ELECTRONIC CODE OF FEDERAL REGULATIONS
You are now viewing previous eCFR data
July

Select date:
19
2018

GO

Now viewing eCFR data in effect on July 19, 2018
Title 45 → Subtitle A → Subchapter A → Part 46
Title 45: Public Welfare
PART 46—PROTECTION OF HUMAN SUBJECTS
Contents
Subpart A—Basic HHS Policy for Protection of Human Research Subjects
§46.101 To what does this policy apply?
§46.102 Definitions for purposes of this policy.
§46.103 Assuring compliance with this policy—research conducted or supported by any Federal department or agency.
§46.104 Exempt research.
§46.10546.106 [Reserved]
§46.107 IRB membership.
§46.108 IRB functions and operations.
§46.109 IRB review of research.
§46.110 Expedited review procedures for certain kinds of research involving no more than minimal risk, and for minor changes
in approved research.
§46.111 Criteria for IRB approval of research.
§46.112 Review by institution.
§46.113 Suspension or termination of IRB approval of research.
§46.114 Cooperative research.
§46.115 IRB records.
§46.116 General requirements for informed consent.
§46.117 Documentation of informed consent.
§46.118 Applications and proposals lacking definite plans for involvement of human subjects.
§46.119 Research undertaken without the intention of involving human subjects.
§46.120 Evaluation and disposition of applications and proposals for research to be conducted or supported by a Federal
department or agency.
§46.121 [Reserved]
§46.122 Use of Federal funds.
§46.123 Early termination of research support: Evaluation of applications and proposals.
§46.124 Conditions.
Subpart B—Additional Protections for Pregnant Women, Human Fetuses and Neonates Involved in Research
§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 neonates.
§46.204 Research involving pregnant women or fetuses.
§46.205 Research involving neonates.
§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, fetuses, or neonates.
Subpart C—Additional Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects
§46.301 Applicability.
§46.302 Purpose.

§46.303
§46.304
§46.305
§46.306

Definitions.
Composition of Institutional Review Boards where prisoners are involved.
Additional duties of the Institutional Review Boards where prisoners are involved.
Permitted research involving prisoners.

Subpart D—Additional Protections for Children Involved as Subjects in Research
§46.401 To what do these regulations apply?
§46.402 Definitions.
§46.403 IRB duties.
§46.404 Research not involving greater than minimal risk.
§46.405 Research involving greater than minimal risk but presenting the prospect of direct benefit to the individual subjects.
§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.
§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.
§46.408 Requirements for permission by parents or guardians and for assent by children.
§46.409 Wards.
Subpart E—Registration of Institutional Review Boards
§46.501
§46.502
§46.503
§46.504
§46.505

What IRBs must be registered?
What information must be provided when registering an IRB?
When must an IRB be registered?
How must an IRB be registered?
When must IRB registration information be renewed or updated?

AUTHORITY: 5 U.S.C. 301; 42 U.S.C. 289(a); 42 U.S.C. 300v1(b).
EDITORIAL NOTE: The Department of Health and Human Services issued a notice of waiver regarding the requirements set forth in part 46, relating to
protection of human subjects, as they pertain to demonstration projects, approved under section 1115 of the Social Security Act, which test the use of
cost—sharing, such as deductibles, copayment and coinsurance, in the Medicaid program. For further information see 47 FR 9208, Mar. 4, 1982.

Back to Top

Subpart A—Basic HHS Policy for Protection of Human Research Subjects
SOURCE: 82 FR 7259, 7273, Jan. 19, 2017, unless otherwise noted.

Back to Top
§46.101 To what does this policy apply?
(a) Except as detailed in §46.104, this policy applies to all research involving human subjects conducted, supported, or
otherwise subject to regulation by any Federal department or agency that 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. Institutions that are engaged in research described in this paragraph and institutional
review boards (IRBs) reviewing research that is subject to this policy must comply with this policy.
(b) [Reserved]
(c) Department or agency heads retain final judgment as to whether a particular activity is covered by this policy and this
judgment shall be exercised consistent with the ethical principles of the Belmont Report.62
62
The National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. Belmont Report. Washington, DC: U.S.
Department of Health and Human Services. 1979.

(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 Federal 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 that provide additional
protections for human subjects.

(f) This policy does not affect any state or local laws or regulations (including tribal law passed by the official governing
body of an American Indian or Alaska Native tribe) that may otherwise be applicable and that provide additional protections for
human subjects.
(g) This policy does not affect any foreign laws or regulations that may otherwise be applicable and that 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. 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, provided
the alternative procedures to be followed are consistent with the principles of the Belmont Report.63 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 Human Research Protections, Department of Health and Human Services (HHS), or any successor office, or to the
equivalent office within the appropriate Federal department or agency, and shall also publish them in the FEDERAL REGISTER or in
such other manner as provided in department or agency procedures. The waiver notice must include a statement that identifies
the conditions under which the waiver will be applied and a justification as to why the waiver is appropriate for the research,
including how the decision is consistent with the principles of the Belmont Report.
63

Id.

(j) Federal guidance on the requirements of this policy shall be issued only after consultation, for the purpose of
harmonization (to the extent appropriate), with other Federal departments and agencies that have adopted this policy, unless
such consultation is not feasible.
(k) [Reserved]
(l) Compliance dates and transition provisions:
(1) Pre2018 Requirements. For purposes of this section, the pre2018 Requirements means this subpart as published in
the 2016 edition of the Code of Federal Regulations.
(2) 2018 Requirements. For purposes of this section, the 2018 Requirements means the Federal Policy for the Protection
of Human Subjects requirements contained in this subpart. The general compliance date for the 2018 Requirements is January
21, 2019. The compliance date for §46.114(b) (cooperative research) of the 2018 Requirements is January 20, 2020.
(3) Research subject to pre2018 requirements. The pre2018 Requirements shall apply to the following research, unless
the research is transitioning to comply with the 2018 Requirements in accordance with paragraph (l)(4) of this section:
(i) Research initially approved by an IRB under the pre2018 Requirements before January 21, 2019;
(ii) Research for which IRB review was waived pursuant to §46.101(i) of the pre2018 Requirements before January 21,
2019; and
(iii) Research for which a determination was made that the research was exempt under §46.101(b) of the pre2018
Requirements before January 21, 2019.
(4) Transitioning research. If, on or after July 19, 2018, an institution planning or engaged in research otherwise covered by
paragraph (l)(3) of this section determines that such research instead will transition to comply with the 2018 Requirements, the
institution or an IRB must document and date such determination.
(i) If the determination to transition is documented between July 19, 2018, and January 20, 2019, the research shall:
(A) Beginning on the date of such documentation through January 20, 2019, comply with the pre2018 Requirements,
except that the research shall comply with the following:
(1) Section 46.102(l) of the 2018 Requirements (definition of research) (instead of §46.102(d) of the pre2018
Requirements);

(2) Section 46.103(d) of the 2018 Requirements (revised certification requirement that eliminates IRB review of application
or proposal) (instead of §46.103(f) of the pre2018 Requirements); and
(3) Section 46.109(f)(1)(i) and (iii) of the 2018 Requirements (exceptions to mandated continuing review) (instead of
§46.103(b), as related to the requirement for continuing review, and in addition to §46.109, of the pre2018 Requirements); and
(B) Beginning on January 21, 2019, comply with the 2018 Requirements.
(ii) If the determination to transition is documented on or after January 21, 2019, the research shall, beginning on the date
of such documentation, comply with the 2018 Requirements.
(5) Research subject to 2018 Requirements. The 2018 Requirements shall apply to the following research:
(i) Research initially approved by an IRB on or after January 21, 2019;
(ii) Research for which IRB review is waived pursuant to paragraph (i) of this section on or after January 21, 2019; and
(iii) Research for which a determination is made that the research is exempt on or after January 21, 2019.
(m) Severability: Any provision of this part held to be invalid or unenforceable by its terms, or as applied to any person or
circumstance, shall be construed so as to continue to give maximum effect to the provision permitted by law, unless such
holding shall be one of utter invalidity or unenforceability, in which event the provision shall be severable from this part and shall
not affect the remainder thereof or the application of the provision to other persons not similarly situated or to other dissimilar
circumstances.
[82 FR 7259, 7273, Jan. 19, 2017, as amended at 83 FR 28518, June 19, 2018]
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§46.102 Definitions for purposes of this policy.
(a) Certification means the official notification by the institution to the supporting Federal department or agency component,
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.
(b) Clinical trial means a research study in which one or more human subjects are prospectively assigned to one or more
interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or
behavioral healthrelated outcomes.
(c) Department or agency head means the head of any Federal department or agency, for example, the Secretary of HHS,
and any other officer or employee of any Federal department or agency to whom the authority provided by these regulations to
the department or agency head has been delegated.
(d) Federal department or agency refers to a federal department or agency (the department or agency itself rather than its
bureaus, offices or divisions) that takes appropriate administrative action to make this policy applicable to the research involving
human subjects it conducts, supports, or otherwise regulates (e.g., the U.S. Department of Health and Human Services, the
U.S. Department of Defense, or the Central Intelligence Agency).
(e)(1) Human subject means a living individual about whom an investigator (whether professional or student) conducting
research:
(i) Obtains information or biospecimens through intervention or interaction with the individual, and uses, studies, or
analyzes the information or biospecimens; or
(ii) Obtains, uses, studies, analyzes, or generates identifiable private information or identifiable biospecimens.
(2) Intervention includes both physical procedures by which information or biospecimens are gathered (e.g., venipuncture)
and manipulations of the subject or the subject's environment that are performed for research purposes.
(3) Interaction includes communication or interpersonal contact between investigator and subject.
(4) 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 that has been provided for specific purposes by an
individual and that the individual can reasonably expect will not be made public (e.g., a medical record).

(5) Identifiable private information is private information for which the identity of the subject is or may readily be ascertained
by the investigator or associated with the information.
(6) An identifiable biospecimen is a biospecimen for which the identity of the subject is or may readily be ascertained by the
investigator or associated with the biospecimen.
(7) Federal departments or agencies implementing this policy shall:
(i) Upon consultation with appropriate experts (including experts in data matching and reidentification), reexamine the
meaning of “identifiable private information,” as defined in paragraph (e)(5) of this section, and “identifiable biospecimen,” as
defined in paragraph (e)(6) of this section. This reexamination shall take place within 1 year and regularly thereafter (at least
every 4 years). This process will be conducted by collaboration among the Federal departments and agencies implementing
this policy. If appropriate and permitted by law, such Federal departments and agencies may alter the interpretation of these
terms, including through the use of guidance.
(ii) Upon consultation with appropriate experts, assess whether there are analytic technologies or techniques that should
be considered by investigators to generate “identifiable private information,” as defined in paragraph (e)(5) of this section, or an
“identifiable biospecimen,” as defined in paragraph (e)(6) of this section. This assessment shall take place within 1 year and
regularly thereafter (at least every 4 years). This process will be conducted by collaboration among the Federal departments
and agencies implementing this policy. Any such technologies or techniques will be included on a list of technologies or
techniques that produce identifiable private information or identifiable biospecimens. This list will be published in the FEDERAL
REGISTER after notice and an opportunity for public comment. The Secretary, HHS, shall maintain the list on a publicly accessible
Web site.
(f) Institution means any public or private entity, or department or agency (including federal, state, and other agencies).
(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) 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. If there is
no applicable law addressing this issue, legally authorized representative means an individual recognized by institutional policy
as acceptable for providing consent in the nonresearch context on behalf of the prospective subject to the subject's participation
in the procedure(s) involved in the research.
(j) 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.
(k) Public health authority means an agency or authority of the United States, a state, a territory, a political subdivision of a
state or territory, an Indian tribe, or a foreign government, or a person or entity acting under a grant of authority from or contract
with such public agency, including the employees or agents of such public agency or its contractors or persons or entities to
whom it has granted authority, that is responsible for public health matters as part of its official mandate.
(l) Research means a systematic investigation, including research development, testing, and evaluation, designed to
develop or contribute to generalizable knowledge. Activities that meet this definition constitute research for purposes of this
policy, whether or not they are conducted or supported under a program that is considered research for other purposes. For
example, some demonstration and service programs may include research activities. For purposes of this part, the following
activities are deemed not to be research:
(1) Scholarly and journalistic activities (e.g., oral history, journalism, biography, literary criticism, legal research, and
historical scholarship), including the collection and use of information, that focus directly on the specific individuals about whom
the information is collected.
(2) Public health surveillance activities, including the collection and testing of information or biospecimens, conducted,
supported, requested, ordered, required, or authorized by a public health authority. Such activities are limited to those
necessary to allow a public health authority to identify, monitor, assess, or investigate potential public health signals, onsets of
disease outbreaks, or conditions of public health importance (including trends, signals, risk factors, patterns in diseases, or
increases in injuries from using consumer products). Such activities include those associated with providing timely situational
awareness and priority setting during the course of an event or crisis that threatens public health (including natural or man
made disasters).

(3) Collection and analysis of information, biospecimens, or records by or for a criminal justice agency for activities
authorized by law or court order solely for criminal justice or criminal investigative purposes.
(4) Authorized operational activities (as determined by each agency) in support of intelligence, homeland security, defense,
or other national security missions.
(m) Written, or in writing, for purposes of this part, refers to writing on a tangible medium (e.g., paper) or in an electronic
format.
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§46.103 Assuring compliance with this policy—research conducted or supported by any Federal department or
agency.
(a) Each institution engaged in research that is covered by this policy, with the exception of research eligible for exemption
under §46.104, and that 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 of 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 Human Research Protections, HHS, or any successor office,
and approved for Federalwide use by that office. When the existence of an HHSapproved 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 Human Research Protections, HHS, or any successor office. Federal
departments and agencies will conduct or support research covered by this policy only if the institution has provided an
assurance that it will comply with the requirements of this policy, 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 (if such certification is
required by §46.103(d)).
(b) 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.
(c) The department or agency head may limit the period during which any assurance shall remain effective or otherwise
condition or restrict the assurance.
(d) Certification is required when the research is supported by a Federal department or agency and not otherwise waived
under §46.101(i) or exempted under §46.104. For such research, institutions shall certify that each proposed research study
covered by the assurance and this section has been reviewed and approved by the IRB. Such certification must be submitted
as prescribed by the Federal department or agency component supporting the research. Under no condition shall research
covered by this section be initiated prior to receipt of the certification that the research has been reviewed and approved by the
IRB.
(e) For nonexempt research involving human subjects covered by this policy (or exempt research for which limited IRB
review takes place pursuant to §46.104(d)(2)(iii), (d)(3)(i)(C), or (d)(7) or (8)) that takes place at an institution in which IRB
oversight is conducted by an IRB that is not operated by the institution, the institution and the organization operating the IRB
shall document the institution's reliance on the IRB for oversight of the research and the responsibilities that each entity will
undertake to ensure compliance with the requirements of this policy (e.g., in a written agreement between the institution and the
IRB, by implementation of an institutionwide policy directive providing the allocation of responsibilities between the institution
and an IRB that is not affiliated with the institution, or as set forth in a research protocol).
(Approved by the Office of Management and Budget under Control Number 09900260)
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§46.104 Exempt research.
(a) Unless otherwise required by law or by department or agency heads, research activities in which the only involvement
of human subjects will be in one or more of the categories in paragraph (d) of this section are exempt from the requirements of
this policy, except that such activities must comply with the requirements of this section and as specified in each category.
(b) Use of the exemption categories for research subject to the requirements of subparts B, C, and D: Application of the
exemption categories to research subject to the requirements of 45 CFR part 46, subparts B, C, and D, is as follows:
(1) Subpart B. Each of the exemptions at this section may be applied to research subject to subpart B if the conditions of
the exemption are met.

