation  of  the 

purpose of the study and the expected duration of the subject's participation; a description of the 

procedures to  be  followed; an  identification  of any experimental procedures; and a statement 

giving information about prior, similar, or  related  studies  that  provide  the rationale for this study.

 C-5. Risks

Include  a  description of any reasonably foreseeable risks or discomforts to the subject.

 C-6. Benefits

Include a description of the benefits, if any, to the subject or to others that may reasonably be 

expected from the study.  If there is no benefit to the subject, it should be so stated.

 C-7. Alternative treatment

When applicable, include a disclosure of proper alternative procedures  or courses of treatment, if 

any, that might be advantageous to the subject.

 C-8. Confidentiality

Include   a   statement   describing   the   extent,   if  any,  to  which confidentiality of records 

identifying the  subject  will  be  maintained. Also,  in  the case of an investigational drug or medical device protocol, include a statement noting that the FDA may inspect the records, or if the study is being  performed  by  a  contractor,  a  statement  noting  that representatives of the DOD may inspect the records.

 C-9. Points of contact

Provide  information on whom to contact for answers to pertinent questions about the study and the study subject's rights and whom to contact in  the event of a study-related injury to the subject. This should include a name or office and the commercial and AUTOVON telephone 

numbers.

 C-10. Subjects' rights

Include a statement that--

  a. Participation is voluntary.

  b.  Refusal to participate will involve no penalty or loss of benefits to which the subject is 

otherwise entitled.

C-11. Compensation

For a study involving more than minimal risk, include an explanation as to whether compensation and medical treatment are available if injury  occurs and,  if  so,  what  they  consist  of or where further information may be obtained.

 C-12. Cautions

When appropriate, one or more of the elements of  information  below  will also be given to each 

subject.

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

  b. The anticipated circumstances under which the subject's  participation may  be  terminated  by the  investigator without regard to the subject's consent.

  c. Additional costs to the subject that may result from participation  in the  study.  (Retired  military personnel  may  have  their  retired  pay recomputed if they are paid for their articipation. See paragraph  3-6  b (10)).

 d.  The consequences of a subject's decision to withdraw from the study and procedures for 

the orderly end of the subject's participation.

  e. A statement that new findings developed during the course of the study that could affect the subject's willingness to continue will be  given  to the subject.

 f. The approximate number of subjects involved in the study.

  g.  The precautions to be observed by the subject before and after the study.

 h. If photographs are to be taken, the degree to which actions will be taken to protect the identity of the subject.

 i.  A statement as to whether the results of the study will be made available to the subject and if made available, in what format.    In studies where subjects are in frequent contact with each other (for example, members of small  units,  office  coworkers,  etc.),  information released pertaining  to  the  study  results will not include identifiers sufficiently individualized as to  allow identification  of  other  study subjects by the person receiving the information.

 C-13. Disposition of the informed consent

The PI will retain the original signed form. A copy will be provided to the volunteer. The investigator also provides a copy of the signed DA Form 5303-R to the medical records custodian for inclusion in the volunteer's medical treatment record if the volunteer agrees to its inclusion in the record. (AR 40-66, para 6-2 f, authorizes the inclusion of the form in the medical record.)

D.0 Appendix D.  Reporting Format for the Annual Progress Report (Clinical Investigation Program, RCS MED-300(R1))

 D-1. Cover

Document the report as the  "Clinical Investigation Program, RCS MED-300(R1) " to identify it as a recurring medical report.

 D-2. Front matter

Include the following elements:

 a. Title page.

 b. Foreword.

 c. Table of contents.

  (1) List according to hospital departments (medicine, surgery, etc.).

 (2)  Indicate  the  year  the  project  was initiated  and  its  present disposition:  Ongoing  (O), terminated  (T), completed (C), submitted for publication (SP), or published (P).

 D-3. Table of publications and presentations for the current fiscal year List according to hospital department with the following identification as appropriate: (SP) submitted for publication and (C) result of an approved CI protocol.

 D-4. Unit summary sheet

Report the total activities of the CIs unit, providing the following information:

  a. Objectives.

  b. Technical approach.

 (1) Manpower.

(2) Funding (preceding and current fiscal year).

  c. Progress.

 D-5. Detail sheets

Report  specific  information  of  individual  protocols,  providing   the following information:

 a. Objectives.

 b. Technical approach.

  (1) Summary of experimental design.

 (2) Manpower.

 (3) Funding (preceding and current fiscal year).

  (4) Number of subjects enrolled to date.

  (5) Number of subjects enrolled for reporting period.

 (6) Nature and extent of significant adverse reactions.

(7)   Latest  date  of  periodic  review  and  decision  to  continue  or discontinue study.

  c. Progress.  Summary of prior and current progress and all publications and presentations.

D-6. Back matter

Include the following elements:

  a. Index by subject and author.

  b. Back cover.

E.0 Appendix E.  Legal Implications

 E-1. Authority

The  Secretary  of  the  Army is authorized to conduct CI programs (10 USC 4503). The Secretary has the authority to "assign, detail, and prescribe the duties" of both members of the Army and civilian personnel of the DA (10 USC 3013(g)).

 E-2. Military personnel and Department of the Army civilian employees Compensation for the disability or death of a civilian employee resulting from personal injury or disease proximately caused by employment is payable under the Federal Employees Compensation Act (5 USC 8100 et seq.), regardless of whether employment was of a hazardous nature. The amount and type of disability compensation or other benefits payable by reason of the death or disability of a member of the Army resulting from injury or disease incident to service depends upon the individual status of each member and is covered by various provisions of law.  It may be stated generally that under present laws no additional rights against the 

Government will result from the death or disability of military and civilian personnel participating in experiments by reason of the hazardous nature of the operations.

E-3. Private citizens

Private citizens who are not enrolled in the DEERS may not be used in CIs conducted with Major Defense Program 8 funds (see AR  37-100-FY).  See AR 70-25 for a discussion on the use of private citizens in research funded by any Major Defense Program 6 funds (see AR 37-100-FY).

 E-4. Use of appropriated funds for the purchase of insurance.  Since the payment of insurance premiums on the life of an officer or employee of the United States is a form of compensation that is not currently authorized, payment of those premiums is prohibited.  (5 USC 5536; Commissioner of Internal Revenue v.  Bonwit, 87 F. 2d 764 (2d Cir. 1937);  Canaday v.  Guitteau, 86 F. 2d 303 (6th Cir.  1936); 24 DCG 648 (1945).)

 E-5. Contractor's employees Contractor employees who are not enrolled in the DEERS may not be used in CIs conducted with Major Defense Program 8 funds (see AR  37-100-FY).  See AR  70-25 for a discussion of the use of contractor employees in research funded by Major Defense Army Program 6 funds (see AR 

37-100-FY).

 E-6. Irregular or fee-basis employees

Intermittent services of such employees are authorized.  (For experts and consultants, see 5 

USC 3109(b); sec. 710, Defense Production Act of 1960 (64 Stat. 819; 50 USC App 2160); and for architects, engineers, and other technical and professional personnel on a fee-basis, see 10 

USC 4540.) Whether these employees can be detailed or assigned to the proposed experiments will depend upon the statutory authority for employment and the provisions of individual employment agreements. A final determination for these irregular and fee-basis employees for any injury or disease resulting from their employment would be made by the Federal agency responsible for deciding claims.  Subject to such restrictions and limitations as may appear in the statutory authority under which an individual is employed, the Government may be legally responsible for the expense of premiums upon the life of an irregular or fee-basis employee whose rate of compensation is not fixed by law or regulations. (In this regard, the Government may provide an additional allowance to the employee for financing such 

private insurance arrangements  as  that employee  may wish  to  make rather than to undertake direct negotiations with insurance carriers for the desired coverage.)

F.0 Appendix F.  Human Use Committees

 F-1. General

Before  a  HUC  may  review  CIs  that  propose to use human subjects, its policies, procedures, 

and composition must be approved  by  HQ,  HSC,  for units assigned to that command or by TSG for all other units.

 F-2. Membership

  a. Membership will include only full-time Federally employed persons.

  b.  Each  HUC  will have at least five members. Members will have diverse backgrounds  to  

ensure  thorough  review  of  protocols  involving  human volunteers  as research subjects. Members should be sufficiently qualified through experience and expertise. The racial and cultural backgrounds of members and their sensitivity to such issues as community attitudes should ensure respect for their advice and counsel in safeguarding the rights and welfare of human subjects.

  c.  Besides  having  the professional competency to review protocols, the HUC will be able to determine if  the  proposed  protocol  is  acceptable. Acceptability will be in terms of Army Medical Department commitments and regulations, applicable law, and standards of conduct and practice.  If a HUC  routinely  reviews  protocols  that  involve vulnerable categories of human subjects (for example, individuals with acute or severe physical  or mental  illness  or  individuals  who  are  

economically or educationally disadvantaged), it will include one or more  persons  concerned  

primarily with the welfare of these subjects.

  d. No HUC may consist entirely of men or women.

  e.  Each HUC will include at least one member whose primary concerns are scientific and at least  one  member   whose   primary   concerns   are nonscientific  (for  example,  lawyers,  

ethicists,  and  members  of  the clergy). Should a  given  proposal  involve  more  than  minimal  

risk,  a physician will be included as a member of the committee.

  f.  Each  HUC  will  include  at  least  one  member who is not otherwise affiliated with the 

institution and who  is  not  part  of  the  immediate family  of  a person affiliated with the institution.  This requirement may be met by appointing a member of an institution or organizational unit not subject to the immediate authority of the approving official.

  g. Except to provide information requested by the HUC, no HUC member  may take  part in a 

review of any project in which the member serves as the PI or associate investigator.

  h. A HUC may invite persons with special  competence  to  assist  in  the review  of  complex issues that require expertise beyond that available on the HUC. These persons may not vote with the HUC.

  i. The approving official may not be a member. The approving official may not approve protocols for which he or  she  is  also  a  PI  or  associate investigator.  A  higher  echelon  of command must review and approve such protocols.

F-3. Functions and operations

Each HUC--

  a. Will observe written procedures for the following:

  (1) Conducting  the  initial  and  continuing  review  of  the  protocol. Included  would  be reporting findings and actions to the investigator and the approving official.

  (2) Determining those projects that must be--

  (a) Reviewed more often than yearly.

  (b) Verified from sources other than the investigators that  no  material changes have occurred since the previous HUC review.

 (3)  Ensuring  prompt  reporting  to  the  HUC of proposed changes in the protocol. Each HUC will ensure that changes in approved  projects  (during the  period  for  which approval has already been given) are not initiated without HUC review except to eliminate immediate hazards to the subject.

  (4) Ensuring prompt reporting  to  the  HUC  and  approving  official  of unexpected problems 

involving risks to the subjects or others.

  b.  Will  review  proposed  protocols at convened meetings except when an expedited review procedure is used--see para F-4) at which a  majority  of the  members are present, including at least one member whose concerns are in nonscientific areas and at least one unaffiliated member. In order for the proposal to be approved, it must receive the approval of a majority of those members present at the meeting.

 c.  Will  report  to  the  approving  official  any serious or continuing noncompliance  with  HUC  

requirements   and   determinations   found   by investigators.

  d. Will conduct continuing review of protocols at intervals proper to the degree of risk but not less than once per year.

  e.  Will  have the authority to observe or have a third party observe the consent process and the 

investigation.

  f. Will maintain a current list of HUC members.  Members will be identified by name, earned degrees, and representative capacity and experience, such as board certifications and licenses.  The information will be complete enough to describe each member's chief expected contributions to HUC reviews. Any employment or other relationship between members and the institution will be noted.

  g. May recommend safeguards or special conditions to a protocol.  If  the HUC does so, the approving official may take the following action:

  (1) Approve the protocol without reducing the safeguards or conditions.