(2) Subpart C. The exemptions at this section do not apply to research subject to subpart C, except for research aimed at
involving a broader subject population that only incidentally includes prisoners.
(3) Subpart D. The exemptions at paragraphs (d)(1), (4), (5), (6), (7), and (8) of this section may be applied to research
subject to subpart D if the conditions of the exemption are met. Paragraphs (d)(2)(i) and (ii) of this section only may apply to
research subject to subpart D involving educational tests or the observation of public behavior when the investigator(s) do not
participate in the activities being observed. Paragraph (d)(2)(iii) of this section may not be applied to research subject to subpart
D.
(c) [Reserved]
(d) Except as described in paragraph (a) of this section, the following categories of human subjects research are exempt
from this policy:
(1) Research, conducted in established or commonly accepted educational settings, that specifically involves normal
educational practices that are not likely to adversely impact students' opportunity to learn required educational content or the
assessment of educators who provide instruction. This includes most research on regular and special education instructional
strategies, and research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom
management methods.
(2) Research that only includes interactions involving educational tests (cognitive, diagnostic, aptitude, achievement),
survey procedures, interview procedures, or observation of public behavior (including visual or auditory recording) if at least one
of the following criteria is met:
(i) The information obtained is recorded by the investigator in such a manner that the identity of the human subjects cannot
readily be ascertained, directly or through identifiers linked to the subjects;
(ii) Any disclosure of the human subjects' responses outside the research would not reasonably place the subjects at risk of
criminal or civil liability or be damaging to the subjects' financial standing, employability, educational advancement, or
reputation; or
(iii) The information obtained is recorded by the investigator in such a manner that the identity of the human subjects can
readily be ascertained, directly or through identifiers linked to the subjects, and an IRB conducts a limited IRB review to make
the determination required by §46.111(a)(7).
(3)(i) Research involving benign behavioral interventions in conjunction with the collection of information from an adult
subject through verbal or written responses (including data entry) or audiovisual recording if the subject prospectively agrees to
the intervention and information collection and at least one of the following criteria is met:
(A) The information obtained is recorded by the investigator in such a manner that the identity of the human subjects
cannot readily be ascertained, directly or through identifiers linked to the subjects;
(B) Any disclosure of the human subjects' responses outside the research would not reasonably place the subjects at risk
of criminal or civil liability or be damaging to the subjects' financial standing, employability, educational advancement, or
reputation; or
(C) The information obtained is recorded by the investigator in such a manner that the identity of the human subjects can
readily be ascertained, directly or through identifiers linked to the subjects, and an IRB conducts a limited IRB review to make
the determination required by §46.111(a)(7).
(ii) For the purpose of this provision, benign behavioral interventions are brief in duration, harmless, painless, not physically
invasive, not likely to have a significant adverse lasting impact on the subjects, and the investigator has no reason to think the
subjects will find the interventions offensive or embarrassing. Provided all such criteria are met, examples of such benign
behavioral interventions would include having the subjects play an online game, having them solve puzzles under various noise
conditions, or having them decide how to allocate a nominal amount of received cash between themselves and someone else.
(iii) If the research involves deceiving the subjects regarding the nature or purposes of the research, this exemption is not
applicable unless the subject authorizes the deception through a prospective agreement to participate in research in
circumstances in which the subject is informed that he or she will be unaware of or misled regarding the nature or purposes of
the research.
(4) Secondary research for which consent is not required: Secondary research uses of identifiable private information or
identifiable biospecimens, if at least one of the following criteria is met:
(i) The identifiable private information or identifiable biospecimens are publicly available;

(ii) Information, which may include information about biospecimens, is recorded by the investigator in such a manner that
the identity of the human subjects cannot readily be ascertained directly or through identifiers linked to the subjects, the
investigator does not contact the subjects, and the investigator will not reidentify subjects;
(iii) The research involves only information collection and analysis involving the investigator's use of identifiable health
information when that use is regulated under 45 CFR parts 160 and 164, subparts A and E, for the purposes of “health care
operations” or “research” as those terms are defined at 45 CFR 164.501 or for “public health activities and purposes” as
described under 45 CFR 164.512(b); or
(iv) The research is conducted by, or on behalf of, a Federal department or agency using governmentgenerated or
governmentcollected information obtained for nonresearch activities, if the research generates identifiable private information
that is or will be maintained on information technology that is subject to and in compliance with section 208(b) of the E
Government Act of 2002, 44 U.S.C. 3501 note, if all of the identifiable private information collected, used, or generated as part
of the activity will be maintained in systems of records subject to the Privacy Act of 1974, 5 U.S.C. 552a, and, if applicable, the
information used in the research was collected subject to the Paperwork Reduction Act of 1995, 44 U.S.C. 3501 et seq.
(5) Research and demonstration projects that are conducted or supported by a Federal department or agency, or otherwise
subject to the approval of department or agency heads (or the approval of the heads of bureaus or other subordinate agencies
that have been delegated authority to conduct the research and demonstration projects), and that are designed to study,
evaluate, improve, or otherwise examine public benefit or service programs, including procedures for obtaining benefits or
services under those programs, possible changes in or alternatives to those programs or procedures, or possible changes in
methods or levels of payment for benefits or services under those programs. Such projects include, but are not limited to,
internal studies by Federal employees, and studies under contracts or consulting arrangements, cooperative agreements, or
grants. Exempt projects also include waivers of otherwise mandatory requirements using authorities such as sections 1115 and
1115A of the Social Security Act, as amended.
(i) Each Federal department or agency conducting or supporting the research and demonstration projects must establish,
on a publicly accessible Federal Web site or in such other manner as the department or agency head may determine, a list of
the research and demonstration projects that the Federal department or agency conducts or supports under this provision. The
research or demonstration project must be published on this list prior to commencing the research involving human subjects.
(ii) [Reserved]
(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.
(7) Storage or maintenance for secondary research for which broad consent is required: Storage or maintenance of
identifiable private information or identifiable biospecimens for potential secondary research use if an IRB conducts a limited
IRB review and makes the determinations required by §46.111(a)(8).
(8) Secondary research for which broad consent is required: Research involving the use of identifiable private information
or identifiable biospecimens for secondary research use, if the following criteria are met:
(i) Broad consent for the storage, maintenance, and secondary research use of the identifiable private information or
identifiable biospecimens was obtained in accordance with §46.116(a)(1) through (4), (a)(6), and (d);
(ii) Documentation of informed consent or waiver of documentation of consent was obtained in accordance with §46.117;
(iii) An IRB conducts a limited IRB review and makes the determination required by §46.111(a)(7) and makes the
determination that the research to be conducted is within the scope of the broad consent referenced in paragraph (d)(8)(i) of
this section; and (iv) The investigator does not include returning individual research results to subjects as part of the study plan.
This provision does not prevent an investigator from abiding by any legal requirements to return individual research results.
(Approved by the Office of Management and Budget under Control Number 09900260)
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§46.10546.106 [Reserved]
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§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 (professional competence), and the diversity of its members, including 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. The IRB shall be able to ascertain the acceptability of proposed
research in terms of institutional commitments (including policies and resources) 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 category of subjects that is vulnerable to coercion or undue influence, such as children,
prisoners, individuals with impaired decisionmaking capacity, or economically or educationally disadvantaged persons,
consideration shall be given to the inclusion of one or more individuals who are knowledgeable about and experienced in
working with these categories of subjects.
(b) 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.
(c) 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.
(d) 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.
(e) An IRB may, in its discretion, invite individuals with competence in special areas to assist in the review of issues that
require expertise beyond or in addition to that available on the IRB. These individuals may not vote with the IRB.
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§46.108 IRB functions and operations.
(a) In order to fulfill the requirements of this policy each IRB shall:
(1) Have access to meeting space and sufficient staff to support the IRB's review and recordkeeping duties;
(2) Prepare and maintain a current list of the IRB members identified by name; earned degrees; representative capacity;
indications of experience such as board certifications or licenses 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, fulltime employee, parttime employee, member of governing panel or board, stockholder, paid or unpaid consultant;
(3) Establish and follow written procedures for:
(i) Conducting its initial and continuing review of research and for reporting its findings and actions to the investigator and
the institution;
(ii) 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) Ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that investigators will
conduct the research activity in accordance with the terms of the IRB approval until any proposed changes have been reviewed
and approved by the IRB, except when necessary to eliminate apparent immediate hazards to the subject.
(4) Establish and follow written procedures for ensuring prompt reporting to the IRB; appropriate institutional officials; the
department or agency head; and the Office for Human Research Protections, HHS, or any successor office, or the equivalent
office within the appropriate Federal department or agency 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.
(b) Except when an expedited review procedure is used (as described in §46.110), an IRB must 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.
(Approved by the Office of Management and Budget under Control Number 09900260)
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§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, including exempt research activities under §46.104 for which limited IRB review is a
condition of exemption (under §46.104(d)(2)(iii), (d)(3)(i)(C), and (d)(7), and (8)).
(b) An IRB shall require that information given to subjects (or legally authorized representatives, when appropriate) 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 requiring review by the convened IRB at intervals appropriate to the
degree of risk, not less than once per year, except as described in §46.109(f).
(f)(1) Unless an IRB determines otherwise, continuing review of research is not required in the following circumstances:
(i) Research eligible for expedited review in accordance with §46.110;
(ii) Research reviewed by the IRB in accordance with the limited IRB review described in §46.104(d)(2)(iii), (d)(3)(i)(C), or
(d)(7) or (8);
(iii) Research that has progressed to the point that it involves only one or both of the following, which are part of the IRB
approved study:
(A) Data analysis, including analysis of identifiable private information or identifiable biospecimens, or
(B) Accessing followup clinical data from procedures that subjects would undergo as part of clinical care.
(2) [Reserved]
(g) An IRB 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 09900260)
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§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 of 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 Secretary will evaluate the list at least
every 8 years and amend it, as appropriate, after consultation with other federal departments and agencies and after publication
in the FEDERAL REGISTER for public comment. A copy of the list is available from the Office for Human Research Protections,
HHS, or any successor office.
(b)(1) An IRB may use the expedited review procedure to review the following:
(i) Some or all of the research appearing on the list described in paragraph (a) of this section, unless the reviewer
determines that the study involves more than minimal risk;
(ii) Minor changes in previously approved research during the period for which approval is authorized; or
(iii) Research for which limited IRB review is a condition of exemption under §46.104(d)(2)(iii), (d)(3)(i)(C), and (d)(7) and
(8).
(2) 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 nonexpedited procedure set forth in §46.108(b).
(c) Each IRB that uses an expedited review procedure shall adopt a method for keeping all members advised of research
proposals that 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.
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§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 that are consistent with sound research design and that 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 longrange effects of applying knowledge gained
in the research (e.g., 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. The IRB should be particularly cognizant of the special
problems of research that involves a category of subjects who are vulnerable to coercion or undue influence, such as children,
prisoners, individuals with impaired decisionmaking capacity, 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 or appropriately waived in accordance with §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.
(i) The Secretary of HHS will, after consultation with the Office of Management and Budget's privacy office and other
Federal departments and agencies that have adopted this policy, issue guidance to assist IRBs in assessing what provisions
are adequate to protect the privacy of subjects and to maintain the confidentiality of data.
(ii) [Reserved]
(8) For purposes of conducting the limited IRB review required by §46.104(d)(7)), the IRB need not make the
determinations at paragraphs (a)(1) through (7) of this section, and shall make the following determinations:
(i) Broad consent for storage, maintenance, and secondary research use of identifiable private information or identifiable
biospecimens is obtained in accordance with the requirements of §46.116(a)(1)(4), (a)(6), and (d);
(ii) Broad consent is appropriately documented or waiver of documentation is appropriate, in accordance with §46.117; and
(iii) If there is a change made for research purposes in the way the identifiable private information or identifiable
biospecimens are stored or maintained, 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,
individuals with impaired decisionmaking capacity, or economically or educationally disadvantaged persons, additional
safeguards have been included in the study to protect the rights and welfare of these subjects.
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§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.
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§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 09900260)
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§46.114 Cooperative research.
(a) Cooperative research projects are those projects covered by this policy that 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.
(b)(1) Any institution located in the United States that is engaged in cooperative research must rely upon approval by a
single IRB for that portion of the research that is conducted in the United States. The reviewing IRB will be identified by the
Federal department or agency supporting or conducting the research or proposed by the lead institution subject to the
acceptance of the Federal department or agency supporting the research.
(2) The following research is not subject to this provision:
(i) Cooperative research for which more than single IRB review is required by law (including tribal law passed by the official
governing body of an American Indian or Alaska Native tribe); or
(ii) Research for which any Federal department or agency supporting or conducting the research determines and
documents that the use of a single IRB is not appropriate for the particular context.
(c) For research not subject to paragraph (b) of this section, an institution participating in a cooperative project may enter
into a joint review arrangement, rely on the review of another IRB, or make similar arrangements for avoiding duplication of
effort.
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§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 forms, 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, including the rationale for conducting continuing review of research that
otherwise would not require continuing review as described in §46.109(f)(1).
(4) Copies of all correspondence between the IRB and the investigators.

(5) A list of IRB members in the same detail as described in §46.108(a)(2).
(6) Written procedures for the IRB in the same detail as described in §46.108(a)(3) and (4).
(7) Statements of significant new findings provided to subjects, as required by §46.116(c)(5).
(8) The rationale for an expedited reviewer's determination under §46.110(b)(1)(i) that research appearing on the expedited
review list described in §46.110(a) is more than minimal risk.
(9) Documentation specifying the responsibilities that an institution and an organization operating an IRB each will
undertake to ensure compliance with the requirements of this policy, as described in §46.103(e).
(b) The records required by this policy shall be retained for at least 3 years, and records relating to research that is
conducted shall be retained for at least 3 years after completion of the research. The institution or IRB may maintain the records
in printed form, or electronically. All records shall be accessible for inspection and copying by authorized representatives of the
Federal department or agency at reasonable times and in a reasonable manner.
(Approved by the Office of Management and Budget under Control Number 09900260)
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§46.116 General requirements for informed consent.
(a) General. General requirements for informed consent, whether written or oral, are set forth in this paragraph and apply to
consent obtained in accordance with the requirements set forth in paragraphs (b) through (d) of this section. Broad consent may
be obtained in lieu of informed consent obtained in accordance with paragraphs (b) and (c) of this section only with respect to
the storage, maintenance, and secondary research uses of identifiable private information and identifiable biospecimens.
Waiver or alteration of consent in research involving public benefit and service programs conducted by or subject to the
approval of state or local officials is described in paragraph (e) of this section. General waiver or alteration of informed consent
is described in paragraph (f) of this section. Except as provided elsewhere in this policy:
(1) Before involving a human subject in research covered by this policy, an investigator shall obtain the legally effective
informed consent of the subject or the subject's legally authorized representative.
(2) An investigator shall seek informed consent only under circumstances that provide the prospective subject or the legally
authorized representative sufficient opportunity to discuss and consider whether or not to participate and that minimize the
possibility of coercion or undue influence.
(3) The information that is given to the subject or the legally authorized representative shall be in language understandable
to the subject or the legally authorized representative.
(4) The prospective subject or the legally authorized representative must be provided with the information that a reasonable
person would want to have in order to make an informed decision about whether to participate, and an opportunity to discuss
that information.
(5) Except for broad consent obtained in accordance with paragraph (d) of this section:
(i) Informed consent must begin with a concise and focused presentation of the key information that is most likely to assist
a prospective subject or legally authorized representative in understanding the reasons why one might or might not want to
participate in the research. This part of the informed consent must be organized and presented in a way that facilitates
comprehension.
(ii) Informed consent as a whole must present information in sufficient detail relating to the research, and must be
organized and presented in a way that does not merely provide lists of isolated facts, but rather facilitates the prospective
subject's or legally authorized representative's understanding of the reasons why one might or might not want to participate.
(6) No informed consent may include any exculpatory language through which the subject or the legally authorized
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.
(b) Basic elements of informed consent. Except as provided in paragraph (d), (e), or (f) of this section, in seeking informed
consent the following information shall be provided to each subject or the legally authorized representative:
(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 that 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 that 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 researchrelated injury to the subject;
(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; and
(9) One of the following statements about any research that involves the collection of identifiable private information or
identifiable biospecimens:
(i) A statement that identifiers might be removed from the identifiable private information or identifiable biospecimens and
that, after such removal, the information or biospecimens could be used for future research studies or distributed to another
investigator for future research studies without additional informed consent from the subject or the legally authorized
representative, if this might be a possibility; or
(ii) A statement that the subject's information or biospecimens collected as part of the research, even if identifiers are
removed, will not be used or distributed for future research studies.
(c) Additional elements of informed consent. Except as provided in paragraph (d), (e), or (f) of this section, one or more of
the following elements of information, when appropriate, shall also be provided to each subject or the legally authorized
representative:
(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) that are currently unforeseeable;
(2) Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard
to the subject's or the legally authorized representative'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 that may relate to the subject's
willingness to continue participation will be provided to the subject;
(6) The approximate number of subjects involved in the study;
(7) A statement that the subject's biospecimens (even if identifiers are removed) may be used for commercial profit and
whether the subject will or will not share in this commercial profit;
(8) A statement regarding whether clinically relevant research results, including individual research results, will be
disclosed to subjects, and if so, under what conditions; and
(9) For research involving biospecimens, whether the research will (if known) or might include whole genome sequencing
(i.e., sequencing of a human germline or somatic specimen with the intent to generate the genome or exome sequence of that
specimen).
(d) Elements of broad consent for the storage, maintenance, and secondary research use of identifiable private information
or identifiable biospecimens. Broad consent for the storage, maintenance, and secondary research use of identifiable private
information or identifiable biospecimens (collected for either research studies other than the proposed research or nonresearch
purposes) is permitted as an alternative to the informed consent requirements in paragraphs (b) and (c) of this section. If the

subject or the legally authorized representative is asked to provide broad consent, the following shall be provided to each
subject or the subject's legally authorized representative:
(1) The information required in paragraphs (b)(2), (b)(3), (b)(5), and (b)(8) and, when appropriate, (c)(7) and (9) of this
section;
(2) A general description of the types of research that may be conducted with the identifiable private information or
identifiable biospecimens. This description must include sufficient information such that a reasonable person would expect that
the broad consent would permit the types of research conducted;
(3) A description of the identifiable private information or identifiable biospecimens that might be used in research, whether
sharing of identifiable private information or identifiable biospecimens might occur, and the types of institutions or researchers
that might conduct research with the identifiable private information or identifiable biospecimens;
(4) A description of the period of time that the identifiable private information or identifiable biospecimens may be stored
and maintained (which period of time could be indefinite), and a description of the period of time that the identifiable private
information or identifiable biospecimens may be used for research purposes (which period of time could be indefinite);
(5) Unless the subject or legally authorized representative will be provided details about specific research studies, a
statement that they will not be informed of the details of any specific research studies that might be conducted using the
subject's identifiable private information or identifiable biospecimens, including the purposes of the research, and that they
might have chosen not to consent to some of those specific research studies;
(6) Unless it is known that clinically relevant research results, including individual research results, will be disclosed to the
subject in all circumstances, a statement that such results may not be disclosed to the subject; and
(7) An explanation of whom to contact for answers to questions about the subject's rights and about storage and use of the
subject's identifiable private information or identifiable biospecimens, and whom to contact in the event of a researchrelated
harm.
(e) Waiver or alteration of consent in research involving public benefit and service programs conducted by or subject to the
approval of state or local officials—(1) Waiver. An IRB may waive the requirement to obtain informed consent for research
under paragraphs (a) through (c) of this section, provided the IRB satisfies the requirements of paragraph (e)(3) of this section.
If an individual was asked to provide broad consent for the storage, maintenance, and secondary research use of identifiable
private information or identifiable biospecimens in accordance with the requirements at paragraph (d) of this section, and
refused to consent, an IRB cannot waive consent for the storage, maintenance, or secondary research use of the identifiable
private information or identifiable biospecimens.
(2) Alteration. An IRB may approve a consent procedure that omits some, or alters some or all, of the elements of informed
consent set forth in paragraphs (b) and (c) of this section provided the IRB satisfies the requirements of paragraph (e)(3) of this
section. An IRB may not omit or alter any of the requirements described in paragraph (a) of this section. If a broad consent
procedure is used, an IRB may not omit or alter any of the elements required under paragraph (d) of this section.
(3) Requirements for waiver and alteration. In order for an IRB to waive or alter consent as described in this subsection, the
IRB must find and document that:
(i) 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:
(A) Public benefit or service programs;
(B) Procedures for obtaining benefits or services under those programs;
(C) Possible changes in or alternatives to those programs or procedures; or
(D) Possible changes in methods or levels of payment for benefits or services under those programs; and
(ii) The research could not practicably be carried out without the waiver or alteration.
(f) General waiver or alteration of consent—(1) Waiver. An IRB may waive the requirement to obtain informed consent for
research under paragraphs (a) through (c) of this section, provided the IRB satisfies the requirements of paragraph (f)(3) of this
section. If an individual was asked to provide broad consent for the storage, maintenance, and secondary research use of
identifiable private information or identifiable biospecimens in accordance with the requirements at paragraph (d) of this section,
and refused to consent, an IRB cannot waive consent for the storage, maintenance, or secondary research use of the
identifiable private information or identifiable biospecimens.

(2) Alteration. An IRB may approve a consent procedure that omits some, or alters some or all, of the elements of informed
consent set forth in paragraphs (b) and (c) of this section provided the IRB satisfies the requirements of paragraph (f)(3) of this
section. An IRB may not omit or alter any of the requirements described in paragraph (a) of this section. If a broad consent
procedure is used, an IRB may not omit or alter any of the elements required under paragraph (d) of this section.
(3) Requirements for waiver and alteration. In order for an IRB to waive or alter consent as described in this subsection, the
IRB must find and document that:
(i) The research involves no more than minimal risk to the subjects;
(ii) The research could not practicably be carried out without the requested waiver or alteration;
(iii) If the research involves using identifiable private information or identifiable biospecimens, the research could not
practicably be carried out without using such information or biospecimens in an identifiable format;
(iv) The waiver or alteration will not adversely affect the rights and welfare of the subjects; and
(v) Whenever appropriate, the subjects or legally authorized representatives will be provided with additional pertinent
information after participation.
(g) Screening, recruiting, or determining eligibility. An IRB may approve a research proposal in which an investigator will
obtain information or biospecimens for the purpose of screening, recruiting, or determining the eligibility of prospective subjects
without the informed consent of the prospective subject or the subject's legally authorized representative, if either of the
following conditions are met:
(1) The investigator will obtain information through oral or written communication with the prospective subject or legally
authorized representative, or
(2) The investigator will obtain identifiable private information or identifiable biospecimens by accessing records or stored
identifiable biospecimens.
(h) Posting of clinical trial consent form. (1) For each clinical trial conducted or supported by a Federal department or
agency, one IRBapproved informed consent form used to enroll subjects must be posted by the awardee or the Federal
department or agency component conducting the trial on a publicly available Federal Web site that will be established as a
repository for such informed consent forms.
(2) If the Federal department or agency supporting or conducting the clinical trial determines that certain information should
not be made publicly available on a Federal Web site (e.g. confidential commercial information), such Federal department or
agency may permit or require redactions to the information posted.
(3) The informed consent form must be posted on the Federal Web site after the clinical trial is closed to recruitment, and
no later than 60 days after the last study visit by any subject, as required by the protocol.
(i) Preemption. The informed consent requirements in this policy are not intended to preempt any applicable Federal, state,
or local laws (including tribal laws passed by the official governing body of an American Indian or Alaska Native tribe) that
require additional information to be disclosed in order for informed consent to be legally effective.
(j) Emergency medical care. 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 (including tribal law
passed by the official governing body of an American Indian or Alaska Native tribe).
(Approved by the Office of Management and Budget under Control Number 09900260)
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§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
informed consent form approved by the IRB and signed (including in an electronic format) by the subject or the subject's legally
authorized representative. A written copy shall be given to the person signing the informed consent form.
(b) Except as provided in paragraph (c) of this section, the informed consent form may be either of the following:
(1) A written informed consent form that meets the requirements of §46.116. The investigator shall give either the subject or
the subject's legally authorized representative adequate opportunity to read the informed consent form before it is signed;
alternatively, this form may be read to the subject or the subject's legally authorized representative.

(2) A short form written informed consent form 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, and that the key information required by
§46.116(a)(5)(i) was presented first to the subject, before other information, if any, was provided. The IRB shall approve a
written summary of what is to be said to the subject or the legally authorized representative. When this method is used, there
shall be a witness to the oral presentation. Only the short form itself is to be signed by the subject or the subject's legally
authorized 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
subject's legally authorized representative, in addition to a copy of the short form.
(c)(1) An IRB may waive the requirement for the investigator to obtain a signed informed consent form for some or all
subjects if it finds any of the following:
(i) That the only record linking the subject and the research would be the informed consent form and the principal risk
would be potential harm resulting from a breach of confidentiality. Each subject (or legally authorized representative) will be
asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern;
(ii) 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; or
(iii) If the subjects or legally authorized representatives are members of a distinct cultural group or community in which
signing forms is not the norm, that the research presents no more than minimal risk of harm to subjects and provided there is an
appropriate alternative mechanism for documenting that informed consent was obtained.
(2) In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects or
legally authorized representatives with a written statement regarding the research.
(Approved by the Office of Management and Budget under Control Number 09900260)
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§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 Federal 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. Except for research waived under §46.101(i) or exempted under §46.104, 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 Federal department or agency component supporting the
research.
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§46.119 Research undertaken without the intention of involving human subjects.
Except for research waived under §46.101(i) or exempted under §46.104, 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 Federal
department or agency component supporting the research, and final approval given to the proposed change by the Federal
department or agency component.
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§46.120 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
Federal department or agency through such officers and employees of the Federal 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.
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§46.121 [Reserved]
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§46.122 Use of Federal funds.
Federal funds administered by a Federal department or agency may not be expended for research involving human
subjects unless the requirements of this policy have been satisfied.
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§46.123 Early termination of research support: Evaluation of applications and proposals.
(a) The department or agency head may require that Federal 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/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).
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§46.124 Conditions.
With respect to any research project or any class of research projects the department or agency head of either the
conducting or the supporting Federal department or agency 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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Subpart B—Additional Protections for Pregnant Women, Human Fetuses and Neonates Involved
in Research
SOURCE: 66 FR 56778, Nov. 13, 2001, unless otherwise noted.
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§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,
human fetuses, neonates of uncertain viability, or nonviable neonates 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 §46.101(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.
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§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 that exhibits neither heartbeat, spontaneous respiratory activity, spontaneous movement of
voluntary muscles, nor pulsation of the umbilical cord.

(b) Delivery means complete separation of the fetus from the woman by expulsion or extraction or any other means.
(c) Fetus means the product of conception from implantation until delivery.
(d) Neonate means a newborn.
(e) Nonviable neonate means a neonate after delivery that, although living, is not viable.
(f) 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.
(g) 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.
(h) Viable, as it pertains to the neonate, 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 neonate is viable for
purposes of this subpart. If a neonate is viable then it may be included in research only to the extent permitted and in
accordance with the requirements of subparts A and D of this part.
Back to Top
§46.203 Duties of IRBs in connection with research involving pregnant women, fetuses, and neonates.
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.
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§46.204 Research involving pregnant women or fetuses.
Pregnant women or fetuses 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 nonpregnant women, have been conducted and provide data for assessing potential risks to pregnant
women and fetuses;
(b) The risk to the fetus is caused solely by interventions or procedures that hold out the prospect of direct benefit for the
woman or the fetus; or, if there is no such prospect of benefit, the risk to the fetus is not greater than minimal and the purpose of
the research is the development of important biomedical knowledge which cannot be obtained by any other means;
(c) Any risk is the least possible for achieving the objectives of the research;
(d) If the research holds out the prospect of direct benefit to the pregnant woman, the prospect of a direct benefit both to
the pregnant woman and the fetus, or no prospect of benefit for the woman nor the fetus when risk to the fetus is not greater
than minimal and the purpose of the research is the development of important biomedical knowledge that cannot be obtained
by any other means, her consent is obtained in accord with the informed consent provisions of subpart A of this part;
(e) If the research holds out the prospect of direct benefit solely to the fetus then the consent of the pregnant woman and
the father is obtained in accord with the informed consent provisions of subpart A of this part, except that the father's consent
need not be obtained if he is unable to consent because of unavailability, incompetence, or temporary incapacity or the
pregnancy resulted from rape or incest.
(f) Each individual providing consent under paragraph (d) or (e) of this section is fully informed regarding the reasonably
foreseeable impact of the research on the fetus or neonate;
(g) For children as defined in §46.402(a) who are pregnant, assent and permission are obtained in accord with the
provisions of subpart D of this part;
(h) No inducements, monetary or otherwise, will be offered to terminate a pregnancy;
(i) 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