  (2) Require additional safeguards.

  (3) Disapprove the protocol.

  (4) Refer the protocol to a higher echelon approving authority and review committee.

 F-4. Expedited review procedures

  a. See appendix H for a list of categories of investigations that the HUC may review in an 

expedited review procedure.

  b.  See  paragraph 3-5 g  for the expedited review procedure that the HUC will follow.

F-5. Criteria for HUC approval of clinical investigations

 a. In evaluating risks and benefits for CIs, the HUC should consider only those that may result from the investigation.

  b. To approve investigations covered by this  regulation,  the  HUC  will determine that all of the requirements below are met.

  (1) Risks to subjects are minimized by using procedures that are--

  (a)  Consistent  with sound investigation design and do not unnecessarily expose subjects to risk.

  (b) Already being used on the subjects for diagnosis or  treatment,  when appropriate.

  (2)  Risks to subjects are reasonable in relation to anticipated benefits to subjects.

  (3) In making an assessment for the selection of subjects, the HUC should take into account the--

  (a) Purpose of the investigation.

  (b) Setting in which the CI will be conducted.

  (4) Informed consent will be sought from each prospective subject or  the subject's legally 

authorized representative.

 (5) Informed consent will be properly documented.

  (6)  The  plan makes adequate provision for monitoring the data collected to ensure the safety of subjects when appropriate.

  (7) Adequate provisions exist to protect the privacy of subjects  and  to maintain the 

confidentiality of data, when appropriate.

  c.  Some  or  all  of the subjects may be vulnerable to coercion or undue influence. These may be persons with acute or severe  physical  or  mental illness  or  those who are economically or 

educationally disadvantaged. If so, proper additional safeguards will be included in the study to protect the rights and welfare of these subjects.

F-6. Suspension or termination of approved clinical investigation

 a.  A  HUC  will  have  the  authority  to  suspend  or  end  an approved investigation that--

  (1) Is not being conducted according to the HUC's requirements.

  (2) Has been associated with unexpected serious harm to subjects.

b. Suspensions or terminations of investigations will include a statement of the reasons for the 

HUC's action. They will be reported promptly to the PI and approving official.

F-7. HUC records

  a. A HUC will prepare and maintain adequate documents on HUC  activities, including--

 (1)  Copies  of  all  protocols  approved,  scientific  evaluations  that accompany the  proposals,  approved  sample  consent  documents,  progress reports  submitted  by  investigators, and reports of injuries and adverse reactions.

 (2) Minutes of HUC meetings documenting the date of protocol distribution to the members; the 

date of local approval; attendance; actions  taken  by the HUC; the vote on these actions, including 

the number of members voting for,  against,  and abstaining a decision; the basis for requiring 

changes or disapproving the investigation; and a written summary of the discussion of 

controversial issues and their resolution.

 (3) Records of continuing review activities.

  (4) Copies of all correspondence between the HUC and the investigators.

 (5) A list of HUC members.

  (6) Written procedures for the HUC.

  (7) Statements of significant new findings.

  b. The records required by this regulation will be  retained  permanently (see  Ar  25-400-2).  

Such  records  will  be  reasonably  accessible  for inspection and copying by authorized DA 

personnel and  representatives  of the FDA.

F-8. Conflict of interest

  a.  It  is essential that the members of the HUC continue to be perceived as and, in fact, are free 

from conflict of interest in their daily duties, especially with respect to the protocols that they 

review.

  b. The issue of conflict of interest has been addressed  by  public  law, DOD  directive,  and  

Army  regulation. The situations discussed below are merely examples of  some types of activities and  relationships  that  may result in a conflict or the appearance of a conflict of interest.

  (1) The potential for personal or financial gain.  A committee member who is  deliberating on a 

protocol that involves the interests of a commercial firm in which the committee member or a member of  his  or  her  immediate family  is a corporate officer, stockholder, consultant, or employee has a conflict of interest and may not participate in the deliberations on  that protocol.

  (2)  The  potential  for  personal  reward.    A  committee member who is affiliated with a protocol in the capacity  of  principal,  associate,  or coinvestigator  has  a  conflict  of  interest  and may not participate in deliberations of the committee on that protocol,  other  than  to  provide additional information as requested by other committee members. A committe member  with  such  a conflict of interest must abstain from voting on the protocol.

  (3) Command influence.  It is imperative that the committee, through  its members,  continue  to  be recognized  as a reasonable, deliberative body whose bias is the safety and  welfare  of  the research  subject.  It  is incumbent  upon  committee  members  to exercise independent, 

professional judgment that is free of influence from superior authority and  to  assure that their 

concerns regarding the moral, ethical, and legal issues of each protocol are answered to their 

satisfaction before voting on the protocol.

  c.  Commanders  or organizational heads will establish a method to ensure that each committee  

member  is  familiar  with  the  pertinent  laws  and regulatory guidance regarding conflict of 

interest.

 F-9. Legal review Prior  to  establishing  a  HUC, the commander or organizational head will obtain legal counsel from the staff judge advocate  (SJA).  All  protocols should  receive  legal review, either by a legal representative to the HUC or, if the HUC membership does not include a legal representative, by the local SJA, to ensure that informed consent procedures conform to State and local law.

G.0 Appendix G.  Guidelines for a Clinical Investigation Protocol (Exempt from report requirements per AR 335-15, para 5-2b .)

 G-1. Project title

Enter  the  complete project title. If an amendment, the words " Amendment to " must precede the 

project title.

 G-2. Investigators

List the--

  a. PI.

  b. Associate investigators.

 G-3. Location of study

List the facilities to be used.

 G-4. Time required to complete the study

Give the month and year of the expected start and  anticipated  completion dates.

G-5. Introduction

  a. Synopsis.  This should include the following:

  (1) A one-page summary of the proposed study similar to the abstract of a scientific paper.

  (2) Major safety concerns for human subjects briefly highlighted.

  b.  Medical  application.    Explain  briefly  the medical importance and possible usefulness of the project.

  c. Objectives.  State briefly, but specifically, the  objectives  of  the project, to include, when 

applicable--

  (1) Study design.

  (2) Medications used.

  (3) Type of subject population observed.

 d. Status.  State what has been accomplished or published in the proposed area  of  study.  

Describe the way in which the project will relate to, or differ from, that which has been 

accomplished.

  e. Bibliography.   List all  references  referred  to  in  preparing  the protocol.

 G-6. Plan

Outline  exactly  what  is  to  be accomplished in enough detail to show a clear course of action to 

include the technological validity of procedures and chronological steps to be taken. The plan 

should include the following information on the selection of subjects:

  a. Number of subjects. The total number of subjects expected to  complete the study.

  b. Age range.

  c. Sex.

  d. Inclusion criteria. Specific and detailed reasons for inclusion should be presented.

 e. Diagnostic criteria for entry.

 f.  Evaluations  before  entry.  X  ray,  physical  examination,  medical history, hematology, 

chemistry, and urinalysis.

  g. Exclusion criteria. A complete list detailing what subjects, diseases, and medications are 

excluded from the study.

  h. Source of subjects. Describe briefly where subjects will be obtained.

  i. Subject identification. Describe the code system used.

  j. Subject assessment. Describe the method by which subjects are assigned study medications.

  k. Risks and benefits analysis to subject; risks to those conducting  the CI.

  l.  Precautions.  List  precautions  to be taken to minimize or eliminate risks to subject.

 m. Corrective action.  State  what  corrective  action  is  necessary  if adverse reactions occur.

  n.  Special  medical or nursing care or equipment. List care or equipment needed for subjects admitted to the project.

 G-7. Project medications

Describe when applicable and include--

  a. The complete name of all medications used to include control.

  b. The source of all medications to include controls and lot numbers.  If the  medication  is  

formulated  within  DA,  list  all  components,  when formulated, and manufacturing and quality 

control plans.

  c. The place where study medications are to be stored during the study.

  d. Dose range.

  e. Dose schedule.

  f. Radioactivity specifications.

  g. Administration.

  h. Pre-drug period.

  i. Duration of drug treatment.

  j. Accompanying medications (those allowed).

  k. If needed, what antidotes must be available.

  l. Labeling of study medications. (Include a copy of the label format.)

 G-8. Evaluations made during and following the project

Include the evaluations listed below; it is very important to state in the protocol  who is actually 

going to perform these evaluations.  Evaluations may also be represented by using a project 

schematic.

  a. Specimens to be collected.

  (1) Schedule.

  (2) Evaluations to be made on specimens.

  (3) Storage. (Include location and if special conditions are required.)

  (4) Labeling and disposition.

 (5) Laboratories performing evaluations.

  (6) Special precautions for subject and investigators.

  b.  Clinical  assessments.  (To  include  how  adverse  effects are to be recorded.)

  c. Vital signs. When desired and frequency.

  d. Follow-up procedures.

  e. Disposition of data. (Location and duration of storage.)

 f. Methods used for data collection. Critical measurements  used  as  end points to characterize 

safety, efficacy, or equivalency.

  g. Statistical measures in analyzing data.

  h.  Equipment.  Describe  equipment  and  supply requirements, costs, and resources.

 G-9. Departure from protocol for individual patients

Include the following information:

  a. When allowed. (Flexible but definite criteria.)

  b. Who will be notified.

 G-10. Adverse reactions

Include--

 a. Definition of subject reactions.

  b. Immediate reporting.

  c. Routine reporting.

 G-11. Modification of protocol

Describe the procedure to be followed if the protocol is to  be  modified, terminated, or extended.

 G-12. Observation forms

Provide an example of all observation forms.

 G-13. Disposition of unused project medications

Provide  a  statement pertaining to the disposition of unused medications, if applicable.

 G-14. Use of information and publications arising from the study.  Provide a statement of how information and publications resulting from the study are to be used.

G-15. Funding implications

Include the other department's or service's  resources  (time,  personnel, equipment,  etc.)  and  an  indication  of  coordination with the affected department or service.

G-16. Medical monitor

Provide the name  and  telephone  number  of  the  medical  monitor,  when applicable.

 G-17. Human use committee

Give  a  brief  explanation of which HUC will provide initial, continuing, and annual review.

 G-18. Signature

Include the signature of the appropriate approving official and the date.

 G-19. Documentation

Include--

  a. Completed DA Form 5303-R. (See app C.)

  b. Institutional review of scientific and human use issues.

  c. RCC, or equivalent, and review and approval, if applicable.

  d.  Radioactive  drug  research  committee,  review,  and  approval,   if applicable.

  e. Human use approval.

  f. Animal use review and approval, if applicable.

  g. Biographical sketch of principal and associate investigators.

 h. Completed copies of the following FDA Forms, if applicable.

 (1)  FDA Form 1571 (Notice of Claimed Investigational Exemption for a New Drug).

(3) FDA Form 1572 (Statement of Investigator (Clinical Pharmacology)).

H.0 Appendix H.  Expedited Review Categories

H-1. General

The  nine  categories  of studies that may be reviewed using the expedited review procedures are described in this appendix.

 H-2. Hair, nails, teeth

Collection of--

 a. Hair and nail clippings in a nondisfiguring manner.

 b. Deciduous teeth.

 c. Permanent teeth if patient care indicates a need for extraction.

 H-3. Excreta and secretions

Collection  of  excreta   and   external   secretions   including   sweat, uncannulated  saliva,  

placenta removed at delivery, and amniotic fluid at the time of rupture of the membrane prior to or 

during labor.

 H-4. Physical data

Recording of data from subjects who are 18 years of age  or  older,  using noninvasive  

procedures  routinely  employed  in  clinical  practice. This category--

 a. Includes the use of physical sensors that are applied  either  to  the surface of the body or at a 

distance and do not involve input of matter or significant  amounts  of  energy  into  the  subject or an invasion of the subject's privacy.

  b. Includes such procedures as--

 (1) Weighing.

 (2) Electrocardiography.

 (3) Electroencephalography.

 (4) Thermography.

 (5) Detection of naturally occurring radioactivity.

 (6) Diagnostic echography.

 (7) Electroretinography.

  c. Does not include exposure to  electromagnetic  radiation  outside  the visible range (for example, x rays or microwaves).

 H-5. Blood

Collection  of blood samples by venipuncture, in amounts not exceeding 450 milliliters in an 8-week period and no more often than two times per week. Subjects will be 18 years of  age  or  older,  in  good  health,  and  not pregnant.

 H-6. Dental plaque and calculus

Collection  of  both  supragingival  and  subgingival  dental  plaque  and calculus.  The  procedure  must  not  be  more   invasive   than   routine prophylactic  scaling  of  the  teeth.  The  process  must be accomplished according to accepted prophylactic techniques.

 H-7. Voice records

Voice recordings made for research  purposes  such  as  investigations  of speech defects.

 H-8. Exercise

Moderate exercise by healthy volunteers.

 H-9. Existing data

Study  of  existing  data,  documents, records, pathological specimens, or diagnostic specimens.

 H-10. Behavior

Research  on  individual  or  group   behavior   or   characteristics   of individuals,  such  as  

studies  of perception, cognition, game theory, or test development, where the investigator does 

not manipulate the subject's behavior and research will not involve stress t

o subjects.

GLOSSARY

Section I

Abbreviations

 AQCESS

Automatic Quality of Care Evaluation Support System

 ARNG

Army National Guard

 ARTEP

Army Training and Evaluation Program

 ASD(HA)

Assistant Secretary of Defense (Health Affairs)

 AUC

animal use committee

 BAA

Broad Agency Announcement

CFR

Code of Federal Regulations

 CI

clinical investigation

 CIP

clinical investigation program

 DA

Department of the Army

 DCI

department of clinical investigation

 DCSPER

Deputy Chief of Staff for Personnel

 DEERS

Defense Eligibility Enrollment System

 DHHS

Department of Health and Human Services

 DOD

Department of Defense

 DODD

Department of Defense Directive

 DTF

dental treatment facility

 FDA

Food and Drug Administration

 HIV

human immunodeficiency virus

 HSC

U.S. Army Health Services Command

 HSRRB

Human Subjects Research Review Board

 HUC

human use committee

 HURRAO

Human Use Review and Regulatory Affairs Office

 IDE

Investigational Device Exemption

 IND

Investigational Exemption for a New Drug

 IRB

institutional review board

 MACOM

major Army command

 MCM

Manual for Courts-Martial

 MEDCEN

medical center

 MTF

medical treatment facility

NCI

National Cancer Institute

 NDA

New Drug Application

 NIH

National Institutes of Health

 PCS

permanent change of station

PI

principal investigator

 RCC

radiation control committee

 RCS

Requirement Control Symbol

 RDTE

research, development, test, and evaluation

 SJA

staff judge advocate

 SQT

skill qualification test

 SSC--NCR

Soldier Support Center--National Capital Region

 TSG

The Surgeon General

 UCMJ

Uniform Code of Military Justice

 USAMRDC

U.S. Army Medical Research and Development Command

 USAR

U.S. Army Reserve

 USD(A)

Under Secretary of Defense for Acquisition

 USUHS

Uniformed Services University of the Health Sciences

Section II

Terms

 Adverse personnel action

For the purposes of the regulation this term includes-

  a. A court-martial.

  b. Nonjudicial punishment.

  c. Involuntary separation (other than for medical reasons).

  d. Administrative or punitive reduction in rank.

 e. Denial of promotion.

  f. An unfavorable entry in a personnel record.

  g. A bar to reenlistment.

  h.  Any  other  action  considered  by  the  Secretary  to  be an adverse personnel action.

Approving official.  A military commander or civilian director of an organizational element  of a DA component who has been delegated authority to approve a CI protocol.

 Assent

A  child's  affirmative  agreement  to participate in CIs. Mere failure to object should not, absent 

affirmative agreement, be construed as assent.

 Associate investigator

A person who may be involved in the execution of  research  but  does  not have  overall  

responsibility.  The  FDA  refers  to  such  individuals as subinvestigators.

 Clinical investigation

An organized inquiry into clinical health problems for all conditions that are of concern in providing health  care  to  the  beneficiaries  of  the military  health  care system including active duty personnel, dependents, and retired personnel.

 Clinical investigation committee

A committee appointed by the commander to review, before  HUC  review,  CI protocols  for  

scientific  adequacy  to set priorities for support and to make recommendations. This committee 

may be consolidated with a HUC.

Clinical trial

The  research  process  necessary  to  gain  marketing  approval   of   an investigational drug or device.

Consent

See informed consent.

 Donor

An individual, organization, or corporation that gives funds, services, or tangible or intangible 

property to the Government without any compensation or promise of compensation.

 Epidemiologic-assessment interview

For  the  purposes of this regulation, the term means the questioning of a seropositive  soldier  for  medical  treatment  or   counseling   or   for epidemologic or statistical purposes.

Epidemiological surveys

For  the  purpose  of this regulation, the term means studies involving no more than minimal  risk  on  the  distribution  and  determinants  of  the frequency  of  disease in humans in which the 

study data are not linked to personal identifiers. Epidemiological surveys focus on the " ills "  of  a population rather than on persons.

 Expedited review procedures

Those procedures used in certain kinds of investigations involving no more than   minimal   risk  and  those  used  for  minor  changes  in  approved investigations (see app H).

 Experimental subject

See Human subject.

 Gifts

Any donation of funds, services, or tangible or intangible property from a non-DOD  source  for  

which  there  is  no  compensation  or  promise   of compensation on behalf of the donor.

 Grant

An  award  of  funds,  services, or tangible or intangible property from a nonprofit organization or Federal agency in support of  the  CIP  that  is pursuant to a written agreement.

 Grantor

Any  corporation,  foundation,  trust, or institution that is operated for the purpose of higher learning or research, is not organized  for  profit, and does not provide any net earnings to 

shareholders or individuals.

 Health and Human Services Certificate of Assurance

A  document  issued by the Office for Protection From Research Risk, DHHS, in  which  that  

office  acknowledges  that  a  research  institution  has established  policies  and  procedures consistent with Federal regulations (app A). Research institutions must have  this  certificate  in  order  to receive research funds from the NIH.

 Health care delivery studies

Application  of  scientific  methods  to  the  study  of the availability, organization, administration,  

and  management  of  health  services.  The efficiency  and  effectiveness  with which such 

services are delivered are included.

 Health care personnel

Military personnel, civilian employees, or contract  personnel  (including military and civilian staff members assigned to, employed by, or appointed to the USUHS) who provide patient care or patient care support services in military MTFs and DTFs.

 Human subject

  a.  A  living  individual  about  whom  an  investigator conducting CI or research obtains data through interaction with the  individual,  including both physical procedures and manipulations of the subject or the subject's environment.  The term does not include military or civilian personnel who are qualified to test by assignment to duties that call  specifically  for such qualifications such as test pilots and test engineers.

  b. Minor (child). A person who has not attained the legal age for consent to  treatments  or  

procedures  involved  in  clinical  research under the applicable laws and jurisdiction in which the 

CI will be conducted.

 c. Human subjects may be thought of as direct objects when  the  research is  to  determine  the 

effects of a new system on humans (for example, the effects of a weapon's blast on hearing) or 

as indirect objects when a test is conducted to determine how humans affect the ultimate 

performance of  a system (doctrine, concepts, training programs).  

 Human Subjects Research Review Board

The  principal  body of the Office of The Surgeon General for review of CI and research activities.

 Human use committee

A body set up to provide initial and continuing review  of  CIs  involving the  use  of  human  

subjects.  A  HUC  is fundamentally similar to an IRB established under Federal regulations (app A) but has  somewhat  different authority  as compared to an IRB. Within the DOD, authority to approve the use of human subjects in CI is vested in commanders. Commanders act on the 

recommendations of validly constituted HUCs. Outside DOD, IRBs tend to  be vested   with   this  authority.  Appendix  F  describes  the  membership, functions, and operations of a HUC.

 Informed consent

The legally effective agreement of the subject or  the  subject's  legally authorized representative 

for the subject to participate in CIs covered by this  regulation.  Informed  consent  includes,  

when  appropriate,  those elements listed in appendix C of this regulation.

  a.  Permission.  The  agreement  of  parent(s)   or   guardian   to   the participation of their child or ward in CI.

  b.  Guardian.  An  individual who is authorized under applicable State or local law to consent on 

behalf of a minor (child) to general medical care.

  c. Assent. A minor's (child's) affirmative agreement  to  participate  in CI.  Mere  failure  to object should not, absent affirmative agreement, be construed as assent.

 Institution

Any public or private entity or agency (including Federal, State, or other agencies).

 Investigational drug

A drug may be considered investigational  when  the  composition  is  such that--

  a.  Its  proposed  use is not recognized for the use under the conditions prescribed, or its 

proposed use is not recommended  or  suggested  in  its approved labeling. Experts qualified by 

scientific training and experience evaluate the safety and effectiveness of drugs to make this 

determination.

  b.  Its  use  has  become  recognized  as  investigational as a result of studies to determine its safety  and  effectiveness  for  use  under  such conditions.

 Investigational medical device

  a.  A  device  that  is  not  generally  used  in  the  diagnosis,  cure, mitigation, treatment, or 

prevention of disease in humans, and  recognized as safe and effective.

  b.  Research  is  usually, but not necessarily, initiated to determine if the device is safe or 

effective.

 Legally authorized representative

A person or judicial or other body  authorized  under  applicable  law  to consent on behalf of a 

prospective subject to the subject's taking part in the procedures involved in the CI.

 Major Defense Program 6 Funds

Funds appropriated to the DOD to conduct research by RDTE activities. (See AR 37-100-FY.)

 Major Defense Program 8 Funds

Funds appropriated to the DOD to provide health care. (See AR 37-100-FY.)

 Medical device

Any  instrument, apparatus, or other similar or related article, including component, part, or 

accessory that--

  a. Is recognized in the National Formulary or United States  Pharmacopeia or any supplement 

thereto; and

 b. Is intended for use in the diagnosis of disease or other conditions or in  the  cure,  mitigation,  

treatment, or prevention of disease in man or other animals; or

 c. Is intended to alter the structure or function of the body of  man  or other animals; and

  d.  Does  not  achieve  any  of  its  principal intended purposes through chemical action within or 

on the body of man or other animals and  is  not dependent  upon  being  metabolized  for  the  

achievement  of  any of its principal intended purposes.

 Medical monitor

This person is  a  military  or  DA  health  care  provider  qualified  by training,  experience,  or  

both,  to  monitor  human  subjects during the conduct of CIs. This person is an advocate for the medical safety  of  the volunteers  and  as  such  will  not  be  an  investigator involved in the protocol.

 Minimal risk

The proposed risks are not considered greater than  those  encountered  in the  subject's  daily  

life  or  during  routine physical or psychological examinations.

 New Drug Application

Documentation submitted to the FDA that is  intended  to  demonstrate  the safety and 

effectiveness of the drug in order to obtain approval to market the drug in the United States.

 Non-U.S. citizens

Foreign nationals excluding personnel on active duty.

 Personal identifier

A  method  or  system that links data to the individual from whom or about whom it pertains.