(j) Individuals engaged in the research will have no part in determining the viability of a neonate.
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§46.205 Research involving neonates.
(a) Neonates of uncertain viability and nonviable neonates 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 neonates.
(2) Each individual 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 neonate.
(3) Individuals engaged in the research will have no part in determining the viability of a neonate.
(4) The requirements of paragraph (b) or (c) of this section have been met as applicable.
(b) Neonates of uncertain viability. Until it has been ascertained whether or not a neonate is viable, a neonate 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 neonate to the point of viability, and
any risk is the least possible for achieving that objective, 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 added risk to the neonate resulting from the research; and
(2) The legally effective informed consent of either parent of the neonate 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, except that the consent of the father or his legally authorized
representative need not be obtained if the pregnancy resulted from rape or incest.
(c) Nonviable neonates. After delivery nonviable neonate may not be involved in research covered by this subpart unless
all of the following additional conditions are met:
(1) Vital functions of the neonate will not be artificially maintained;
(2) The research will not terminate the heartbeat or respiration of the neonate;
(3) There will be no added risk to the neonate 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 neonate is obtained in accord with subpart A of this part,
except that the waiver and alteration provisions of §46.116(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
neonate will suffice to meet the requirements of this paragraph (c)(5), except that the consent of the father need not be obtained
if the pregnancy resulted from rape or incest. The consent of a legally authorized representative of either or both of the parents
of a nonviable neonate will not suffice to meet the requirements of this paragraph (c)(5).
(d) Viable neonates. A neonate, after delivery, that has been determined to be viable 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.
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§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.
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§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, fetuses, or neonates.
The Secretary will conduct or fund research that the IRB does not believe meets the requirements of §46.204 or §46.205
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, fetuses or neonates; 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, fetuses or neonates;
(ii) The research 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.
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Subpart C—Additional Protections Pertaining to Biomedical and Behavioral Research Involving
Prisoners as Subjects
SOURCE: 43 FR 53655, Nov. 16, 1978, unless otherwise noted.
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§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.
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§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.
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§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.
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§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, Nov. 16, 1978, as amended at 46 FR 8386, Jan. 26, 1981]
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§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 followup 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 prisoners' 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.
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§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 wellbeing 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.
Back to Top

Subpart D—Additional Protections for Children Involved as Subjects in Research
SOURCE: 48 FR 9818, Mar. 8, 1983, unless otherwise noted.
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§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, Mar. 8, 1983; 56 FR 28032, June 18, 1991; 56 FR 29757, June 28, 1991]
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§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.
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§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.
Back to Top
§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.
Back to Top
§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 wellbeing, 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.
Back to Top
§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 wellbeing 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.
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§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.
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§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 wellbeing 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.
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§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.
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Subpart E—Registration of Institutional Review Boards
SOURCE: 74 FR 2405, Jan. 15, 2009, unless otherwise noted.
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§46.501 What IRBs must be registered?
Each IRB that is designated by an institution under an assurance of compliance approved for federalwide use by the Office
for Human Research Protections (OHRP) under §46.103(a) and that reviews research involving human subjects conducted or
supported by the Department of Health and Human Services (HHS) must be registered with HHS. An individual authorized to
act on behalf of the institution or organization operating the IRB must submit the registration information.
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§46.502 What information must be provided when registering an IRB?
The following information must be provided to HHS when registering an IRB:
(a) The name, mailing address, and street address (if different from the mailing address) of the institution or organization
operating the IRB(s); and the name, mailing address, phone number, facsimile number, and electronic mail address of the
senior officer or head official of that institution or organization who is responsible for overseeing activities performed by the IRB.
(b) The name, mailing address, phone number, facsimile number, and electronic mail address of the contact person
providing the registration information.
(c) The name, if any, assigned to the IRB by the institution or organization, and the IRB's mailing address, street address (if
different from the mailing address), phone number, facsimile number, and electronic mail address.
(d) The name, phone number, and electronic mail address of the IRB chairperson.
(e)(1) The approximate numbers of:
(i) All active protocols; and
(ii) Active protocols conducted or supported by HHS.
(2) For purpose of this regulation, an “active protocol” is any protocol for which the IRB conducted an initial review or a
continuing review at a convened meeting or under an expedited review procedure during the preceding twelve months.
(f) The approximate number of fulltime equivalent positions devoted to the IRB's administrative activities.
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§46.503 When must an IRB be registered?
An IRB must be registered before it can be designated under an assurance approved for federalwide use by OHRP under
§46.103(a). IRB registration becomes effective when reviewed and accepted by OHRP. The registration will be effective for 3
years.
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§46.504 How must an IRB be registered?

Each IRB must be registered electronically through http://ohrp.cit.nih.gov/efile unless an institution or organization lacks the
ability to register its IRB(s) electronically. If an institution or organization lacks the ability to register an IRB electronically, it must
send its IRB registration information in writing to OHRP.
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§46.505 When must IRB registration information be renewed or updated?
(a) Each IRB must renew its registration every 3 years.
(b) The registration information for an IRB must be updated within 90 days after changes occur regarding the contact
person who provided the IRB registration information or the IRB chairperson. The updated registration information must be
submitted in accordance with §46.504.
(c) Any renewal or update that is submitted to, and accepted by, OHRP begins a new 3year effective period.
(d) An institution's or organization's decision to disband a registered IRB which it is operating also must be reported to
OHRP in writing within 30 days after permanent cessation of the IRB's review of HHSconducted or supported research.
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F

or the first time since it was
issued in 1991, the Common
Rule — the set of federal regulations for ethical conduct of
human-subjects research — has
been updated. Most of the new
requirements, many of which increase flexibility, will go into effect in 2018, which gives institutions a year to work toward
implementation.
The public saw the beginnings of this effort in 2011,
when the Department of Health
and Human Services issued an
Advance Notice of Proposed Rulemaking, signaling an interest in
modernizing the regulations by
enhancing protections for human
research participants and reducing
unnecessary burden and ambiguity for researchers.1 In September
2015, a Notice of Proposed Rulemaking (NPRM) identifying numerous proposed changes was
released for public comment, generating a robust and energetic discussion of the proposals’ merits.2
More than 2100 comments were

submitted, from a fairly wide
swath of the public, including individuals, institutions, organizations, and societies. These comments, and influential reports
including one from the National
Academies of Sciences, Engineering, and Medicine,3 led to a long
process of deliberation and discussion. The result is a final rule
that differs significantly from
what was initially proposed.
Most notably, the new rule
does not adopt the proposal to
cover researchers’ use of unidentified biospecimens (such as leftover portions of blood samples)
and to require informed consent
for such research. This proposal
generated far more comments
than any other, and by a substantial margin those comments opposed the proposal. Commenters
in every category — institutions,
researchers, people working in
programs that protect research
participants, and people with no
employment connection to the
research world — expressed con-
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cern that implementing this proposal could significantly harm the
ability to do important research,
without producing any substantial off-setting benefits. The public response was particularly noteworthy, given that the premise
behind the proposal was specifically tied to public sentiment:
the NPRM had stated that continuing to allow research on unidentified biospecimens without
consent would place “the publiclyfunded research establishment in
an increasingly untenable position because it is not consistent
with the majority of the public’s
wishes.” That premise now seems
questionable. Accordingly, the proposals that would have made it
harder to do research with unidentified biospecimens are not
included in the new rule.
The rule also does not include
proposals that were unpopular at
least in part because they were
dependent on additional rules or
criteria that were not yet developed (and thus could not be
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evaluated), such as government
templates for broad consent, a
standardized set of privacy and
security safeguards, and an online decision tool that could be
used by anyone to determine
whether a research project fit under an exemption from the rule’s
requirements. Commenters’ complaints about the complexity of
some proposals also shaped the
final rule, including the federal

or modified in response to comments. Among other things, they
will require that prospective participants be given the information
that a “reasonable person” would
want to have in order to make
a decision about participating
(a standard that is commonly used
for consent to clinical care); that
sufficient detail be provided regarding the research; and that
the consent form be organized to

We hope that the greater protections
provided to research participants will result
in greater trust in the research enterprise
and that the new flexibility will foster
creative and innovative ways of further
improving oversight.
agencies’ decision not to adopt
the proposal to extend the Common Rule to clinical trials that
are not federally funded.
On the other hand, some of
the NPRM proposals received substantial public support. One of
these related to improving informed consent so that people
would be better informed when
making decisions about whether
to participate in particular research studies. It has long been
recognized that under the current rules, consent forms have
been growing longer and can be
difficult to understand. They too
often appear to be designed more
for protecting the legal interests
of institutions conducting research
than for helping someone make
a decision about participation.
To improve consent forms and
the process of obtaining consent,
the new rules adopt a series of
provisions that were in the NPRM
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facilitate understanding of why
one might or might not want to
participate.
The new rules also adopt a
slightly modified version of the
NPRM proposal with regard to
the information’s presentation. To
combat the growth in length and
complexity of consent forms,
which too frequently means that
the most important information
ends up buried, informed consent will be required to begin with
a “concise and focused” presentation of the key information that
will most likely help someone
make a decision about whether
to participate in a study. So, for
example, in a complicated randomized cancer clinical trial, this
section of the consent form would
probably include information
about the most important risks,
similar to what a doctor would
commonly say to a patient in the
clinical setting. The pages of ta-
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bles that often include hundreds
of risks, ranked according to likelihood and severity, which are
commonly used in current consent forms, could still be included in the form but could not be
part of this initial concise presentation of key information. Another complementary new provision is a requirement, made more
flexible than was proposed in the
NPRM, to post online one version of a consent form used to
enroll participants in federally
funded clinical trials.
Other proposed reforms preserved in the new rule represent
significant improvements in the
oversight system that aim to reduce unnecessary regulatory burden and enhance protections for
research participants. Many observers argue that human research
participants could be better protected if less time and effort were
devoted to the oversight of lowrisk studies, so that institutional
review boards (IRBs), administrators, and researchers could focus
on ensuring appropriate protections in higher-risk studies. The
new rule facilitates this shift in a
number of ways. For example, it
creates additional exemptions for
low-risk studies, eliminates the
need for continuing review for
many studies, and provides a new
option for facilitating the screening of potential participants so
long as researchers keep information confidential.
In addition, the rule includes
an option permitting researchers
to seek broad consent, which allows participants to agree to researchers’ using their identifiable
private information or identifiable
biospecimens, originally obtained
for other purposes such as clinical care, for future, yet-to-bespecified research studies. We
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envision that broad consent may
enhance people’s opportunity to
decide whether their identifiable
private information or identifiable biospecimens may be used
by researchers for secondary research studies in circumstances in
which investigators might have
previously chosen to remove personal identifiers before conducting a study or to seek a waiver of
consent from an IRB. The latter
two options are still available under the new rule, in contrast to
the NPRM’s proposals with respect to biospecimens. At the
same time, we expect that broad
consent, which has been made
more flexible than it was in the
NPRM, will at least sometimes
be the preferred option for both
participants and researchers.
The new rule also adopts the
proposal to generally require single-IRB review for multi-institutional studies conducted in the
United States. In response to public concerns, while the rule establishes single-IRB review as the
default, it allows any federal
agency supporting or conducting
research to determine that the

use of a single IRB is not appropriate for a particular context (in
contrast to the NPRM’s proposal
to require that such determinations be made on a study-by-study
basis). The goal of encouraging
the use of single-IRB review in
this way is to empower that IRB
to better protect all human participants in a given study, while
eliminating the time and effort
associated with multiple IRB reviews and the need for reconciling different IRB determinations.
As institutions, IRBs, and researchers integrate the new rules
into their practices, we hope that
the greater protections provided
to research participants will result
in greater trust in the research
enterprise and that the new flexibility offered to researchers and
IRBs will foster creative and innovative ways of further improving the oversight of the humansubject protection system. For
many years, observers have said
that the Common Rule would
never be changed. Change has
now occurred, we believe for the
better. And when the research
enterprise evolves further and ad-
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ditional changes are warranted,
the new rule is proof that positive regulatory reform is indeed
possible.
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Opinion

BORDEN, J.
The principal issue in this appeal, taken from the trial court's judgment on a defendants' verdict in this medical malpractice action, is
whether the trial court properly excluded from evidence a certain report of a federal commission regarding the protection of human
787

subjects of biomedical and behavioral research.[1] *787 The plaintiff, John Ancheff,[2] appeals[3] from the judgment of the trial court
for the defendants, Hartford Hospital (hospital) and Jonathan Tress,[4] rendered following the jury verdict in their favor. The plaintiff
claims that the trial court improperly: (1) excluded from evidence the Belmont Report; (2) excluded from evidence a certain medical
consent form; and (3) instructed the jury on the question of the meaning of medical research. We affirm the judgment of the trial
court.
The plaintiff brought this medical malpractice action against the hospital for injuries he allegedly had suffered arising out of an
improperly administered program involving a drug known as Gentamicin. Insofar as is relevant to the issues on appeal, the plaintiff
claimed that the hospital had improperly: conducted clinical trials and study procedures regarding Gentamicin; failed to inform the
plaintiff that he was a participant in such a trial or procedure; failed to obtain his informed consent for such participation; and failed
to disclose to him the experimental nature of his course of treatment with the drug. After a trial to the jury, a verdict was returned in
favor of the hospital. The plaintiff then moved to set aside the verdict, which the trial court denied. This appeal followed.
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*788 The jury reasonably could have found the following facts. In January, 1993, the plaintiff underwent back surgery, after which he
developed a deep wound infection reaching his spinal column. He was admitted to the hospital on February 5, 1993, where Tress
was consulted as a specialist in infectious diseases. Cultures disclosed the presence of enterococcus, a difficult bacteria to
eradicate. Because Tress suspected enterococcal osteomyelitis, a potentially lifethreatening form of bone infection, he ordered a
course of combined antibiotic therapy of Gentamicin[5] and Unasyn. Gentamicin has known nephrotoxic and ototoxic[6] effects
regardless of how it is administered.
Initially, Tress ordered Gentamicin to be administered once a day in a dose of 480 milligrams. Pursuant to an inpatient dosing
program previously enacted by the hospital, the hospital pharmacy increased the daily dosage to 615 milligrams.[7] Thereafter,
Tress examined the plaintiff's condition, and determined that the increased dosage was appropriate. The plaintiff received this
combined dosage of drug therapy for approximately twelve days in the hospital. During that time, his kidney clearance and serum
levels were monitored for signs of impaired kidney clearance and drug accumulation, with negative results during the plaintiff's stay
in the hospital. The plaintiff was discharged from the hospital on February 24, 1993.

Tress prescribed a course of home intravenous antibiotic therapy of Gentamicin and Unasyn at the same levels, in order to
eradicate the infection. Although the infection was successfully treated, on March 17, 1993, the plaintiff developed side effects from
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the Gentamicin, namely, vestibular toxicity, or poisonous effects to *789 the inner ear, which resulted in the loss of the functioning of
his inner ear, including his sense of balance. The plaintiff claimed at trial that he suffered total and permanent destruction of the
functioning of his inner ear due to an excessive administration of Gentamicin.