 Principal investigator

A uniformed or civilian individual who is assigned or employed in an  MTF, DTF,  USUHS, or other DOD research facility and who is responsible for the innovation,  experimental  design,  generation,  and  analysis  of   data, presentation   of  reports,  and  protection  of  human  subjects  in  the performance of a CI study.

 Protocol

The written, detailed plan  by  which  clinical  investigation  is  to  be conducted. (See app G for an example of a CI protocol.) The plan contains, as a minimum--

  a. The objectives of the project.

  b.  The  information  to  be  collected and the means by which it will be collected and evaluated.

  c. An assessment of potential risk and benefits to subjects and of safety measures and other 

means to be used to reduce risk to subjects.

Radioactive drug research committee

A committee appointed by the commander and approved by the FDA  to  review and approve the conditions under which radioactive drugs having neither an IND  nor  an approved NDA that are intended for human subject research are considered safe and effective.

 Radioisotope/radiation control committee

A committee appointed by the commander to ensure that individual users  of radioactive  materials within  the medical facility and each radionuclide used will be approved and controlled.   The approval  and  control  is  in accordance  with  the  requirements  specified  in  the  conditions of the Nuclear   Regulatory   Commission   license,   DA   radioactive   material authorization, and appropriate Federal directives.

 Research

A systematic scientific investigation designed to develop or contribute to generalizable  

knowledge.  DOD  Directive 3216.2 states that the term does not include individual or group training of military personnel  in  skills such  as  combat  readiness,  effectiveness,  and  proficiency  or fitness exercises.

 Research, development, test, and evaluation

Includes those categories of research and development  included  in  Major Defense  Program  6 (see  AR  37-100-FY),  Research  and Development, and operational  systems  development  contained  in  the  Five-Year   Defense Program.

 Schedule I controlled drug substances

Any  drug  or  substance  by whatever official name, common or usual name, chemical name, or brand name listed in AR 40-7 and 21 CFR  1308  (see  the FDA Regulation entry in app A); for example, heroin.

 Significant risk device

A  device  that  presents  potential  for serious risk to health safety or welfare of the subject. Such a device is intended as an implant; is to  be used  in  supporting  or  sustaining  human  life;  or  is of substantial importance in diagnosing,  curing,  mitigating,  or  treating  disease  or otherwise preventing  the  impairment  of  human health. Examples of such devices are pacemakers and some laser and hemodialysis systems.

 Subinvestigator

See associate investigator.

 Test

A process by which data accumulated to serve as a basis for assessing  the degree  to  which  

an  item or system meets, exceeds, or fails to meet the technical or operational properties required. 

See  AR  70-10  for  a  more detailed discussion of the RDTE type tests.

 Section III

Special abbreviations and terms

There are no special terms.
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OFFICE OF SCIENCE AND TECHNOLOGY POLICY

Executive Office of the President; Federal Policy on Research Misconduct; Preamble for Research Misconduct Policy

AGENCY: Office of Science and Technology Policy. ACTION: Notification of Final Policy.

SUMMARY: The Office of Science and Technology Policy (OSTP) published a request for public comment on a proposed Federal research misconduct policy in the October 14,1999 Federal Register (pp.55722‑55725). OSTP received 237 sets of comments before the public comment period closed on December 13,1999. After consideration of the public comments, the policy was revised and has now been finalized. This notice provides background information about the development of the policy, explains how the policy has been modified, and discusses plans for its implementation. EFFECTIVE DATE: December 6,2000. 

FOR FURTHER INFORMATION CONTACT: Holly Gwin, Office of Science and Technology Policy, Executive Office of the President, Washington, DC 20502. Tel: 202‑456‑6140;Fax: 202‑456‑6021; e‑mail: hgwin@ostp.eop.gov. 

SUPPLEMENTARY INFORMATION: Advances in science, engineering, and all fields of research depend on the reliability of the research record, as do the benefits associated with them in areas such as health and national security. Sustained public trust in the research enterprise also requires confidence in the research record and in the processes involved in its ongoing development. For these reasons, and in the interest of achieving greater uniformity in Federal policies in this area, the National Science and Technology Council (NSTC) initiated discussions in April 1996 on the development of a research misconduct policy. The Office of Science and Technology Policy (OSTP) provided leadership and coordination. The NSTC approved the proposed draft policy in May 1999, clearing the way for the October 14,1999 Federal Register notice. Public comments in response to that notice have been reviewed. The purpose of this notice is to provide information about the policy as it has now been finalized.

This policy applies to federally ​funded research and proposals submitted to Federal agencies for research funding. It thus applies to research conducted by the Federal agencies, conducted or managed for the Federal government by contractors, or supported by the Federal government and performed at research institutions, including universities and industry.

The policy establishes the scope of the Federal government's interest in the accuracy and reliability of the research record and the processes involved in its development. It consists of a definition of research misconduct and basic guidelines for the response of Federal agencies and research institutions to allegations of research misconduct.

The Federal agencies that conduct or support research will implement this policy within one year of the date of publication of this notice. An NSTC interagency research misconduct policy implementation group has been established to help achieve uniformity across the Federal agencies in implementation of the research misconduct policy. In some cases, this may require agencies to amend or replace extant regulations addressing research misconduct. In other cases, agencies may need to put new regulations in place or implement the policy through administrative mechanisms.

The policy addresses research misconduct. It does not supersede government or institutional policies or procedures for addressing other forms of misconduct, such as the unethical treatment of human research subjects or mistreatment of laboratory animals used in research, nor does it supersede criminal or other civil law. Agencies and institutions may address these other issues as authorized by law and as appropriate to their missions and objectives.

Summary of Comments

The Office of Science and Technology Policy received 237 comments on the proposed Federal Research Misconduct Policy. Letters were signed by individuals, and by representatives of universities, university associations, Federal agencies, and private entities. Comments are available for review. Comments that resulted in a modification of the policy are summarized below. A section that addresses other questions raised by the comments follows the summary of modifications.

Uniform Federal Policy

Issue: Many comments recommended various mechanisms to ensure uniform implementation of this policy.

Response: An NSTC research misconduct policy implementation group has been formed to foster uniformity among the agencies in their implementation of the policy.

Section 1: Research Misconduct Defined

Issue: A number of comments suggested that the definition of fabrication be modified to read as follows: "Fabrication is making up data or results and recording or reporting them." (Italicized words are suggested addition.) This change is to clarify that the raw data collected or generated in the research process can be fabricated just as can the results of the research.

Response: This change was accepted.

Issue: A number of commenters interpreted the definition of plagiarism to imply that using material gathered during the peer review process was acceptable as long as it is cited.

Response: The policy is intended to address the problem of reviewers who take material from the peer review process and use it without attribution. This constitutes plagiarism. We have deleted the phrase "including those obtained through confidential review of others' research proposals and manuscripts" to avoid any appearance of condoning a breach of confidentiality in the peer review process.

Issue: Despite general support for the rationale for the phrase "does not include honest error or honest differences of opinion," several comments requested various clarifications.

Response: This phrase is intended to clarify that simple errors or mere differences of judgment or opinion do not constitute research misconduct. The phrase does not create a separate element of proof. Institutions and agencies are not required to disprove possible "honest error or differences of opinion." The phrase has been retained, with the deletion of the second "honest" of the phrase as redundant.

Issue: A number of comments raised questions about what fields of research are included in the definition of research. For example, some readers were unsure about the applicability of the policy as written to medicine or the social sciences.

Response: The policy applies to research funded by the Federal agencies. In order to be responsive to specific inquiries about what fields of research are covered by the policy, an illustrative, non‑exclusive list of selected fields of research is now included in the policy itself.

Section 11: Findings of Research Misconduct

Issue: Several comments stressed the need for greater precision in the phrase "significant departure from accepted practices of the scientific community."

Response: This phrase is intended to make it clear that behavior alleged to involve research misconduct should be assessed in the context of community practices, meaning practices that are generally understood by the community but that may not be in a written form. For clarification purposes and in order to be more comprehensive, the term "scientific community" has been modified to read "relevant research community." The policy is not intended to ratify those "accepted practices" but rather to indicate that these may vary among different communities.

Issue: Several comments requested clarification regarding the level of intent that is required to be shown in order to reach a finding of research misconduct.

Response: Under the policy, three elements must be met in order to establish a finding of research misconduct. One of these elements is a showing that the subject had the requisite level of intent to commit the misconduct. The intent element is satisfied by showing that the misconduct was committed "intentionally, or knowingly, or recklessly." Only one of these needs to be demonstrated in order to satisfy this element of a research misconduct finding.

Section I11: Responsibilities of Federal Agencies and Research Institutions

Issue: Some comments indicated that this section could be incorrectly construed to require appeal of the agency misconduct finding back to the institution.

Response: The policy has been clarified to affirm that each agency should establish an appeals process for persons found by the agency to have engaged in research misconduct. The subject of the agency finding cannot appeal the agency decision back to the institution, although some institutions do offer an appeal of the institutional finding at the institutional level.

Section IV: Guidelines for Fair and Timely Procedures

Issue: The comments indicated some uncertainty about to whom the actions section applied.

Response: The actions delineated are those that may betaken by the Federal agencies if research misconduct has been shown to have occurred. The section has thus been renamed "Agency Administrative Actions."

Issue: The suggestion was made that publications based on false or fabricated data, or including such data, should be required to be officially withdrawn.

Response: Correction of the research record has been added to the list of possible actions to betaken if a researcher is found to have engaged in research misconduct.

Issue: The suggestion was made that safeguards for informants and subjects of allegations be made more explicit.

Response: More explicit safeguards have been added to the policy for both informants and subjects.

Other Comments

Several comments and clarifications are addressed in the following question and answer format rather than through modification of the policy.

Will agencies be required to announce the details of their implementation plans? Yes. Agencies will announce the details of their implementation plans, including those plans that do not require formal rulemaking.

What types of misconduct are covered by this policy? This policy is limited to addressing misconduct related to the conduct and reporting of research, as distinct from misconduct that occurs in the research setting but that does not affect the integrity of the research record, such as misallocation of funds, sexual harassment, and discrimination. This policy does not limit agencies or research institutions from addressing these other issues under appropriate policies, rules, regulations, or laws. In addition, should the behavior associated with research misconduct also trigger the applicability of other laws (including criminal law) this policy is not intended to limit agencies or research institutions from pursuing these matters under separate authorities.

Does this policy address misrepresentation of a researcher's credentials or publications? Yes, misrepresentation of a researcher's qualifications or ability to perform the research in grant applications or similar submissions may constitute falsification or fabrication in proposing research.

Are authorship disputes covered by this policy? Authorship disputes are not covered by this policy unless they involve plagiarism.

Does research misconduct include the mistreatment of human subjects or animals in research? This policy addresses activity that occurs in the course of human subjects or animal research that involves research misconduct as defined by the policy. Thus, falsification, fabrication, or plagiarism that occurs during the course of human or animal research is addressed by this policy. However, other issues concerning the ethical treatment of human or animal subjects are covered under separate procedures and are not affected by this policy.

Why doesn't the policy provide immunity for research misconduct investigative committees? Providing immunity to research misconduct investigative committees and other participants in institutional and agency research misconduct proceedings would require significant statutory or regulatory initiatives, which will be explored separately from this policy.

Aren't there circumstances when omission of data or results is appropriate? A number of commenters suggested that there are circumstances when it may be appropriate to omit data in reporting research results. It is not the intent of this policy to call accepted practices into question. However, the omission of data is considered falsification when it misleads the reader about the results of the research.

Does this policy supersede institutional policies regarding research misconduct? Non‑federal research institutions have authority to establish policies for research and employee misconduct that serve their own institutional purposes. However, the Federal research misconduct policy (as implemented by the agencies) provides the relevant guidance to institutions for purposes of Federal action.

Does this policy supersede other agency policies, procedures, rules, and regulations? Agencies must comply with all relevant Federal personnel policies and laws in responding to allegations of research misconduct. However, personnel actions may not adequately protect the public from the consequences of falsified, fabricated or plagiarized research. For example, Federal personnel policies may permit termination of an employee, who commits research misconduct, but may not address the problem of research misconduct or seek to prevent it from recurring. The administrative actions available under the Federal research misconduct policy, such as debarment from federal funding, supervision and certification of research, and correction of the literature, are designed to specifically address the problems raised by research misconduct.

Must all three elements in the Finding of Research Misconduct section be present for there to be a finding of research misconduct? Yes.

Who makes the final determination about whether or not there is a finding of research misconduct? The Federal agency will make the final decision about whether to make an agency finding of research misconduct. However, within it's own internal jurisdiction, a non‑Federal research institution may establish policies and take actions as appropriate to its needs and as consistent with other relevant laws.

Shouldn't the burden of proof be more stringent, e.g., require "clear and convincing evidence" to support a finding of research misconduct? While much is at stake for a researcher accused of research misconduct, even more is at stake for me public when a researcher commits research misconduct. Since "preponderance of the evidence" is the uniform standard of proof for establishing culpability in most civil fraud cases and many federal administrative proceedings, including debarment, there is no basis for raising the bar for proof in misconduct cases, which have such a potentially broad public impact.  It is recognized that non-​Federal research institutions have the discretion to apply a higher standard of proof in their internal misconduct proceedings. However, when their standard differs from that of the Federal government, research institutions must report their findings to the appropriate Federal agency under the applicable Federal government standard, i.e., preponderance.

Why don't the Federal agencies conduct all inquiries and investigations? Research institutions are much closer to what is going on in their own institutions and are in a better position to conduct inquiries and investigations than are the Federal agencies. While the Federal agencies could have taken on the task of investigating all allegations of research misconduct, or established a separate agency for this purpose, this would have involved a substantial new Federal bureaucracy, which is not thought desirable. An agency may take steps, as appropriate, should a research institution demonstrate a lack of commitment to the policy's guidelines.

How will a lead agency be identified? If more than one Federal agency has jurisdiction over allegations of research misconduct, those agencies should work together to designate a lead agency.

What criteria will be used for selecting the research institution that will handle the response to the allegation of research misconduct? In most cases, agencies will rely on the researcher's home institution to respond to allegations of research misconduct. However, in cases where the subject has switched institutions, it may be more appropriate for the institution where the alleged research misconduct occurred to respond to the allegation. The institution where the questioned research was conducted may have better access to the evidence and witnesses and therefore will have the capability to undertake a more efficient and thorough response.

Shouldn't the policy be more explicit about time lines for a response to allegations of misconduct? In establishing reasonable time lines the Federal agencies must balance the interests of concluding the process expeditiously while ensuring it has been conducted fairly and thoroughly. This will allow flexibility for the research institutions while at the same time ensuring that the process does not extend for an unreasonably long period. Research institutions should have the option to request reasonable extensions of agency timelines in individual cases.

What can informants or subjects of allegations expect with regard to confidentiality? The policy strives for confidentiality for all involved to the extent consistent with a fair and thorough process and as allowed by law, including applicable Federal and state freedom of information and privacy laws.

Should the policy punish informants who act in bad faith or individuals who harass informants? The principal aim of this policy is to communicate to the research community those behaviors that constitute research misconduct and to take actions where research misconduct is found to have occurred. As employers and managers of the research, non‑Federal research institutions may adopt policies to address the consequences of false, malicious, or capricious allegations and to respond to retaliation against informants. Agencies may also address this issue in their implementation of this policy.

How should the "seriousness" of the e research misconduct be evaluated and how will this relate to any actions taken? In determining what action to take, agencies should fully consider the level of intent of the misconduct, the consequences of the behavior, and other aggravating and mitigating factors.

Next Steps

The Federal agencies have up to one year from the date of publication of this notice to implement the policy. An interagency implementation group has been established under the auspices of the National Science and Technology Council to assist agencies in their implementation process and to strive for the highest level of uniformity possible and as appropriate in their implementation plans.

Federal Policy on Research Misconduct)

I. Research2 Misconduct Defined

Research misconduct is defined as fabrication, falsification, or plagiarism in proposing, performing, or reviewing research, or in reporting research results.

• Fabrication is making up data or results and recording or reporting them.


• Falsification is manipulating research materials, equipment, or processes, or changing or omitting data or results such that the research is not accurately represented in the research record.3

• Plagiarism is the appropriation of another person's ideas, processes, results, or words without giving appropriate credit.

• Research misconduct does not include honest error or differences of opinion.

II. Findings of Research Misconduct

A finding of research misconduct requires that:

• There be a significant departure from accepted practices of the relevant research community; and

• The misconduct be committed intentionally, or knowingly, or recklessly; and

• The allegation be proven by a preponderance of evidence.

1 No rights, privileges, benefits or obligations are created or abridged by issuance of this policy alone. The creation or abridgment of rights, privileges, benefits or obligations, if any, shall occur only upon implementation of this policy by the Federal agencies.

2 Research, as used herein, includes all basic, applied, and demonstration research in all fields of science, engineering, and mathematics. This includes, but is not limited to, research in economics, education, linguistics, medicine, psychology, social sciences, statistics, and research involving human subjects or animals.

3 The research record is the record of data or results that embody the facts resulting from scientific inquiry, and includes, but is not limited to, research proposals, laboratory records, both physical and electronic, progress reports, abstracts, theses, oral presentations, internal reports, and journal articles.

III. Responsibilities of Federal Agencies and Research Institufrons4

Agencies and research institutions are partners who share responsibility for the research process. Federal agencies have ultimate oversight authority for Federally funded research, but research institutions bear primary responsibility for prevention and detection of research misconduct and for the inquiry, investigation, and adjudication of research misconduct alleged to have occurred in association with their own institution.

• Agency Policies and Procedures. 

Agency policies and procedures with regard to intramural as well as extramural programs must conform to the policy described in this document. 

• Agency Referral to Research Institution. 

In most cases, agencies will rely on the researcher's home institution to make the initial response to allegations of research misconduct. Agencies will usually refer allegations of research misconduct made directly to them to the appropriate research institution. However, at any time, the Federal agency may proceed with its own inquiry or investigation. Circumstances in which agencies may elect not to defer to the research institution include, but are not limited to, the following: the agency determines the institution is not prepared to handle the allegation in a manner consistent with this policy; agency involvement is needed to protect the public interest, including public health and safety; the allegation involves an entity of sufficiently small size (or an individual) that it cannot reasonably conduct the investigation itself.

• Multiple Phases of the Response to an Allegation of Research Misconduct. 

A response to an allegation of research misconduct will usually consist of several phases, including: (1) an inquiry‑the assessment of whether the allegation has substance and if an investigation is warranted; (2) an investigation‑the formal development of a factual record, and the examination of that record leading to dismissal of the case or to a recommendation for a finding of research misconduct or other appropriate remedies; (3) adjudication during which recommendations are reviewed and appropriate corrective actions determined.

4 The term "research institutions" is defined to include all organizations using Federal funds for research, including, for example, colleges and universities, intramural Federal research laboratories, Federally funded research and development centers, national user facilities, industrial laboratories, or other research institutes. Independent researchers and small research institutions are covered by this policy.

• Agency Follow‑up to Institutional Action. 

After reviewing the record of the investigation, the institution's recommendations to the institution's adjudicating official, and any corrective actions taken by the research institution, the agency will take additional oversight or investigative steps if necessary. Upon completion of its review, the agency will take appropriate administrative action in accordance with applicable laws, regulations, or policies. When the agency has made a final determination, it will notify the subject of the allegation of the outcome and inform the institution regarding its disposition of the case. The agency finding of research misconduct and agency administrative actions can be appealed pursuant to the agency's applicable procedures.

• Separation of Phases. 

Adjudication is separated organizationally from inquiry and investigation. Likewise, appeals are separated organizationally from inquiry and investigation.

• Institutional Notification of the Agency. 

Research institutions will notify the funding agency (or agencies in some cases) of an allegation of research misconduct if (1) the allegation involves Federally funded research (or an application for Federal funding) and meets the Federal definition of research misconduct given above, and (2) if the institution's inquiry into the allegation determines there is sufficient evidence to proceed to an investigation. When an investigation is complete, the research institution will forward to the agency a copy of the evidentiary record, the investigative report, and recommendations made to the institution's adjudicating official, and the subject's written response to the recommendations (if any). When a research institution completes the adjudication phase, it will forward the adjudicating official's decision and notify the agency of any corrective actions taken or planned.

• Other Reasons to Notify the Agency. 

At any time during an inquiry or investigation, the institution will immediately notify the Federal agency if public health or safety is at risk; if agency resources or interests are threatened; if research activities should be suspended; if there is reasonable indication of possible violations of civil or criminal law; if Federal action is required to protect the interests of those involved in the investigation; if the research institution believes the inquiry or investigation may be made public prematurely so that appropriate steps can be taken to safeguard evidence and protect the rights of those involved; or if the research community or public should be informed.

• When More Than One Agency is Involved. 

A lead agency should be designated to coordinate responses to allegations of research misconduct when more than one agency is involved in funding activities relevant to the allegation. Each agency may implement administrative actions in accordance with applicable laws, regulations, policies, or contractual procedures.

IV. Guidelines for Fair and Timely Procedures

The following guidelines are provided to assist agencies and research institutions in developing fair and timely procedures for responding to allegations of research misconduct. They are designed to provide safeguards for subjects of allegations as well as for informants. Fair and timely procedures include the following:

• Safeguards for Informants. 

Safeguards for informants give individuals the confidence that they can bring allegations of research misconduct made in good faith to the attention of appropriate authorities or serve as informants to an inquiry or an investigation without suffering retribution. Safeguards include protection against retaliation for informants who make good faith allegations, fair and objective procedures for the examination and resolution of allegations of research misconduct, and diligence in protecting the positions and reputations of those persons who make allegations of research misconduct in good faith.

• Safeguards for Subjects of Allegations. 

Safeguards for subjects give individuals the confidence that their rights are protected and that the mere filing of an allegation of research misconduct against them will not bring their research to a halt or be the basis for other disciplinary or adverse action absent other compelling reasons. Other safeguards include timely written notification of subjects regarding substantive allegations made against them; a description of all such allegations; reasonable access to the data and other evidence supporting the allegations; and the opportunity to respond to allegations, the supporting evidence and the proposed findings of research misconduct (if any).

• Objectivity and Expertise. 

The selection of individuals to review allegations and conduct investigations who have appropriate expertise and have no unresolved conflicts of interests help to ensure fairness throughout all phases of the process.

• Timeliness. 

Reasonable time limits for the conduct of the inquiry, investigation, adjudication, and appeal phases (if any), with allowances for extensions where appropriate, provide confidence that the process will be well managed.

• Confidentiality During the Inquiry,

Investigation, and Decision‑Making Processes. To the extent possible consistent with a fair and thorough investigation and as allowed bylaw, knowledge about the identity of subjects and informants is limited to those who need to know. Records maintained by the agency during the course of responding to an allegation of research misconduct are exempt from disclosure under the Freedom of Information Act to the extent permitted bylaw and regulation.

V. Agency Administrative Actions

• Seriousness of the Misconduct. 

In deciding what administrative actions are appropriate, the agency should consider the seriousness of the misconduct, including, but not limited to, the degree to which the misconduct was knowing, intentional, or reckless; was an isolated event or part of a pattern; or had significant impact on the research record, research subjects, other researchers, institutions, or the public welfare.