I
THE BELMONT REPORT
The plaintiff first claims that the trial court improperly excluded from evidence the Belmont Report. Specifically, he claims that he
sought to establish at trial that the hospital's program of administering Gentamicin constituted medical research, and that, therefore,
the hospital was required to have that program reviewed by an institutional review board and to provide the plaintiff with a detailed
written consent form outlining the risks, benefits and alternatives, as well as the experimental nature, of the program.[8] The
Belmont Report, he claims, supported this claim. We conclude that, as the question was presented to the trial court, the court did
not abuse its discretion in excluding the Belmont Report from evidence.
In order to analyze this claim, it is necessary to recount, first, the role that the question of medical research played in the trial. At the
heart of the plaintiff's case, insofar as this appeal is concerned, was his claim that the hospital's program for administering
Gentamicin, known as the oncedaily aminoglycoside regimen,[9] constituted engaging in medical research. The hospital did not
challenge the proposition that, if the Gentamicin program had constituted medical research, such a review and consent form would
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have been required. *790 It vigorously contested, however, the claim that the program constituted research. The hospital claimed, to
the contrary, that it constituted the implementation of a program or practice of medical therapy, which, in turn, was aimed, not at
validating an untested theory or hypothesis, but at using the available literature, including prior research and clinical data, for the
improvement of patient care and safety. Thus, whether the Gentamicin program constituted medical research, as claimed by the
plaintiff, or the implementation of a therapeutic program for patient care and safety, as claimed by the hospital, was litigated as a
question of fact. There was conflicting evidence produced on the question.
The plaintiff produced the following evidence tending to prove that the hospital's Gentamicin program constituted medical research.
The hospital's program provided for a level dose of seven milligrams per kilogram of body weight (7 mg/kg), a dosage that
previously had not been tested on humans. In 1993, the hospital was the only one in the country that prescribed that dosage to
entire classes of patients. This dosage departed from the conventional dosage of 3 mg/kg approved by the federal Food and Drug
Administration. The hospital had described both the dosage of 7 mg/kg and its method of administration, namely, one daily injection
as opposed to the conventional administration of three injections per day, as "radical." In addition, the hospital administered the
drug to a class of patients pursuant to a "protocol," which meant that, if a physician failed to prescribe the dosage of 7 mg/kg called
for in the protocol, the hospital pharmacist would change the dosage automatically.
In publications to the medical community, the hospital had stated that the Gentamicin program was "a radical change from standard
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aminoglycoside administration schedules," and that "the [Gentamicin] program *791 was unlike most other hospitalwide programs
because it was not a conversion to a therapeutic alternative but, rather, a radical change in both the conventional dosing and
administration of the aminoglycosides." Data was collected by the hospital on each patient apart from what was kept in the patient's
medical record. In addition, the physicians responsible for enacting the Gentamicin program at the hospital, namely, Charles
Nightingale, David Nicolau and Richard Quintilliani, lectured to the medical community on the findings of the program.
Furthermore, the plaintiff introduced a definition of research contained in the Code of Federal Regulations that was applicable to the
hospital. That regulation defined research as "a systematic investigation, including research development, testing and evaluation,
designed to develop or contribute to generalizable knowledge . . . ." 45 C.F.R. § 46.102 (d); see footnote 15 of this opinion for the
full text of this definition. Finally, the plaintiff's expert witness, Wilmer Leigh Thompson, a physician, testified that, in his opinion, the
hospital's Gentamicin program constituted medical research. In the course of rendering his opinion, Thompson, in effect, gave a
definition of research that supported his opinion that the Gentamicin program constituted research.[10]
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The hospital, to the contrary, offered the following evidence tending to prove that the Gentamicin program did not constitute medical
research. Before the program *792 was enacted by the hospital in August, 1992, the physicians in the hospital's department of
infectious diseases, pharmacy and therapeutics committee, antiobiotic subcommittee, and medical executive committee approved

it. On the basis of the voluminous data and known principles of pharmacokinetics,[11] these committees and the physicians on them
determined that the program embodied sound policy for the wellbeing of patients and did not constitute medical research.
In addition, the hospital introduced evidence to establish the following. The Gentamicin program had been widely studied for many
years before the hospital implemented it, and it was not implemented to test the safety of Gentamicin. The program was not a
clinical trial, and its implementation did not involve control groups, randomization or double blinding, which are some hallmarks of
research. There was no motivation to advertise the drug, to secure funding from a drug company, or to report findings to the Federal
Drug Administration. The prime considerations in the implementation of the program were efficacy of outcome and patient safety.
On the basis of the scientific data, the program was implemented for inpatients at the hospital to maximize the killing of bacteria and
discourage the accumulation of the drug in the patient's body. It permitted a greater drugfree interval than the conventional method
of administration, and therefore resulted in less accumulation of the drug, and was at least as safe and more effective than multiple
daily dosing. In addition, the hospital presented evidence that the Gentamicin program is now employed in approximately 80
percent of the hospitals in the United States.
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*793 Finally, the hospital offered the expert testimony of four witnesses that the Gentamicin program did not constitute medical
research. These witnesses included David Gilbert, a physician, as well as Nightingale, Nicolau and Quintilliani. As was the case
with Thompson, each of these expert witnesses gave a definition of research that supported his opinion that the Gentamicin
program did not constitute research.[12]
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With this background in mind, we turn to the plaintiff's evidentiary claim regarding the Belmont Report. *794 The following additional
facts, including a summary of the Belmont Report, are necessary in order to understand and evaluate this claim.
On July 30, 1992, Nightingale, who was vice president of research at the hospital, signed an agreement with the federal Office of
Protection from Research Risks, an agency of the United States Department of Health and Human Services. This agreement was a
"multiple project assurance," which permitted the hospital to conduct research and to receive federal funding to support its research
programs. This agreement governed "how research projects are to be conducted when one or more organizations are involved in
doing that research," but it did not define the term "research." In the agreement, however, under the heading entitled "Ethical
Principles," the hospital agreed to the following: "This institution [the hospital] 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)."
The Belmont Report consists of ten singlespaced pages. The Belmont Report's introductory passage points out that, although "
[s]cientific research has produced substantial social benefits . . . [i]t has also posed some troubling ethical questions." It then refers
to "reported abuses of human subjects in biomedical experiments, especially during the Second World War." It refers next to the
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"Nuremberg War Crimes Trials," *795 and to the "Nuremberg Code . . . drafted as a set of standards for judging physicians and
scientists who had conducted biomedical experiments on concentration camp prisoners." According to the Belmont Report, "[t]his
code became the prototype of many later codes intended to assure that research involving human subjects would be carried out in
an ethical manner." The report then states that, because those codes that followed the Nuremberg Code "often are inadequate to
cover complex situations," and sometimes are conflicting and "difficult to interpret or apply," the report would identify (1) "a
distinction between research and practice," and (2) three broader principles, or general prescriptive judgments, that are "relevant to
the ethic of research involving human subjects," namely, respect for person, beneficence and justice. The report acknowledged that
these "principles cannot always be applied so as to resolve beyond dispute ethical problems. The objective is to provide an
analytical framework that will guide the resolution of ethical problems arising from research involving human subjects."
The next part of the Belmont Report, entitled "Boundaries Between Practice and Research," sought "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." It acknowledged that 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 the terms `experimental' and `research' are
not carefully defined."
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The Belmont Report then stated: "For the most part, the term `practice' refers to interventions that are designed solely to enhance
the well being of an individual *796 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. 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
generalized 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.
"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."
The next three pages of the Belmont Report are devoted to a discussion under the heading, "Basic Ethical Principles." This
discussion is, in turn, divided into three parts, entitled "Respect for Persons," "Beneficence" and "Justice." It is fair to characterize
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this discussion *797 as highly abstract. The discussion refers in quite philosophical terms to, subjects such as: personal autonomy;
selfdetermination; the ethical considerations involved in using imprisoned persons as subjects of research; the Hippocratic maxim
of "do no harm" and the Hippocratic oath's requirement that physicians benefit their patients "according to their best judgment";
research involving children as subjects; and various meanings of the term "justice," such as whether burdens are to be distributed to
each person equally, to each according to his needs, to each according to his societal contribution, or to each according to merit. In
this connection, the report asserts that, during the nineteenth and twentieth centuries, the burdens of serving as subjects of medical
research fell largely on "poor ward patients," and noted that "the exploitation of unwilling prisoners as research subjects in Nazi
concentration camps was condemned as a particularly flagrant injustice." The Belmont Report also noted that, "in the 1940s, the
Tuskegee syphilis study used disadvantaged, rural black men to study the untreated course of a disease that is by no means
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confined to that population."[13] The report concluded this portion by warning that "the selection of research subjects needs to be
scrutinized in order to determine whether some classes (e.g., welfare patients, particular racial and ethnic *798 minorities, or
persons confined to institutions) are being systematically selected simply because of their easy availability, their compromised
position, or their manipulability, rather than for reasons directly related to the problem being studied."
The final five pages of the Belmont Report, under the heading, "Applications," are themselves divided into three categories, entitled
"Informed Consent," "Assessment of Risks and Benefits" and "Selection of Subjects." The discussion contained therein is also
carried on at a high level of abstraction. The first category, "Informed Consent," is further subdivided into abstract discussions of
"Information," "Comprehension" and "Voluntariness." The second category, "Assessment of Risks and Benefits," is further
subdivided into a general discussion under the headings "The Nature and Scope of Risks and Benefits" and "The Systematic
Assessment of Risks and Benefits." The third category, "Selection of Subjects," focuses on the role of "the principle of justice" in the
selection of research subjects, and concludes with the warning that "[c]ertain 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."
The trial court addressed the question of the admissibility of the Belmont Report on several occasions during the trial proceedings.
On the first occasion, the court addressed the report only indirectly, in response to a motion in limine, dated May 5, 2000, filed by
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the hospital before opening arguments. The hospital alleged that, in *799 deposition testimony, Thompson had "testified as to
`human experimentation' and alleged violations of the Nuremberg Code, [the] Geneva Convention, Helsinki Accord, et cetera." The
hospital moved to "preclude reference by the plaintiff, his attorneys or witnesses to such issues as `human experimentation,'
violations [of] the Nuremberg Code, the Geneva Convention, Helsinki Accord, et cetera, and/or making references to the Tuskegee
Study, World War II experimentation, et cetera," on the grounds that such references were irrelevant and unduly prejudicial, and
likely to inflame the jury. The court held argument on the motion on May 15. It is evident from the transcript of this argument that the
court and parties considered the motion in limine to address both the plaintiff's anticipated opening argument and his evidence.
In response to the trial court's initial indication that such references would constitute "unfair argument," the plaintiff's initial position
was that all of the references, with the sole exception of the reference to Nazi Germany, were relevant to the standard of care. He
represented that he would not use the terms "Nazi Germany" or "human experimentation," but he insisted that he be permitted to
refer to the Tuskegee study because "the foundation of [the] regulations" about using humans as subjects of human research was

"the Belmont Report, and that's where all these regulations . . . come from," and that "out of Tuskegee came the Belmont Report."
The court granted the motion in limine.
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The next instance occurred on May 22, 2000, when, prior to opening arguments, the trial court and counsel conferred preliminarily
regarding certain documents, including the Belmont Report, which had been filed by the plaintiff as proposed exhibits, as to some of
which the hospital objected. In response to the hospital's objection to the report, including its references to *800 human
experimentation, the Nuremberg Code and the Tuskegee study, and recalling "the same issues . . . which we hashed through the
other day," the plaintiff claimed that the Belmont Report was admissible because "the standards that I'm going to be claiming were
violated are contained in" the report, and the report "is the best evidence of what [the hospital was] required to do." The plaintiff
argued that the Belmont Report "is evidence of what the standard of care was in conducting any research involving humans." He
contended further that his expert witnesses would testify that the hospital was "required to get, pursuant to [the report] the informed
consent of the [plaintiff] if [it] wanted to continue with research or include him in the research," and to submit the research to an
institutional review board. He then repeated his claim that the Belmont Report contained the standards to which the hospital was to
be held in treating the plaintiff, and that it was "absolutely essential that [he] be able to introduce [the report] and show [it] to the jury,
[and] explain what the standards are."
The plaintiff also asserted that the Belmont Report was admissible because the hospital had represented in the July 30, 1992
agreement with the federal government that "we want to be able to advertise and to reap the benefits of assuring people that we're
going to do research the right way, and here's the standards that we're going to live up to in conducting this research," that those
standards "define research as this," and that the jury "should see the standards. . . " Although the court suggested that the plaintiff's
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own expert could testify "what the standard" was, the plaintiff insisted that he was also entitled "to get the standard of care from the
[hospital]," and to "explore what the standards were . . . with the [hospital]." He contended further that he would be "asking the court
for an instruction on violation of the standard of care in conducting what *801 [he contended was] research," which was "defined in
the [report] as [the hospital] assured the government [it] would follow. So if [the hospital says] research is one thing, I should be able
to show the jury . . . what [the report] say[s]. I'm sorry that [it] say[s] human experimentation, but it's not . . . inflammatory, it's
necessary . . . ." At the conclusion of this proceeding, the plaintiff delivered a copy of the Belmont Report to the court. The court
postponed ruling on its admissibility until the following day.
The next day, May 23, the trial court ruled that the Belmont Report was inadmissible. The basis of its ruling was that the report
constituted a statement of ethical principles and guidelines for the protection of human research subjects, and that, although it
distinguished between practice and research, it did not address the issue before the jury, namely, the standard of care applicable to
the hospital.
The plaintiff then contended that, on the issue of the standard of care for informed consent applicable to the hospital, the treatment
by the hospital was in fact "research and that one of the ways we are going to establish that is through the . . . report which defines
[research], and it was the standard that the [hospital] acknowledged as the standard." Therefore, he argued, the Belmont Report
was evidence of the applicable standard of care "that was embraced by the [hospital]." The plaintiff then asked the court whether he
would be permitted to pursue the matter further "with either my experts or [the hospital's experts]." The court responded that he
could "ask them . . . in [his] exploration of the standard of care . . . what they rely on in . . . reaching their understanding [of] what the
standard of care is and then it's possible we may get into this . . . ."[14]
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*802 Subsequently, during the plaintiff's direct examination of Nightingale, whom the plaintiff had called as his witness, the plaintiff
again offered the Belmont Report, along with certain federal regulations, which are discussed in footnote 15 of this opinion, without
further elaboration or qualification. The hospital objected to both the report and the regulations, and the court sustained the
objection to the report and overruled the objection to the regulations.[15]
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The plaintiff next attempted to offer the Belmont Report through the direct testimony of Thompson. The plaintiff represented that
Thompson would testify that one of the bases of his opinion that the hospital violated the applicable standard of care, "may or is
likely to be the standards as set forth in the Belmont Report." The court responded: "The Belmont Report is not getting *803 in. I've
ruled on it several times. Even in this context, it's not getting in. . . . He can testify about the regulations. We've resolved that."
Thereafter, the plaintiff made one final offer of the Belmont Report, and at the same time asked the court to reconsider its rulings
and to articulate the basis for its exclusion. The plaintiff repeated his earlier claim that the report was "relevant because it is a
standard that was required to be followed by hospitals [that] assured the government that they would follow the standard . . . ." He
then read that part of the report that differentiated between the terms "practice" and "research." He then asserted: "The entirety of
the Belmont Report is relevant. I read that portion because of the court's concern [at] the time of my argument. I claim it is

absolutely relevant in this case. . . . It's in evidence that it was assured by the hospital. [Thompson]. . . will testify that it's a standard
that was required of participants . . . in conducting any research involving humans. That is the relevance of it in this case."
(Emphasis added.)
The court then responded by articulating the basis of its ruling. The court stated: "I've read the Belmont Report. In its summary it
states [that 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. It sets forth principles and guidelines. It refers to the Nuremberg War Crime
trials, Nuremberg Code, judging physicians, scientists who conducted biomedical experiments on concentration camp prisoners. It
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also references the exploitation of unwilling prison[ers] as research subjects in Nazi concentration camps was condemned as a
particularly flagrant injustice. In this country in the 1940s [the] Tuskegee syphilis study used rural black men to study the untreated
course of a disease. It also talks about justice arrives from social, racial, *804 sexual and cultural biases, institutionalize[d] in
society. Its prejudicial effect greatly outweighs its very limited evidentiary value."
The plaintiff then stated: "Then, Your Honor, I would offer the evidence redacted to the portions Your Honor has cited." The court
responded: "That's it. I've rule[d] on it three times. You can mark it" as an exhibit for identification. The plaintiff then repeated that,
regarding "each of the court's concerns I would . . . offer it in redaction." The court stated: "I don't want to hear another word about
it."
It is clear from the trial court's articulation that the basis of its ruling[16] was that the Belmont Report's probative value was
outweighed by its likely unfair prejudicial effect. The court acted in accord with § 43 of the Connecticut Code of Evidence, which
provides: "Relevant evidence may be excluded if its probative value is outweighed by the danger of unfair prejudice or surprise,
confusion of the issues, or misleading the jury, or by considerations of undue delay, waste of time or needless presentation of
cumulative evidence." In this context, unfair prejudice is that which "unduly arouse[s] the jury's emotions of prejudice, hostility or
sympathy; State v. Wilson, 180 Conn. 481, 490, 429 A.2d 931 (1980); or tends to have some adverse effect upon [the party against
whom the evidence is offered] beyond tending to prove the fact or issue that justified its admission into evidence. State v. Graham,
200 Conn. 9, 12, 509 A.2d 493 (1986), quoting United States v. Figueroa, 618 F.2d 934, 943 (2d Cir. 1980). . . . Section 43 also
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recognizes the court's authority to exclude relevant evidence when its probative value is outweighed by factors such as confusion of
the issues or misleading the jury; *805 Farrell v. St. Vincent's Hospital, [203 Conn. 554, 563, 525 A.2d 954 (1987)] . . . ." (Citations
omitted; internal quotation marks omitted.) Conn. Code Evid. § 43, commentary.
In such a case, our scope of review is limited to determining whether the court clearly abused its discretion. State v. Wargo, 255
Conn. 113, 123, 763 A.2d 1 (2000). "We will make every reasonable presumption in favor of upholding the trial court's ruling, and
only upset it for a manifest abuse of discretion. . . . [Thus, our] review of such rulings is limited to the questions of whether the trial
court correctly applied the law and reasonably could have reached the conclusion that it did." (Internal quotation marks omitted.) Id.
Applying this standard, we conclude that the trial court did not abuse its discretion in excluding the Belmont Report.
We first note that, with two exceptions — one that we discuss now, and one that we discuss later in this opinion — throughout the
proceedings the plaintiff consistently offered the entire Belmont Report into evidence. The first exception was the plaintiff's
representation, in the argument on the motion in limine, that he would not refer to either "Nazi Germany" or use the term "human
experimentation."[17] We consider this representation, therefore, as the functional equivalent of an offer to redact from the report the
references to the "reported abuses of human subjects in biomedical experiments, especially during the Second World War," and to
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"the exploitation of unwilling prisoners as *806 research subjects in Nazi concentration camps . . . ." See footnote 17 of this opinion.
Thus, we review the trial court's ruling on the basis on which the question was presented to it, namely, as an offer of the report in its
entirety, shorn only of those two references.
As our earlier summary of the Belmont Report indicates, it contained a great deal of material that the trial court reasonably could
have considered as unfairly prejudicial. First, it purported to be, for the most part, a statement of basic ethical principles, and not to
be a statement of the legal standard for securing informed consent. Moreover, it invited the jury, in deciding whether the hospital's
Gentamicin program constituted research or medical practice, to think about the Nuremberg War Crimes Trials and the Nuremberg
Code, the substance of which the report did not describe, and thus, implicitly, to compare the hospital's conduct with whatever the
jurors may have understood those terms to mean. It also invited the jury to engage in a highly abstract and philosophical level of
inquiry into such subjects as respect for the autonomy of persons, the notion of selfdetermination, the concept of beneficence, and
the various theories of justice. It invited the jury to think about using children and criminal prisoners as subjects of medical research.
It invited the jury to think about the meaning of the physician's Hippocratic oath, which was neither given in full nor explained in any
detail. It invited the jury to compare the hospital's conduct to the infamous Tuskegee study. It invited the jury to compare the
hospital's conduct regarding the plaintiff to the complexities of securing informed consent from vulnerable groups such as racial
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minorities, the economically disadvantaged, the very ill, and the institutionalized. We cannot fault the trial court, as the plaintiff would
have it, for determining that submitting this material to the jury would unduly arouse its emotions *807 of prejudice, hostility or
sympathy, and would tend to confuse the issues and mislead the jury.
On the probative side of the scale, the Belmont Report did contain a definition of research, and an explanation of the line between
practice and research, which the hospital, by signing the July 30, 1992 agreement, which in turn incorporated the report by
reference, could be considered to have adopted. Nonetheless, the trial court, in deciding whether the report was more prejudicial
than probative, was confronted by the plaintiff's consistent offer of the report as a whole, rather than with a clear choice of admitting
only the probative part and excluding the rest, which constituted much the greater portion of the report. We ordinarily leave that
balancing function to the broad discretion of the trial court, and see no basis for concluding that the court abused that discretion in
this case.
This brings us to the second exception noted previously, namely, the plaintiff's final offer of redaction. That offer can best be
characterized as too little and too late. It was too little because it left to the trial court the task of deciding precisely what portions of
the ten singlespaced page report were to be redacted. "It [was] not the trial court's responsibility to attempt to separate the
admissible and inadmissible portions of the [Belmont Report]." Calcano v. Calcano, 257 Conn. 230, 243, 777 A.2d 633 (2001). It
was too late because it came, not during any of the plaintiff's offers of the report, but after the court had ruled three times on the
report as offered in an essentially unredacted form, and after the court had completed delivering its articulation of the basis of its
ruling. We therefore decline to give any determinative weight to the plaintiff's final offer of redaction.
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II

MEDICAL CONSENT FORM
The plaintiff next claims that the trial court improperly excluded from evidence a certain medical consent form used by Gilbert in a
research program at his hospital in Portland, Oregon. Specifically, the plaintiff claims that that medical consent form "was strong
evidence relevant to prove that the [h]ospital [in the present case] was required to get informed consent" from the plaintiff "because
of the compelling similarities demonstrated in the consent form between . . . Gilbert's study and the [hospital's Gentamicin] program
. . . ." We disagree.
The following facts underpin this claim. Gilbert testified on direct examination that, beginning in 1988, he and his colleagues at the
hospital in Portland had conducted a program involving a 5 mg/kg oncedaily dose of Gentamicin and another antibiotic, Timentin,
which is similar to Unasyn, for small groups of patients. This was done based on the state of knowledge of the drugs as it existed at
the time. From 1988 to 1993, that program was conducted pursuant to approval of the hospital's infectious disease and pharmacy
committees, but without review by the hospital's institutional review board. He described this program as an "off label use" of the
drugs involved. In 1993, however, they decided to turn this program into a formal research project, comparing two different regimes
809

of dosing — once daily and three times per day, at different dosages, and involving randomization.[18] At that time, they sought and
obtained *809 permission to do so from the hospital's institutional review board and drafted a formal written consent form for the
patients to be enrolled in the research project.
On crossexamination, the plaintiff sought to introduce the medical consent form used by Gilbert. The court sustained the hospital's
objection, ruling that the form was irrelevant because there was no claim by the hospital that it had supplied any consent form, and
the dispute in the case was whether the hospital was required to provide a consent form, not what such a consent form would
contain. Therefore, the court ruled, "[w]hat was contained in [the form] is not relevant. . . ."
"Upon review of a trial court's decision, we will set aside an evidentiary ruling only when there has been a clear abuse of discretion.
State v. Provost, 251 Conn. 252, 257, 741 A.2d 295 (1999), cert. denied, 531 U.S. 822, 121 S. Ct. 65, 148 L. Ed. 2d 30 (2000);
State v. Thomas, 205 Conn. 279, 283, 533 A.2d 553 (1987). The trial court has wide discretion in determining the relevancy of
evidence and the scope of crossexamination and [e]very reasonable presumption should be made in favor of the correctness of the
court's ruling in determining whether there has been an abuse of discretion.. . . To establish an abuse of discretion, [the plaintiff]
must show that the restrictions imposed upon [the] crossexamination were clearly prejudicial. . . . State v. Casanova, 255 Conn.
581, 591, 767 A.2d 1189 (2001)." (Internal quotation marks omitted.) State v. Rolon, 257 Conn. 156, 173, 777 A.2d 604 (2001).[19]
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*810 In the present case, the critical issue was whether the hospital was required to secure written consent from the plaintiff
because, as he claimed, the Gentamicin program of medication constituted medical research. It was not what the contents of any

such form would be. Moreover, the plaintiff was not inhibited in any way from crossexamining Gilbert regarding his opinion that the
hospital's Gentamicin program here did not constitute research, or regarding the similarities and differences, if any, between his
program in Oregon and that of the hospital here, and why his program constituted research but the hospital's here did not. It is
difficult, therefore, to see why the contents of the medical consent form used by Gilbert were relevant to the issues in the case. We
conclude that the trial court did not abuse its discretion in sustaining the hospital's objection to the form.

III
INSTRUCTION ON MEDICAL RESEARCH
The plaintiff's final claim is that the trial court improperly instructed the jury on the meaning of the term medical research.
Specifically, the plaintiff claims that the trial court improperly: (1) declined to follow his request to charge on the meaning of the term;
and (2) instructed the jury that research "was that which was not substantiated by the [medical] literature." This claim is without
merit.
In the course of charging the jury on the standard of care in administering Gentamicin, the court stated: "What is in dispute is what
was the proper dosage of Gentamicin, was the seven milligrams per kilogram within the standard of care and an alternative within
the standard of care.
811

"Also in this dispute, and this is what you'll have to determine with respect to the research question, what *811 the state of medicine
was in 1993 as to whether such a dose was experimental or research or substantiated by medical literature and not something that
was research.
"You will have to decide whether the [plaintiff has] proved that the standard of care was that a health care provider, a hospital,
having the data available in 1993, the [hospital] would be required to get the institutional review board approval of this change in
dosing regimen from three times a day one milligram per kilogram to seven milligrams per kilogram once daily dosing, and written
informed consent from [the plaintiff]."
"Our analysis begins with a well established standard of review. When reviewing [a] challenged jury instruction. . . we must adhere
to the well settled rule that a charge to the jury is to be considered in its entirety, read as a whole, and judged by its total effect
rather than by its individual component parts. . . . [T]he test of a court's charge is not whether it is as accurate upon legal principles
as the opinions of a court of last resort but whether it fairly presents the case to the jury in such a way that injustice is not done to
either party under the established rules of law. . . . As long as [the instructions] are correct in law, adapted to the issues and
sufficient for the guidance of the jury . . . we will not view the instructions as improper." (Internal quotation marks omitted.) Godwin v.
Danbury Eye Physicians & Surgeons, P.C., 254 Conn. 131, 14243, 757 A.2d 516 (2000). We do not critically dissect a jury
instruction. State v. Davis, 255 Conn. 782, 798, 772 A.2d 559 (2001).
The plaintiff submitted a request to charge that defined medical research in essentially the same language as that contained in the
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opening paragraphs of the Belmont Report. The trial court was correct in declining to give this instruction because the Belmont
Report properly had been excluded from evidence. *812 Therefore, there was no basis in the evidence for that definition.
Furthermore, giving any instruction precisely defining the term medical research as a matter of law would have been contrary to
how the case had been tried, namely, that the question of whether the hospital's Gentamicin program constituted medical research
had been presented as a question of fact and, accordingly, various witnesses had given various definitions of the term for the jury's
consideration.
The plaintiff also took exception to the instruction as given. He contended that the instruction permitted the jury to find that what the
hospital had done would not be research "if the jury finds that there's some support [for it] in the medical literature . . . ." He now
claims that, "[u]nder the [c]ourt's charge, experimentation or research was that which was not substantiated by the [medical]
literature. This could not have been further from the truth. In order for a research program to even pass muster with an Institutional
Review Board, there must be substantiation in the medical literature for performing the research." (Emphasis in original.)
We conclude that the trial court's instruction, viewed as a whole and not subjected to critical dissection, was adequately adapted to
the issues and sufficient for the guidance of the jury. It appropriately submitted the question of whether the Gentamicin program
constituted research to the jury as a matter of fact. There were, as we have noted, several different versions presented to the jury of
what research involved and did not involve. The court's passing reference to the medical literature, which was but one factor in

determining whether a program constituted research, did not, as the plaintiff suggests, inform the jury that it could not find that the
program constituted research if there was some support for it in the medical literature.
The judgment is affirmed.
In this opinion the other justices concurred.
[1] In July, 1974, the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research was created under the
United States Department of Health, Education and Welfare. The purpose of the commission was to identify basic ethical principles that should
underlie the conduct of biomedical and behavioral research involving human subjects and to develop guidelines that should be followed to assure
that such research is conducted in accordance with those principles. On April 18, 1979, the commission set forth its findings in a statement entitled,
"The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research" (Belmont Report).
[2] There were two intervening plaintiffs, namely, Environmental Construction Services, Inc., and the second injury fund, which asserted claims for
workers' compensation reimbursement. Neither of these parties is involved in this appeal. Accordingly, we refer to Ancheff as the plaintiff.
[3] The plaintiff appealed from the judgment of the trial court to the Appellate Court, and we transferred the appeal to this court pursuant to Practice
Book § 651 and General Statutes § 51199 (c).
[4] Although Tress was named as a defendant in the appeal, none of the issues raised on appeal involves the claims or evidence against him, as the
plaintiff has conceded at oral argument and in a subsequent letter to this court. In addition, there was a third defendant, Gerald Becker, with respect
to whom the complaint ultimately was withdrawn. Therefore, we consider the claims on appeal only against the hospital, and we summarily affirm the
judgment in favor of Tress. Accordingly, all references are to the hospital as the defendant.
[5] Gentamicin is one of the class of drugs known as aminoglycosides.
[6] The term "nephrotoxic" means poisonous to the kidneys and the term "ototoxic" means poisonous to the ear.
[7] We discuss later in this opinion the evidence regarding this program.
[8] It is undisputed that the hospital did not inform the plaintiff that he was part of a program that constituted medical research, and that he was not
asked to give informed consent to being the subject of a program of medical research.
[9] For convenience, we refer to this as the Gentamicin program.
[10] Thompson gave four reasons for his conclusion that the Gentamicin program constituted research: (1) it was "a systematic application to many
patients of a given regime, rather than individualization for the patient and the infection"; (2) it involved "the systematic collection of data"; (3) the
data was collected "not in the [patient's medical] chart, but in a research office"; and (4) the purpose of the program "was to be able to publish [its
results] in the medical literature and in newsletters for the hospital staff . . . ."
[11] The term "pharmacokinetics" refers to the "[m]ovements of drugs within biological systems, as affected by uptake, distribution, elimination, and
biotransformation." Stedman's Medical Dictionary (24th Ed. 1982).
[12] Gilbert specifically disagreed with Thompson's opinion that the Gentamicin program constituted research. He characterized it as "implementing
a program rather than a research protocol." He based this opinion on the fact that the hospital had "reviewed all the literature that was available at
the time, what had been done in the laboratory, what had been [done] in animals, [and] the published information on clinical trials [and] research
trials that had been done in Europe and were starting to be done in the United States." Indeed, he testified that one of the clinical trials that
Thompson had performed indicated that the program was "ready for patient use."
Nightingale testified that the Gentamicin program did not constitute research. He testified that, when conducting research, one would usually employ
control groups, and double blinding and randomization, none of which was employed in this case. He explained that, in a research project, control
groups were used in order to compare "the new therapy or one therapy to a standard," represented by the control group; and that the assignment of
patients to either the research group or the control group would be accomplished on a random basis.
In addition, Nightingale characterized the Gentamicin program, not as a research project, but as an aspect of clinical practice, which he defined as
"understanding . . . what work was done in the past and how this will affect the patients, especially their outcome in the treatment of diseases, and . .
. adopting what was done by others and applying that to the care of patients. That's what clinical practice basically is. This differs from research in
that if you have a question that you can't find an answer to in the literature of sufficient magnitude that you want to find out what the answer to the
question is, then you have to in a systematic, organized way investigate that issue and find out the answer to the question. They're two completely
separate things."
Nicolau testified that the Gentamicin program was not a research project or clinical trial, in that it did not involve setting up different administration
regimes for different groups of patients and comparing their results.
Quintilliani testified that none of the members of the various committees of the hospital that had approved of the Gentamicin program considered it
to be a research program or a "clinical trial where [they would be] comparing specific methods against each other."
[13] Although not discussed further in the record, the infamous Tuskegee Study is a matter of common knowledge. It has been described as follows:
"For forty years, from 1932 to 1972, 399 AfricanAmerican males were denied treatment for syphilis and deceived by officials of the United States