• Possible Administrative Actions. 

Administrative actions available include, but are not limited to, appropriate steps to correct the research record; letters of reprimand; the imposition of special certification or assurance requirements to ensure compliance with applicable regulations or terms of an award; suspension or termination of an active award; or suspension and debarment in accordance with applicable government ​wide rules on suspension and debarment. In the event of suspension or debarment, the information is made publicly available through the List of Parties Excluded from Federal Procurement and Non-procurement Programs maintained by the U.S. General Services Administration. With respect to administrative actions imposed upon government employees, the agencies must comply with all relevant federal personnel policies and laws.

• In Case of Criminal or Civil Frau d Violations. 

If the funding agency believes that criminal or civil fraud violations may have occurred, the agency shall promptly refer the matter to the Department of Justice, the Inspector General for the agency, or other appropriate investigative body.

VI. Roles of Other Organizations

This Federal policy does not limit the authority of research institutions, or other entities, to promulgate additional research misconduct policies or guidelines or more specific ethical guidance.

Barbara Ann Ferguson,

Assistant Director for Budget and Administration, 

Office of Science and Technology Policy.

[FR Doc.00‑30852 Filed 12‑5‑00; 8:45 am]
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DEPARTMENT OF HEALTH AND HUMAN SERVICE

45 CFR Part 46

RIN 0925‑AA14

Protection of Human Research Subjects

AGENCY: Department of Health and Human Services (DHHS). ACTION: Final rule.

SUMMARY: The Department of Health and Human Services (DHHS) is amending its human subjects protection regulations. These regulations provide additional protections for pregnant women and human fetuses involved in research and pertains to human in vitro fertilization. The rule continues the special protections for pregnant women and human fetuses that have existed since 1975. The rule enhances the opportunity for participation of pregnant women in research by promoting a policy of presumed inclusion, by permitting the pregnant woman to be the sole decision maker with regard to her participation in research, and by exempting from the regulations six categories of research. The rule also provides a mechanism for the Secretary of HHS to conduct or fund research not otherwise approvable after consultation with an expert panel and public review and comment. DATES: Effective date: March 19, 2001. FOR FURTHER INFORMATION CONTACT: Susan Sherman, JD, Office for Human Research Protections (OHRP), 6100 Executive Blvd, Suite 31301, Rockville, MD 20892‑7507. Telephone 301‑496​7005. Email: ShermanS@od.nih.gov.

SUPPLEMENTARY INFORMATION:

Background

The Department of Health and Human Services (DHHS) regulates research involving human subjects conducted or supported by the agency through regulations codified at Title 45, part 4 6, of the Code of Federal Regulations. Subpart B of 45 CFR part 46, promulgated on August 8,1975, pertains to research involving fetuses, pregnant women, and human in vitro fertilization. The 1975 regulations were jointly published in the Federal Register with the report and recommendations of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, Research on the Fetus (40 FR 33526). Subsequent changes were incorporated January 11, 1978(43 FR 1758L November 3, 1978 (43 FR 51559), and June1, 1994 (59 FR

28276). This preamble refers to these rules as the "1975 regulations."

Recent guidelines issued by components of DHHS have addressed the participation of women in research as follows:

• Food and Drug Administration 1993 Guideline for the Study and Evaluation of Gender Differences in the Clinical Evaluation of Drugs (58 FR 39406);

• National Institutes of Health 1994 Guidelines on the Inclusion of Women and Minorities as Subjects in Clinical Research (59 FR 14508); and

• Centers for Disease Control and Prevention 1995 Policy on the Inclusion of Women and Racial and Ethnic Minorities in Externally Awarded Research (60 FR 47947), and February 16,1996 policy Inclusion of Women and Racial and Ethnic Minorities in Research.

These policies ere all designed, in part, to improve the opportunity for women to be included as subjects in research.

A Committee on the Ethical and Legal Issues Relating to the Inclusion of Women in Clinical Studies of the Institute of Medicine issued a report in 1994 on Women and Health Research that included the recommendation that DHHS revise subpart B in accordance with the Committee's other recommendations. The Committee believed that women and men should have the opportunity to participate equally in the benefits and burdens of research, and many of the Committee's recommendations were aimed at enhancing the participation of women, including pregnant women, in clinical research.

The National Task Force on AIDS Drug Development and the Presidential Advisory Council on HIV/AIDS subsequently recommended that the lack of paternal consent should not disqualify a pregnant woman from participation in a federally funded clinical trial.

These guidelines and recommendations, and the lack of a formal review of subpart B for over two decades, led DHHS to determine that a substantive examination of subpart B was appropriate.

Base on this review the Department proposed to amend subpart B in a Notice of Proposed Rulemaking (NPRM) published on May 20,1998(63 FR 27794). The Department proposed that a policy of presumed opportunity for inclusion of pregnant women in research replace one of presumed exclusion. The Department also concurred with the recommendations of the National Task Force on AIDS Drug Development, the Presidential Advisory

Council on HIV/AIDS, and the IOM Committee regarding paternal consent and proposed to modify the consent requirement to remove potential barriers to research that might provide a medical benefit to a fetus.

The exemptions in 45 CFR part 46, Subpart A, Basic DHHS Policy for Protection of Human Research Subjects, were proposed to apply to subpart B. These exemptions of certain categories of research (e.g., survey research without subject identifiers) have applied since 1981 to research involving non-pregnant women.

In light of the 1993 legislative nullification of the regulatory requirement for ethical advisory board review of research involving in vitro fertilization of human ova (Public Law 103‑43), the Department proposed a mechanism for the Secretary to modify or waive certain requirements of Subpart B, following consultation with experts and public input, in place of the provision that the Department have a standing ethical advisory board. Nonsubstantive technical, formatting, and clarifying changes were also proposed.

Discussion of Comments

During the public comment period that ended August 18,1998,the Department received 13 public comments on the proposed rule from interested parties. The comments are summarized as follows:

General Comments

One commenter endorsed the NPRM in its entirety. One commenter suggested that there be three classes of research that mirror the categories in subpart D of part 4 6, Additional DHHS Protections for Children Involved as Subjects in Research. Those categories are: no greater than minimal risk, greater than minimal risk but presenting the prospect of direct benefit, and greater than minimal risk and no prospect of direct benefit. The Department finds that modification of the format of subpart B to parallel the categories of research in subpart D would not enhance the protection of women or fetuses and would likely cause confusion. Subpart B, since its inception in 1975 and in this final rule, requires that the risk to the fetus be the least possible risk for achieving the research objectives and any risk, which is greater than minimal must hold out the prospect of direct benefit for the fetus or the woman.

One commenter objected to distinctions between "therapeutic" and "non-therapeutic" research as illogical, because, by definition, the purpose of

research is always to contribute to generalizable knowledge. The commenter noted that this distinction confuses therapy with research. The Department concurs with this comment and has modified the final rule to eliminate language implying that the purpose of research is ever therapeutic. The final rule uses the phrases "* interventions or procedures that hold out the prospect of direct benefit* * *" and‑ * * research [that] holds out the prospect of enhancing the probability of survival * * *" to describe research from which a subject may benefit (§ 46.204(b) and § 46.205(b)(1)(i)).

Applicability (Section 46.201)

The Department proposed that the exemptions at 45 CFR 4 6.101(b)(1)‑(6) of subpart A apply to subpart B. These exemptions of six categories of research were promulgated in 1981, subsequent to the last substantive revision of subpart B, and have applied to research with non-pregnant subjects since that time. Two commenters endorsed the incorporation of the exemptions into subpart B. One commenter noted that pregnancy should not preclude women from participating in these types of research; one stated that pregnant women are autonomous decision makers and should not be treated as vulnerable or impaired because of their condition. Consistent with these comments, the exemptions are retained in the final rule (§ 46.201(b)).

The Department has retained in the final rule language specifying that the requirements of subpart B are in addition to those imposed under the other subparts of 45 CFR part 46, for purposes of clarity (§ 46.201(d)).

Definitions (Section 46.202)

The proposed definitions were substantively the same as those in the 1975 regulations.

The Department proposed the following simplified definition of "fetus:" "fetus means the product of conception during pregnancy until a determination is made after delivery that it is viable." One commenter noted that "product of conception" is generally understood to mean the associated placenta as well. The Department intends that research with the placenta prior to delivery be governed by 45 CFR 46.204, Research involving pregnant women or fetuses prior to delivery. For purposes of clarity, the definition of "fetus" in the final rule utilizes the phrase "from implantation," which is the same phrase used in the definition of "pregnancy."

Since 1975, subpart B has included the fetus ex utero until such time as viability of the fetus is determined. The Department proposed to replace the phrase "ex utero" with "after delivery." No comments were received on that proposal and the final rule retains the proposed language.

The Department also proposed the term "newborn," equating newborn with "fetus after delivery," because some persons may prefer one term to the other depending on the length of the gestation period. Two commenters found the introduction of this term confusing and inconsistent because after delivery there exists an entity that could be called either fetus or newborn. The Department concurs with these comments and has deleted the term "newborn" from the final rule.

One commenter noted that newborns can be of any species and believed that the term "child" should be used in place of "newborn." Another commenter stated that a viable fetus is generally understood to mean a fetus after the point of viability, generally at 5‑6 month’s gestation. In response to these comments the Department has defined "viable" in the final rule and emphasized that, as it pertains to the fetus, "viable" means a fetus after delivery and the regulations at 45 CFR part 4 6, subpart D, are applicable (§ 46.202(h)).

Research Involving Pregnant Women or Fetuses Prior to Delivery (Section 46.204)

For purposes of clarity, the scope of § 46.204 has been narrowed in the final rule to research involving pregnant women or fetuses prior to delivery, and those provisions of proposed § 46.204 that are applicable to research involving fetuses after delivery have been repeated in section § 46.205 (see § 46.205(a)(1)​(6) and (b)(1)(i)).

The Department proposed to require, as a prerequisite to research on pregnant women or fetuses, preclinical and clinical studies, including studies on non-pregnant women that provide data for assessing potential risks to pregnant women and fetuses. One commenter endorsed the increased specificity and noted that it would ensure that reproductive toxicity data are available. Another commenter found that to require pregnant women to wait until studies have been conducted on non-pregnant women is to neglect them as a population. The Department notes that preclinical and clinical studies are required only when scientifically appropriate. The final rule retains the proposed provision for preclinical and clinical studies (§ 46.204(a) and § 46.2 05(a)(1)).

To strengthen protections for the pregnant woman and fetus, the Department proposed a new informed consent provision: that the woman be fully informed regarding the reasonably foreseeable impact of the research on the fetus. No commenters objected to this provision. The final rule, at § 46.204(e), retains this requirement with the clarification that it also applies to the legally authorized representative. This provision is repeated in § 46.205(a)(2), so that the person whose informed consent is a prerequisite to participation in the research must be fully informed of the reasonably foreseeable impact of the research on the fetus.

One commenter stated that informed consent should highlight known or suspected risks and should incorporate unknown harms. The Department notes that provisions of subpart A at 45 CFR part 46.1 16(a)(2) and § 46.11 6(b)(1), respectively, also applicable to subpart B, address these concerns. The commenter further noted that researchers should work to ensure that the woman or her legally authorized representative understands the information that has been disclosed, that checks for understanding should be tailored according to the situation of particular women or representatives, and women should be encouraged to discuss research participation with their obstetrician before making a final decision about enrollment. The Department notes that ensuring that information is understood and checks for understanding tailored to particular situations are not precluded by the regulations, nor are they unique to research with pregnant women. Subpart A affords IRBs the opportunity and the authority to ensure the adequacy of informed consent and protections by imposing additional requirements or monitoring the research or the consent process. Similarly, with regard to the suggestion concerning encouragement of discussion with an obstetrician, the Department notes that the rules do not preclude encouragement to discuss participation with obstetricians or any other individuals and that subpart A requires that consent be sought only under circumstances that provide sufficient opportunity to consider participation (4 5 CFR 46.11 6).