Public Health Service. As part of a study conducted in Macon County, Alabama, poor sharecroppers were told that they were being treated for `bad
blood.' In fact, the physicians in charge of the study ensured that these men went untreated. In the 25 years since its details first were revealed, the
study has become a powerful symbol of racism in medicine, ethical misconduct in human research, and governmental abuse of the vulnerable."
University of Virginia Health System, "The Troubling Legacy of the Tuskegee Syphilis Study," (May 16, 1997) at http://www.med.virginia.edu/hs
library/historical/apology/index.html.
[14] Our review of the record discloses that the plaintiff was unsuccessful in eliciting any such testimony from the hospital's experts. For example,
Nightingale testified that the hospital was not required to follow any recommendations of the Belmont Report, that it did not constitute a regulation
governing research on humans, and that such research was regulated by the Federal Drug Administration and the federal Office for Protection of
Research Risks. We discuss later in this opinion the effect of the court's ruling regarding Thompson.
[15] The plaintiff stated: "Let me just introduce the Belmont Report and the federal regulations that were the standards that applied for the assurance
in 1993." Upon objection by the hospital, the court stated: "The objection to the introduction of the Belmont Report is sustained."
As to the regulations, the plaintiff claimed: "The regulations establish the definition of research. They establish the regulations that the hospital has
testified they were bound by . . . the standards of care in conducting research and providing informed consent." The regulation in question, issued by
the federal Office for Protection from Research Risks, of the United States Department of Health and Human Services, is entitled: "Federal Policy for
the Protection of Human Subjects (Basic DHHS Policy for Protection of Human Research Subjects)." The regulation, which was effective August, 19,
1991, contained the following definition: "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." (Emphasis in original.) 45 C.F.R. § 46.102 (d).
[16] Although the trial court was required to address the admissibility of the Belmont Report several times, we treat all of those instances collectively
as one process and, accordingly, we refer to the trial court's ruling in the singular.
[17] In this connection, we note that nowhere does the Belmont Report use the term "human experimentation." The closest language is the
reference to "reported abuses of human subjects in biomedical experiments, especially during the Second World War." We also note that there is no
specific reference in the report to "Nazi Germany." The closest, however, is one reference, in the section entitled "Justice," to "the exploitation of
unwilling prisoners as research subjects in Nazi concentration camps . . . ." We take the plaintiff's representation, therefore, to mean those
references.
[18] Gilbert described the research program as follows. They randomly divided patients into three groups. One group received Timentin only; one
received Timentin and Gentamicin in their traditional dosages, three times per day; and the third group received Gentamicin and Timentin once per
day, in a dosage of 5 mg/kg. Gilbert also, as explained previously, differentiated this formal research program from the Gentamicin program
conducted by the hospital in this case.
[19] The plaintiff claims that "the exercise of discretion to omit evidence in a civil case should be viewed more critically than the exercise of discretion
to include evidence," relying for that proposition on Martins v. Connecticut Light & Power Co., 35 Conn. App. 212, 217, 645 A.2d 557, cert. denied,
231 Conn. 915, 648 A.2d 154 (1994). We have specifically disclaimed any such bifurcation in our scope of review of evidentiary rulings. See
Claveloux v. Downtown Racquet Club Associates, 246 Conn. 626, 62930, 717 A.2d 1205 (1998).
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Research ethics
The starting point for my account, in the next section, is to
begin by noting the joint scientiﬁc and ethics-based rationale
that is foregrounded in the CTR and then explaining how it is
used to justify the adoption of an EU regulation. After which, I
outline the main changes introduced by the CTR. In the third
section, I widen the discussion to underline the deeper (and less
prominent) market-oriented purposes and aims of the CTR. To
do so, I explain how the CTR relates to the EU’s programmatic
priorities of creating a dynamic and innovative market-based
economy and economic optimisation. I explain how those priorities are reﬂected in the alignment of the CTR to market authorisation as part of the pharmaceutical development pipeline.
Finally, I discuss the way in which the legal basis for the CTR is
used to set its market-oriented purposes and aims so as to meet
those broader priorities.

INTRODUCING THE EU CLINICAL TRIALS REGULATION
Clinical trials and EU law
Clinical trials are a type of clinical research and therefore an
important part of the pharmaceutical development pipelinevii or
‘cycle of innovation’. This begins with an idea that drives basic
research, leading (where successful) to non-clinical, preclinical
and clinical research, and from there (where successful) to
improvements and licensing
forrefers
sale toand
The “CTD”
the use for treatment
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between 20 and 80
practice in the conduct of clinical trials on
healthy volunteers to determine the tolerable dose range of a
medicinal products for human
new drug. To evaluate the efﬁcacy and safety of the drug phase
use" (commonly known as the
II trials involve between
100 Trials
and 300.
Phase III trials tend to be
"Clinical
Directive”).
multicentred and might involve up to 10 000 people located in
between 10 and 20 countries. This phase generates more safety
and efﬁcacy data. Both phase II and phase III trials tend to
involve subjects who have the disease or condition to be treated.
Phase IV trials are used to generate more safety and efﬁcacy
data, but postmarketing of the drug. This phase can involve millions of people.
In 2001, clinical trials for pharmaceuticals became the subject
of EU law through the adoption of the CTD. This legal instrument required Member States to set standards for the planning,
performance, reporting and archiving of research for new pharmaceuticals or ‘medicinal products’ (see the CTD’s full name1).
Member States were also required to establish systems of monitoring and inspection in relation to good clinical practice
(GCP), many of which are further concretised in subsequent
legislation.10 In short, the CTD provided the standards that
apply to the production of data that is used to authorise the
marketing of ‘medicinal products’ within the EU’s internal
market. The internal market is deﬁned in Article 26(2) Treaty
on the Functioning of the EU (TFEU) as, “an area without
internal frontiers in which the free movement of goods,
persons, services and capital is ensured” (the establishment of
the internal market is required by Article 3(3) Treaty on EU
(TEU)). Market authorisation is subject to further EU legislation
(which I outline below). The legal foundation for the adoption
of any EU legislation is in the (EU) Treaties, which comprise a
skeletal TEU that is ﬂeshed out in the TFEU. EU competence in
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Clinical trials refer to a broader category of trials of pharmaceuticals
and medical techniques and practices in a clinical setting.
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respect of the internal market is shared with the Member States
(under Article 4(2)(a) TFEU). What is now Article 114 TFEU
provides the basis for the adoption of harmonising legislation
for the establishment and functioning of the internal market,viii
which therefore includes that on clinical trials and market
authorisation (I return to this common legal basis and discuss its
signiﬁcance in relation to the CTR below).
A core focus of the CTD was on ensuring compliance with
the Helsinki Declaration’s11 (Helsinki) ethics-based protections
for human research subjects, including their informed consent
and research ethics committees that determine the permissibility
of involving human subjects in the ﬁrst place. Within Helsinki,
the ethical permissibility of involving research subjects is tied to
the scientiﬁc enterprise of creating, reﬁning and advancing scientiﬁc knowledge,12 to “improve preventive, diagnostic and
therapeutical interventions (methods, procedures and treatments)” ( para 9) (emphasis added). To this end, the interests of
the subjects must not be subordinated to the interests of society.
A calculation of risk and beneﬁt is deployed to ensure the
research subject is not worse off for being involved than she
would have been otherwise.

Rationale for adopting a ‘Regulation’ in EU law
Experience under the CTD gave rise to concerns that differences in its application in the EU’s (now) 28 Member States (up
from 15 in 2001, the year of the CTD’s adoption) would undermine scientiﬁc research. These differences were exacerbated by
the “cumbersome procedures for multi-centre clinical trials in
different Member States” leading to an “impact on academic as
well as non-academic research”.13 In particular, “Scientiﬁc
development … suggests that future clinical trials will target
more speciﬁc patient populations, such as subgroups identiﬁed
through genomic information. To include a sufﬁcient number of
patients for such clinical trials, it may be necessary to involve
many, or all, Member States” (Recital 4 CTR).14 Consequently,
it became necessary to reconsider the legal form or instrument
in respect of clinical trials.
As summarised in the CTR, the adoption of a regulation
“would present advantages for sponsors and investigators, for
example in the context of clinical trials taking place in more
than one Member State, since they will be able to rely on its
provisions directly [before national courts]” (emphasis added)
(Recital 5 CTR).ix By contrast, the CTD (as a directive) could
only be relied upon directly in very speciﬁc circumstances;x
which meant that in most cases domestic implementing

viii
Where the EU has competence, any legislation adopted must also be
justiﬁed by the principles of subsidiarity and proportionate under Article
5(3) TEU and Article 5(4) TEU, respectively.
ix
Article 288 TFEU deﬁnes directives and regulations and speciﬁes that
they can be adopted for the ‘exercise of the Union’s competences’. A
directive is ‘binding, as to the result to be achieved, upon each Member
State to which it is addressed, but shall leave to the national authorities
the choice of form and methods’. In contrast, a regulation has ‘general
application. It shall be binding in its entirety and directly applicable in
all Member States’.
x
The Court of Justice of the European Union (CJEU) has found that
provided they are sufﬁciently clear, precise and unconditional the
provisions of directives can be relied upon before Member State courts
as against the Member State only (ie, not individuals), but only where
their deadline for implementation has passed and the Member State has
not properly implemented them (Case 71/74 Van Duyn v Home Ofﬁce
[1974] ECR 1337; Case 148/78 Pubblico Ministero v Tullio Ratti
[1979] ECR 1629). In contrast, the CJEU has found that regulations are
capable of being relied upon before Member State courts as against the
Member State and individuals, as appropriate, from the date they enter
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legislation was applicable. In the case of the UK, for example,
the CTD was transposed into domestic law through the
Medicines for Human Use (Clinical Trials) Regulations 2004.15
In short, the adoption of an EU regulation (the CTR) more uniformly harmonises (ie, standardises) and enhances the efﬁcacy
and uniformity of EU law across the EU (and in third countries
—as noted below clinical trials carried out in them that feed
into the EU’s clinical trials and market authorisation processes
must comply with the requirements of EU law).

Overview of changes under the Clinical Trials Regulation
The CTR has a strong scientiﬁc rationale (as we have just seen)
and it is entwined with an ethical rationale through the continued focus on the protection of human research subjects (embedded throughout and including: Recitals 15, 17, 27, 44, 76 and
80, Article 3 and Chapter V (on protection of subjects and
informed consent) CTR). On the basis of this joint rationale,
the CTR introduces a number of key changes to the law on clinical trials that applies in EU Member States (more speciﬁc
changes will also be introduced in respect of GCPxi). The ﬁrst
change under the CTR is the introduction by the European
Medicines Agency (EMA) of an EU portal that serves as a single
entry point for the submission of an application for the authorisation of clinical trials to the reporting Member State (Article
5, Article 16 and Article 80 CTRxii) and an EU database for the
storage of the application and related data (Article 81 CTR).
There is a single set of application documents and a two-part
application process. Part I centres on the necessity of the trial
and the balance of risk and beneﬁt of participation by human
research subjects. Part I is led by the reporting Member State
and jointly assessed by all Member States that have trial sites
(Article 6 CTR referring to Chapter V). Part II centres on ensuring compliance with the requirements for informed consent and
recruitment of research subjects, rewarding or compensating
research subjects, data protection, suitability of those involved
in conducting the trial and trial sites, and damage compensation. Compliance with these requirements is assessed separately
by each of the Member States where there is a trial site (Article
7 CTR). The assessment of the clinical trial authorisation application and the work of Research Ethics Committees is subject to
strict deadlines.xiii Legal certainty for small-sized and mediumsized enterprises (so-called SMEs) and academics, the main
sponsors of clinical trials, is improved through the extension of
the tacit agreement principle to the entire authorisation process
“in order to ensure that timelines are adhered to” (Recital 8
CTR).xiv

into force and become applicable (as speciﬁed in the speciﬁc instrument)
(Case 39/72 Commission v Italy [1973] ECR 101).
xi
For the state of play at time of publication, see: Implementation
measures by the Commission in the context of Regulation (EU) No 536/
2014—overview and state of play. http://ec.europa.eu/health/ﬁles/
clinicaltrials/overview_clinical_trials.pdf (accessed 9 December 2015).
xii
In the ﬁrst instance, the trial sponsor shall propose the reporting
Member State. In the event that this proposal is declined, more detailed
rules determine which Member State shall report.
xiii
For example, under Article 5(3) CTR the reporting Member State
must validate the application ‘Within 10 days from the submission of
the application dossier’, and under Article 6(4) CTR that Member State
must ‘submit, through the EU portal, the ﬁnal Part I of the assessment
report, including its conclusion, to the sponsor and to the other
Member States concerned within 45 days from the validation date’.
xiv
An example of tacit agreement that follows on from Article 5(3) CTR
(ibid) is that found in Article 5(4) CTR: “Where the reporting Member
State has not notiﬁed the sponsor within the period referred to in …
[Article 5(3)], the clinical trial applied for shall be deemed to fall within
194