The Department proposed to modify the consent requirements in the 1975​regulations by permitting research with pregnant women or fetuses prior to delivery based on the consent of the woman or her legally authorized representative. The Department recognizes and encourages paternal involvement in decisions affecting the

pregnant woman and fetus prior to delivery. Nonetheless, in some cases the father's consent has been a barrier to participation in research of the woman or fetus prior to delivery. The recommendations of the National Task Force on AIDS Drug Development, the Presidential Advisory Council on HIV/ AIDS, and the IOM Committee were unanimous that the consent of the father should not be a condition of the participation of a pregnant woman in research.

Ten commenters endorsed or applauded the proposal to modify the parental consent requirement, many describing specific research trials in which pregnant women were unable to participate in potentially beneficial research because of the requirement that the father's consent be secured. One commenter believed the consent of the father should continue to be required and that waivers from the Secretary should be sought if the father's consent is difficult to obtain. The Department concludes that the decision-making authority for research participation of the pregnant woman or fetus prior to delivery should rest with the pregnant woman and has retained this provision in the final rule (§ 46.204(d)).

One commenter indicated that the rules are unclear whether a researcher may inform a pregnant woman of non-research alternatives. The Department notes that subpart B does not address alternatives to research, but that subpart A, at 45 CFR part 46.116(a)(4), also applicable to subpart B, requires disclosure of appropriate alternative procedures or courses of treatment that might be advantageous to the subject.

The Department has also decided to continue the use of the word "terminate" in sections204 and 205 instead of utilizing the proposed change to the word "abort." The Department believes that the original language is clearer.

Research Involving Fetuses After Delivery (Section 46.205)

As indicated above, those provisions proposed in § 46.204 that are applicable to research involving fetuses after delivery are reiterated in the final rule under § 46.20 5(a) and (b)(1)(i).

One commenter requested that the Department explain why this section is separate from subpart D. As noted above, the 1975 regulations extended the definition of fetus to include the fetus ex utero until such time as a fetus is determined to be viable. The final rule continues this extension because nonviable fetuses, and fetuses whose viability has not yet been determined after delivery, require protection and are not covered by subpart D. Accordingly, subpart B permits research with fetuses of uncertain viability only if the research holds out the prospect of enhancing the probability of survival or there will be no risk resulting from the research and the purpose is the development of important biomedical knowledge that cannot be obtained by other means (§ 46.205(b)). Research with nonviable fetuses after delivery, which must be considered dying subjects, must meet the five criteria at § 46.2 05(c)(1)​(5), also intended to provide protection for such subjects.

Section 498(a), "Fetal Research," of the Public Health Service Act, 42 U.S.C. 289g(a), places statutory restrictions on research involving nonviable living fetuses ex utero or living fetuses ex utero for whom viability has not been ascertained. The statute permits research under either of the following two conditions: "the research * * * (1) may enhance the well‑being or meet the health needs of the fetus or enhance the probability of its survival to viability; or (2) will pose no added risk of suffering, injury, or death to the fetus and the purpose * * * is the development of important biomedical knowledge that cannot be obtained by other means." This rule exceeds those requirements for fetuses of uncertain viability by permitting research only if it either (1) holds out the prospect of enhancing the probability of survival of the particular fetus to the point of viability, or (2) poses no risk to the fetus and the purpose is the development of important biological knowledge that cannot be obtained by other means. This rule also exceeds the statutory requirements for nonviable living fetuses ex utero by specifying that vital functions of the nonviable fetus may not be artificially maintained and the research may not terminate the heartbeat or respiration of the fetus.

The consent requirements for research involving fetuses of uncertain viability and nonviable fetuses at § 46.205(b)(2) and § 46.205(c)(5),respectively, also ensure protection of the fetus. Research involving fetuses of uncertain viability may proceed with the consent of either parent (or under certain circumstances the consent of a legally authorized representative), but the research must hold the prospect of enhancing the probability of survival of the fetus to the point of viability or pose no risk to the fetus. The Department recognizes that, in cases of uncertain viability, a decision regarding research participation must often be made very quickly, especially where the research presents the prospect of enhancing the probability of survival of the fetus. Thus, the consent of only one parent (or legally authorized representative) is required. However, if both parents are readily available at the time when a decision is needed, reasonable efforts should be made to provide all relevant information to both parents. The Department believes that research involving the nonviable fetus should only proceed with the consent of both parents (unless one is unavailable, incompetent, or temporarily incapacitated), and the consent of a representative is expressly prohibited. The individual(s) providing consent under § 4 6.2 05 (b) (2) or (c) (5) must be fully informed regarding the reasonably foreseeable impact of the research on the fetus (§ 46.2 05(a)(2)).

Research after delivery, involving fetuses determined to be viable, is governed by Subpart D (§46.205(d)).

Research Not Otherwise Approvable That Presents Certain Opportunities section 46.207)

The Department proposed to replace the 1975 regulatory authority of the Secretary to modify or waive specific requirements with the approval of an ethical advisory board, with the authority to modify or waive requirements after consultation with appropriate experts and opportunity for public review and comment. The proposal would have required the Secretary to consider whether the risks to the subjects were so outweighed by the sum of the benefits to the subjects and the importance of the knowledge to be gained as to warrant modification or waiver. One commenter noted that the proposed waiver provision did not require IRB review, as does the similar section in subpart D(45 CFR 46.407). The commenter further noted that the proposed wording appeared to require that the overarching consideration be "beneficence" based, and that adopting the language in 45 CFR 46.407 would encompass all of the ethical principles in the Belmont Report and ensure consistency between subparts B and D. The Department concurs with these comments and the final rule, at § 46.2 0 7, is consistent with 45 CFR 46.40 7, with conforming and clarifying changes.

Under this provision the waiver authority is limited to the requirements of § 46.204 applicable to pregnant women and fetuses prior to delivery. The other requirements of subpart B, including those in § 46.205, cannot be waived. Even though the Secretary has the authority to waive the requirements of § 46.205 that exceed the statutory requirements of section 4 98(a), "Fetal Research," of the Public Health Service

Act, 42 U.S.C. 289g(a)(see discussion of §46.205 above), it was determined that the additional protections afforded by § 46.205 are essential and should not be waived under any circumstances.

Conclusion

After considering the comments, the Department is adopting the rule as proposed except for the changes noted above and editorial changes to clarify the intent of the regulation. Distinctions between therapeutic and non-therapeutic research are eliminated. The term "newborn" is deleted in the final rule for purposes of clarity, and the definition of "viable" as it pertains to the fetus is clarified. Section 46.207, regarding approval by the Secretary of research that would not otherwise be approvable under §46.204, is modified consistent with the similar provision in subpart D. The Department has also incorporated additional non-substantive editorial and clarifying revisions in the final rule.

The rule is effective 60 days after publication to give Institutional Review Boards (IRBs) time to incorporate the regulations into their review of research protocols. All initial and ongoing projects reviewed after the effective date by IRBs under Multiple Project Assurances or other Assurances with the DHHS, Office for Human Research Protections, OHRP (formerly OPRR), must be reviewed in accordance with these rules.

Executive Order 12866

Executive Order 12866requiresthat all regulatory actions reflect consideration of the costs and benefits they generate and that they meet certain standards, such as avoiding the imposition of unnecessary burdens on the affected public. If an action is deemed to fall within the scope of the definition of the term "significant regulatory action" contained in § 3(f) of the Order, a pre‑publication review by the Office of Management and Budget's (OMB's) Office of Information and Regulatory Affairs (OIRA) is necessary. OMB deemed this rule a "significant regulatory action," as defined by Executive Order 12866.Therefore, the rule was submitted to OIRA for review prior to its publication in the Federal Register.

Regulatory Flexibility Act

The Regulatory Flexibility Act (5 U.S.C. Chapter 6) requires that regulatory actions be analyzed to determine whether they create a significant impact on a substantial number of small entities. This rule primarily affects individual research subjects and institutions that receive funding from the Department of Health and Human Services for research involving human subjects. It will not have the effect of imposing significant additional costs on small research institutions that are within the definition of small entities. Therefore, the Secretary certifies that this rule will not have significant impact on a substantial number of small entities and that preparation of an initial regulatory flexibility analysis is not required.

Paperwork Reduction Act

This rule does not contain any new information collection requirements that are subject to Office of Management and Budget (OMB) approval under the Paperwork Reduction Act of1995(44 U.S.C. Chapter 35).

List of Subjects in 45 CFR Part 46

Health‑clinical research, medical research.

Dated: September21,2000.

David Satcher,

Assistant Secretary for Health and Surgeon General.

Approved: October 30, 2000.

Donna E.Shalala,

Secretary of Health and Human Services.

Accordingly, the Department of Health and Human Services amends part 46 of the Regulations for the Protection of Human Subjects (45 CFR part 46), as follows:

1. authority citation for 45 CFR part 46 is revised to read as follows:

Authority: 5 U.S.C. 301; 42 U.S.C. 289(a).

2. Supbart B of 45 CFR part 46 is revised to read as follows:

Subpart B‑Additional Protections for Pregnant Women and Human Fetuses Involved in Research, and Pertaining to Human In Vitro Fertilization

Sec. 46.201 To what do these regulations apply? 46.202 Definitions. 46.203 Duties of IRBs in connection with research involving pregnant women, fetuses, and human in vitro fertilization. 46.204 Research involving pregnant women or fetuses prior to delivery. 46.205 Research involving fetuses after delivery. 46.206 Research involving, after delivery, the placenta, the dead fetus, or fetal material. 46.207 Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of pregnant women or fetuses.

§46.201 To what do these regulations apply?

(a) Except as provided in paragraph (b) of this section, this subpart applies to all research involving pregnant women or human fetuses, and to all research involving the in vitro fertilization of human ova, conducted or supported by the Department of Health and Human Services (DHHS). This includes all research conducted in DHHS facilities by any person and all research conducted in any facility by DHHS employees.

(b) The exemptions at § 46.1 01(b)(1) through (6) are applicable to this subpart.

(c) The provisions of § 46.101(c) through (i) are applicable to this subpart. Reference to State or local laws in this subpart and in § 46.101(f) is intended to include the laws of federally recognized American Indian and Alaska Native Tribal Governments.

(d) The requirements of this subpart are in addition to those imposed under the other subparts of this part.

§ 46.202 Definitions.

The definitions in § 46.102 shall be applicable to this subpart as well. In addition, as used in this subpart:

(a) Dead fetus means a fetus after delivery that exhibits neither heartbeat, spontaneous respiratory activity, spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord. Delivery means complete separation of the fetus from the woman by expulsion or extraction or any other means.

(b) Fetus means the product of conception from implantation until a determination is made after delivery that it is viable.

(c) In vitro fertilization means any fertilization of human ova, which occurs outside the body of a female, either through admixture of donor human sperm and ova or by any other means.

(d) Nonviable fetus means a fetus after delivery that, although living, is not viable.

(e) Pregnancy encompasses the period of time from implantation until delivery. A woman shall be assumed to be pregnant if she exhibits any of the pertinent presumptive signs of pregnancy, such as missed menses, until the results of a pregnancy test are negative or until delivery.

(f) Secretary means the Secretary of Health and Human Services and any other officer or employee of the Department of Health and Human Services to whom authority has been delegated.

(g) Viable as it pertains to the fetus means being able, after delivery, to survive (given the benefit of available medical therapy) to the point of independently maintaining heartbeat and respiration. The Secretary may from time to time, taking into account medical advances, publish in the Federal Register guidelines to assist in determining whether a fetus is viable for purposes of this subpart. If a fetus after delivery is viable then it is a child as defined by §46.402(a), and subpart D of this part is applicable.

§ 46.203 Duties of IRBs In connection with research involving pregnant women, fetuses, and human in vitro fertilization.

In addition to other responsibilities assigned to IRBs under this part, each IRB shall review research covered by this subpart and approve only research, which satisfies the conditions of all applicable sections of this subpart and the other subparts of this part

§46.204 Research involving pregnant women or fetuses prior to delivery.

Pregnant women or fetuses prior to delivery may be involved in research if all of the following conditions are met:

(a) Where scientifically appropriate, preclinical studies, including studies on pregnant animals, and clinical studies, including studies on non-pregnant women, have been conducted and provide data for assessing potential risks to pregnant women and fetuses;

(b) The risk to the fetus is not greater than minimal, or any risk to the fetus which is greater than minimal is caused solely by interventions or procedures that hold out the prospect of direct benefit for the woman or the fetus;

(c) Any risk is the least possible for achieving the objectives of the research;  

(d) The woman's consent or the consent of her legally authorized representative is obtained in accord with the informed consent provisions of subpart A of this part, unless altered or waived in accord with § 46.101(i) or § 46.116(c) or (d);

(e) The woman or her legally authorized representative, as appropriate is fully informed regarding the reasonably foreseeable impact of the research on the fetus or resultant child;

() For children as defined in 45 CFR 46.402(a) who are pregnant, assent and permission are obtained in accord with the provisions of subpart D of this part;

(g) No inducements, monetary or otherwise, will be offered to terminate a pregnancy;

(h) Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy; and

(i)Individuals engaged in the research will have no part in determining the viability of a fetus.

§46.205 Research involving fetuses after delivery.

(a) After delivery, fetuses may be involved in research if all of the following conditions are met:

(1) Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to fetuses.

(2) The individual(s) providing consent under paragraph (b)(2) or (c)(5) of this section is fully informed regarding the reasonably foreseeable impact of the research on the fetus or resultant child.

(3) No inducements, monetary or otherwise, will be offered to terminate a pregnancy.

(4) Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy.

(5) Individuals engaged in the research will have no part in determining the viability of a fetus.

(6) The requirements of paragraph (b) or (c) of this section have been met as applicable.

(b) Fetuses of uncertain viability. After delivery, and until it has been ascertained whether or not a fetus is viable, a fetus may not be involved in research covered by this subpart unless the following additional conditions are met:

(1) The IRB determines that:

(i) The research holds out the prospect of enhancing the probability of survival of the particular fetus to the point of viability, and any risk is the least possible for achieving the objectives of the research, or

(ii) The purpose of the research is the development of important biomedical knowledge which cannot be obtained by other means and there will be no risk to the fetus resulting from the research; and

(2) The legally effective informed consent of either parent of the fetus or, if neither parent is able to consent because of unavailability, incompetence, or temporary incapacity, the legally effective informed consent of either parent's legally authorized representative is obtained in accord with subpart A of this part, unless altered or waived in accord with § 41101(i) or § 41116(C) or (d).

(c) Nonviable fetuses. After delivery, a nonviable fetus may not be involved in research covered by this subpart unless all of the following additional conditions are met:

(1) Vital functions of the fetus will not be artificially maintained;

(2) The research will not terminate the heartbeat or respiration of the fetus;

(3) There will be no risk to the fetus resulting from the research;

(4) The purpose of the research is the development of important biomedical knowledge that cannot be obtained by other means; and

(5) The legally effective informed consent of both parents of the fetus is obtained in accord with subpart A of this part, except that the waiver and alteration provisions of § 46.11 6(c) and (d) do not apply. However, if either parent is unable to consent because of unavailability, incompetence, or temporary incapacity, the informed consent of one parent of a nonviable fetus will suffice to meet the requirements of this paragraph. The consent of a legally authorized representative of either or both of the parents of a nonviable fetus will not suffice to meet the requirements of this paragraph.

(d) Viable fetuses. A fetus, after delivery, that has been determined to be viable is a child as defined by §46.402(a)and may be included in research only to the extent permitted by and in accord with the requirements of subparts A and D of this part.

§ 46.206 Research involving, after delivery, the placenta, the dead fetus, or fetal material.

(a) Research involving, after delivery, the placenta; the dead fetus; macerated fetal material; or cells, tissue, or organs excised from a dead fetus, shall be conducted only in accord with any applicable Federal, State, or local laws and regulations regarding such activities.

(b) If information associated with material described in paragraph (a) of this section is recorded for research purposes in a manner that living individuals can be identified, directly or through identifiers linked to those individuals, those individuals are research subjects and all pertinent subparts of this part are applicable.

§46.207 Research not otherwise approvable, which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of pregnant women or fetuses.

The Secretary will conduct or fund research that the IRB does not believe meets the requirements of § 46.204 only if:

(a) The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women or fetuses; and

(b) The Secretary, after consultation with a panel of experts in pertinent disciplines (for example: science, medicine, ethics, law) and following opportunity for public review and comment, including a public meeting announced in the Federal Register, has determined either:

(1) That the research in fact satisfies the conditions of § 46.204, as applicable, or

(2) The following:

(i) The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women or fetuses;

(ii) There search will be conducted in accord with sound ethical principles; and

(iii) Informed consent will be obtained in accord with the informed consent provisions of subpart A and other applicable subparts of this part, unless altered or waived in accord with § 46.101(i) or § 4 6.116(c) or (d).

[FR Doc. 01‑1122 Filed 1‑16‑01; 8:45 am]

BILLING CODE 4140‑01‑P
[image: image1.png]
[image: image2.png]
     DEPARTMENT OF THE ARMY

WALTER REED ARMY MEDICAL CENTER

WASHINGTON, DC 20307‑5001

REPLY TO ATTENTION OF:

HSHL‑CI
(40)
1 January 1994

MEMORANDUM FOR SEE DISTRIBUTION

SUBJECT:
Commander's Policy on Human Research Requiring

Institutional Approval

1.
Reference: AR 40‑38, Clinical Investigation Program.

2. Clinical Investigation is defined broadly in AR 40‑38 as "organized inquiry into clinical health problems for all conditions that are of concern in providing health care to the beneficiaries of the military health care system including active duty personnel, dependents and retired personnel." This includes "research involving the collection or study of existing data, documents, records and pathological or diagnostic specimens."

3. The following clinical investigations require review and approval by the Research Review Service of the Department of Clinical Investigation (DCI) and, if required by regulation, by the Clinical Investigation Committee (CIC) and/or the Human Use Committee/Institutional Review Board (HUC/IRB).

a. The collection or study of existing data, documents, and/or records on 20 or more patients. This includes chart reviews and other similar uses of existing materials. In most cases, these studies do not require additional patient consent.

b. The prospective collection or study of data, documents, and/or records derived from routine patient care which involves 10 or more patients. These studies may require informed consent from patients.

c. All collections or studies of pathological or diagnostic specimens of any human tissue or body fluid. These investigations must also be approved by the Chief, Department of Pathology and Area Laboratory Services, or the Medical Director of the appropriate Commander's laboratory.

d. Studies involving more subject participation than required for routine patient care. These studies will require informed consent from subjects.

e. Use of‑investigational drugs or devices for patient care or research. These studies will require informed consent from subjects.

HSHL‑CI

SUBJECT:
Commander's
Policy
on
Human
Research Requiring Institutional Approval

4. Questions regarding human research requiring institutional approval may be referred to the Department of Clinical Investigation on (202) 576‑1389/90.
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RONALD R. BLANCK

Major General, MC

Commanding

DISTRIBUTION: A
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  DEPARTMENT OF THE ARMY

HEADQUARTERS, UNITED STATES ARMY HEALTH SERVICES COMMAND

FORT SAM HOUSTON, TEXAS 78234-6000
REPLY TO

ATTENTION OF:

MEMORANDUM FOR: Commanders, HSC Activities

SUBJECT: Clinical Investigation Funds
07 DEC 1987

1. Department of Defense Directive (DODD)6000.8, 6 December 1985, Funding and Administration of Clinical Investigation Programs, pro​vides the funding policy for clinical investigation programs within the Department of Defense. Policy provided in DODD 6000.8 will be implemented in AR 40‑38, 15 April 1984, Clinical Investigation Program, which is currently under revision.

2.
Prior to publication of the most recent revision of AR 40‑38

and
pending distribution of revised U.S. Army Health Services Com​mand regulations, the following guidelines reaffirm previous policy

of U.S. Army. Health Services Command concerning funding and admin-istration of clinical investigation programs.

a. The Secretary of the Army may accept grants for clinical investigations from the Public Health Service or other federal agencies. The grant may specify the principal investigator; but grant funds, equipment; and supplies must be administered by the medical treatment facility (MTF) commander at the hospital where the investigation will be done. Requests for acceptance of these grants must be forwarded through Commander, U.S. Army Health Care Studies and Clinical Investigation Activity, ATTN: HSHN‑I, Fort Sam Houston, Texas 78234‑6060, to Commander, U.S. Army Health Services Command, ATTN: HSRM‑A0, Fort Sam Houston, Texas 78234‑6000, for review and approval.

b. Unconditional and conditional gifts from nonprofit founda​tions or individuals may be accepted under provisions of AR 1‑100, 15 December 1983, Gifts and Donations. Approved gifts must be administered by the MTF commander. Requests for acceptance of these gifts must be forwarded through Commander, U.S. Army Health Care Studies. and Clinical Investigation Activity, ATTN: HSHN‑I, Fort Sam Houston, Texas 78234‑6060, through Commander, U.S. Army Health Services Command, ATTN: HSRM‑A0, Fort Sam Houston, Texas 78234‑6000, for review and approval, to HQDA(DAAG‑PSI), ALEX VA 22331‑0302, for final approval.

c.
Commercial vendor funds may not be accepted.

d. From this date, offers of drugs and/or placebos, devices, supplies, and loaned equipment to conduct clinical investigations will be forwarded to Commander, U.S. Army Health Care Studies and
HSHN-I


07 DEC 1987

SUBJECT: Clinical Investigation Funds

Clinical Investigation Activity, ATTN: HSHN‑I. Fort Sam Houston, Texas 78234‑6060, with the protocol. No such items will be accepted until approval is received from Commander, U.S. Army Health Ser​vices Command. Upon approval, but prior to acceptance, the vendor must be advised and indicate by written assent that the government assumes no liability for the maintenance of, damage to, loss of, or return of such items. Upon acceptance, an audit trail of the quantities and kinds of drugs and/or placebos, devices, supplies, and loaned equipment must be established. This will enable veri​fication of the propriety of expenditures and of return of unused items to the sponsor after completion of the investigation. Upon completion of the study, the MTF will make available for return, as is, where is, all loaned equipment. Unused drugs and devices will be returned per requirements of federal law.

e. Any military or civilian member of U.S. Army Health Ser‑

vices Command possessing, utilizing, managing, or receiving federal

grants or grants and donations from nonfederal foundations or

commercial sources shall immediately account for these items to

the MTF commander. Information collected will be forwarded with

MTF commander's evaluation and assessment to Commander, U.S. Army

Health Care Studies and Clinical Investigation Activity, ATTN:

HSHN‑I, for review and action on a case‑by‑case basis.

f. No medical officer or other military or civilian hospital employee is authorized to accept any compensation in addition to his or her salary for assisting in the MTF's clinical investigation program.

3. Request the MTF commanders document that all U.S. Army Health Services Command military and civilian members engaged in clinical investigations in their command have reviewed this memorandum.
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Commanding
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