Reporting of clinical trial results is also simpliﬁed through
their submission to the EU portal for storage on the EU database. Transparency is improved through the public availability of
all information (in principlexv) on the clinical trials application
and the reporting of results submitted via the EU portal and
placed in the database (especially under Article 37(4) CTR).xvi
Increased public availability is important for medical professionals, researchers and patients who seek to access, for
example, the data on the safety and efﬁcacy of licensed pharmaceuticals or simply to ﬁnd out what has and has not been
trialled and the results. Supervision and enforcement of EU law
on clinical trials in Member States and third countries have also
been reinforced (Chapter XIII CTR).
Finally, where applications for the authorisation of clinical
trials make reference to data derived from trials carried out in
third countries, those trials must adhere to standards that are
‘equivalent’ to those found in the CTR (Article 25(5) CTR).
Further, the trials referred to must have been registered in a
public register which is a primary or partner registry of, or a
data provider to, the WHO’s International Clinical Trials
Registry Platform (or WHO ICTRP) (Article 25(6)(1) CTR).
These changes build on the requirements in the Community
code relating to medicinal products for human use (Community
code).16 The requirements apply to clinical trials data produced
in compliance with the CTR (formerly the CTD) as the evidence base for market authorisation. The Community code provides that in relation to third countries, clinical trials conducted
in them that provide data used in an application for market
authorisation are subject to standards that are ‘equivalent’ to
(rather than the same as) those applicable in the Member States
under the CTR (formerly the CTD).xvii
Further discussion of these speciﬁc changes, in particular on
the satisfactoriness of ethical protections,17 lies outside the scope
of this article. Instead, my aim is to point out how the CTR has
implications for public health that arise from its speciﬁc priorities
and aims and the wider purposes it reﬂects and serves. But the
changes are far from unimportant to that discussion. In the following I link the signiﬁcance of the CTR’s legal form and the
changes it introduces to the achievement of broader programmatic priorities. After which, I explain how these are reﬂected in

the scope of this Regulation and the application dossier shall be
considered complete” (emphasis added).
xv
Conﬁdentiality of the information can be justiﬁed on the grounds
speciﬁed in Article 81(4) CTR, including the protection of commercially
conﬁdential information and the protection of personal data.
xvi
In particular, Article 37(4)(1)–(2) CTR provides that regardless of the
outcome of a clinical trial the sponsor ‘shall submit to the EU database a
summary of the results of the clinical trial’ (as detailed in Annex IV) and
a layperson summary (as detailed in Annex V) within 1 year from the
end of a clinical trial in all Member States concerned. Article 37(4)(4)
CTR provides where the ‘clinical trial was intended to be used for
obtaining a marketing authorisation for the investigational medicinal
product, the applicant for marketing authorisation shall submit to the
EU database the clinical study report within 30 days after the day the
marketing authorisation has been granted, the procedure for granting
the marketing authorisation has been completed, or the applicant for
marketing authorisation has withdrawn the application’. The clinical
study report is submitted in addition to the summary of results.
xvii
Article 8(3)(ib) provides that these particulars shall include a
“statement to the effect that clinical trials carried out outside the
European Union meet the ethical requirements of Directive 2001/20/
EC” (emphasis added). Annex I, point 8 clariﬁes that these clinical trials
must be carried out “on the basis of principles, which are equivalent to
the provisions of Directive 2001/20/EC. They shall be carried out in
accordance with the ethical principles that are reﬂected, for example, in
the Declaration of Helsinki” (emphasis added).
Flear ML. J Med Ethics 2016;42:192–198. doi:10.1136/medethics-2015-103258

WMA DECLARATION OF HELSINKI – ETHICAL PRINCIPLES
FOR MEDICAL RESEARCH INVOLVING HUMAN SUBJECTS
Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964
and amended by the:
29th WMA General Assembly, Tokyo, Japan, October 1975
35th WMA General Assembly, Venice, Italy, October 1983
41st WMA General Assembly, Hong Kong, September 1989
48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996
52nd WMA General Assembly, Edinburgh, Scotland, October 2000
53rd WMA General Assembly, Washington DC, USA, October 2002 (Note of Clari cation added)
55th WMA General Assembly, Tokyo, Japan, October 2004 (Note of Clari cation added)
59th WMA General Assembly, Seoul, Republic of Korea, October 2008
64th WMA General Assembly, Fortaleza, Brazil, October 2013

Preamble
1.

The World Medical Association (WMA) has developed the Declaration of Helsinki as a

statement of ethical principles for medical research involving human subjects, including
research on identi able human material and data.
The Declaration is intended to be read as a whole and each of its constituent paragraphs
should be applied with consideration of all other relevant paragraphs.
2.
Consistent with the mandate of the WMA, the Declaration is addressed primarily to
physicians. The WMA encourages others who are involved in medical research involving human
subjects to adopt these principles.

General Principles
3.
The Declaration of Geneva of the WMA binds the physician with the words, “The health
of my patient will be my rst consideration,” and the International Code of Medical Ethics
declares that, “A physician shall act in the patient’s best interest when providing medical care.”

4.

It is the duty of the physician to promote and safeguard the health, well-being and rights

of patients, including those who are involved in medical research. The physician’s knowledge
and conscience are dedicated to the ful lment of this duty.
5.

Medical progress is based on research that ultimately must include studies involving

human subjects.
6.

The primary purpose of medical research involving human subjects is to understand the

causes, development and e ects of diseases and improve preventive, diagnostic and
therapeutic interventions (methods, procedures and treatments). Even the best proven
interventions must be evaluated continually through research for their safety, e ectiveness,
e ciency, accessibility and quality.
7.
Medical research is subject to ethical standards that promote and ensure respect for all
human subjects and protect their health and rights.
8.
While the primary purpose of medical research is to generate new knowledge, this goal
can never take precedence over the rights and interests of individual research subjects.
9.
It is the duty of physicians who are involved in medical research to protect the life,
health, dignity, integrity, right to self-determination, privacy, and con dentiality of personal
information of research subjects. The responsibility for the protection of research subjects
must always rest with the physician or other health care professionals and never with the
research subjects, even though they have given consent.
10.
Physicians must consider the ethical, legal and regulatory norms and standards for
research involving human subjects in their own countries as well as applicable international
norms and standards. No national or international ethical, legal or regulatory requirement
should reduce or eliminate any of the protections for research subjects set forth in this
Declaration.
11.
Medical research should be conducted in a manner that minimises possible harm to the
environment.
12.
Medical research involving human subjects must be conducted only by individuals with
the appropriate ethics and scienti c education, training and quali cations. Research on
patients or healthy volunteers requires the supervision of a competent and appropriately
quali ed physician or other health care professional.
13.
Groups that are underrepresented in medical research should be provided appropriate
access to participation in research.

14.

Physicians who combine medical research with medical care should involve their

patients in research only to the extent that this is justi ed by its potential preventive, diagnostic
or therapeutic value and if the physician has good reason to believe that participation in the
research study will not adversely a ect the health of the patients who serve as research
subjects.
15.

Appropriate compensation and treatment for subjects who are harmed as a result of

participating in research must be ensured.

Risks, Burdens and Bene ts
16.

In medical practice and in medical research, most interventions involve risks and

burdens.
Medical research involving human subjects may only be conducted if the importance of the
objective outweighs the risks and burdens to the research subjects.
17.
All medical research involving human subjects must be preceded by careful assessment
of predictable risks and burdens to the individuals and groups involved in the research in
comparison with foreseeable bene ts to them and to other individuals or groups a ected by
the condition under investigation.
Measures to minimise the risks must be implemented. The risks must be continuously
monitored, assessed and documented by the researcher.
18.
Physicians may not be involved in a research study involving human subjects unless they
are con dent that the risks have been adequately assessed and can be satisfactorily managed.
When the risks are found to outweigh the potential bene ts or when there is conclusive proof
of de nitive outcomes, physicians must assess whether to continue, modify or immediately
stop the study.

Vulnerable Groups and Individuals
19.

Some groups and individuals are particularly vulnerable and may have an increased

likelihood of being wronged or of incurring additional harm.
All vulnerable groups and individuals should receive speci cally considered protection.
20.
Medical research with a vulnerable group is only justi ed if the research is responsive to
the health needs or priorities of this group and the research cannot be carried out in a nonvulnerable group. In addition, this group should stand to bene t from the knowledge, practices
or interventions that result from the research.

Scienti c Requirements and Research Protocols

Scienti c Requirements and Research Protocols
21.

Medical research involving human subjects must conform to generally accepted

scienti c principles, be based on a thorough knowledge of the scienti c literature, other
relevant sources of information, and adequate laboratory and, as appropriate, animal
experimentation. The welfare of animals used for research must be respected.
22.

The design and performance of each research study involving human subjects must be

clearly described and justi ed in a research protocol.
The protocol should contain a statement of the ethical considerations involved and should
indicate how the principles in this Declaration have been addressed. The protocol should
include information regarding funding, sponsors, institutional a liations, potential con icts of
interest, incentives for subjects and information regarding provisions for treating and/or
compensating subjects who are harmed as a consequence of participation in the research
study.
In clinical trials, the protocol must also describe appropriate arrangements for post-trial
provisions.

Research Ethics Committees
23.
The research protocol must be submitted for consideration, comment, guidance and
approval to the concerned research ethics committee before the study begins. This committee
must be transparent in its functioning, must be independent of the researcher, the sponsor
and any other undue in uence and must be duly quali ed. It must take into consideration the
laws and regulations of the country or countries in which the research is to be performed as
well as applicable international norms and standards but these must not be allowed to reduce
or eliminate any of the protections for research subjects set forth in this Declaration.
The committee must have the right to monitor ongoing studies. The researcher must provide
monitoring information to the committee, especially information about any serious adverse
events. No amendment to the protocol may be made without consideration and approval by
the committee. After the end of the study, the researchers must submit a nal report to the
committee containing a summary of the study’s ndings and conclusions.

Privacy and Con dentiality
24.
Every precaution must be taken to protect the privacy of research subjects and the
con dentiality of their personal information.

Informed Consent

25.

Participation by individuals capable of giving informed consent as subjects in medical

research must be voluntary. Although it may be appropriate to consult family members or
community leaders, no individual capable of giving informed consent may be enrolled in a
research study unless he or she freely agrees.
26.

In medical research involving human subjects capable of giving informed consent, each

potential subject must be adequately informed of the aims, methods, sources of funding, any
possible con icts of interest, institutional a liations of the researcher, the anticipated bene ts
and potential risks of the study and the discomfort it may entail, post-study provisions and any
other relevant aspects of the study. The potential subject must be informed of the right to
refuse to participate in the study or to withdraw consent to participate at any time without
reprisal. Special attention should be given to the speci c information needs of individual
potential subjects as well as to the methods used to deliver the information.
After ensuring that the potential subject has understood the information, the physician or
another appropriately quali ed individual must then seek the potential subject’s freely-given
informed consent, preferably in writing. If the consent cannot be expressed in writing, the nonwritten consent must be formally documented and witnessed.
All medical research subjects should be given the option of being informed about the general
outcome and results of the study.
27.
When seeking informed consent for participation in a research study the physician must
be particularly cautious if the potential subject is in a dependent relationship with the physician
or may consent under duress. In such situations the informed consent must be sought by an
appropriately quali ed individual who is completely independent of this relationship.
28.
For a potential research subject who is incapable of giving informed consent, the
physician must seek informed consent from the legally authorised representative. These
individuals must not be included in a research study that has no likelihood of bene t for them
unless it is intended to promote the health of the group represented by the potential subject,
the research cannot instead be performed with persons capable of providing informed
consent, and the research entails only minimal risk and minimal burden.
29.
When a potential research subject who is deemed incapable of giving informed consent
is able to give assent to decisions about participation in research, the physician must seek that
assent in addition to the consent of the legally authorised representative. The potential
subject’s dissent should be respected.
30.
Research involving subjects who are physically or mentally incapable of giving consent,
for example, unconscious patients, may be done only if the physical or mental condition that
prevents giving informed consent is a necessary characteristic of the research group. In such
circumstances the physician must seek informed consent from the legally authorised

representative. If no such representative is available and if the research cannot be delayed, the
study may proceed without informed consent provided that the speci c reasons for involving
subjects with a condition that renders them unable to give informed consent have been stated
in the research protocol and the study has been approved by a research ethics committee.
Consent to remain in the research must be obtained as soon as possible from the subject or a
legally authorised representative.
31.

The physician must fully inform the patient which aspects of their care are related to the

research. The refusal of a patient to participate in a study or the patient’s decision to withdraw
from the study must never adversely a ect the patient-physician relationship.
32.

For medical research using identi able human material or data, such as research on

material or data contained in biobanks or similar repositories, physicians must seek informed
consent for its collection, storage and/or reuse. There may be exceptional situations where
consent would be impossible or impracticable to obtain for such research. In such situations
the research may be done only after consideration and approval of a research ethics
committee.

Use of Placebo
33.
The bene ts, risks, burdens and e ectiveness of a new intervention must be tested
against those of the best proven intervention(s), except in the following circumstances:
Where no proven intervention exists, the use of placebo, or no intervention, is acceptable; or
Where for compelling and scienti cally sound methodological reasons the use of any
intervention less e ective than the best proven one, the use of placebo, or no intervention is
necessary to determine the e cacy or safety of an intervention
and the patients who receive any intervention less e ective than the best proven one, placebo,
or no intervention will not be subject to additional risks of serious or irreversible harm as a
result of not receiving the best proven intervention.
Extreme care must be taken to avoid abuse of this option.

Post-Trial Provisions
34.
In advance of a clinical trial, sponsors, researchers and host country governments
should make provisions for post-trial access for all participants who still need an intervention
identi ed as bene cial in the trial. This information must also be disclosed to participants
during the informed consent process.

Research Registration and Publication and Dissemination of Results

35.

Every research study involving human subjects must be registered in a publicly

accessible database before recruitment of the rst subject.
36.
Researchers, authors, sponsors, editors and publishers all have ethical obligations with
regard to the publication and dissemination of the results of research. Researchers have a duty
to make publicly available the results of their research on human subjects and are accountable
for the completeness and accuracy of their reports. All parties should adhere to accepted
guidelines for ethical reporting. Negative and inconclusive as well as positive results must be
published or otherwise made publicly available. Sources of funding, institutional a liations and
con icts of interest must be declared in the publication. Reports of research not in accordance
with the principles of this Declaration should not be accepted for publication.

Unproven Interventions in Clinical Practice
37.
In the treatment of an individual patient, where proven interventions do not exist or
other known interventions have been ine ective, the physician, after seeking expert advice,
with informed consent from the patient or a legally authorised representative, may use an
unproven intervention if in the physician’s judgement it o ers hope of saving life, reestablishing health or alleviating su ering. This intervention should subsequently be made the
object of research, designed to evaluate its safety and e cacy. In all cases, new information
must be recorded and, where appropriate, made publicly available.
19th October 2013

The 2008 Declaration of Helsinki First among Equals in Research Ethics?
Annette Rid and HaraldSchmidt

Introduction
The World Medical Association's (WMA) Declaration
of Helsinki is one of the most important and influential
international research ethics documents. Launched in
1964, when ethical guidance for research was scarce,
the Declaration comprised eleven basic principles and
provisions on clinical research. The document has
since evolved to a complex set of principles, norms,
and directions for action of varying degrees of specificity, ranging from specific rules to broad aspirational
statements. It has been revised six times in an effort
to maintain its influence. While all revisions were the
result of vigorous debate, the 2000 revision and two
subsequent notes of clarification spurred particular
controversy surrounding the use of placebo in clinical
research and the standard of care and post-trial obligations in research in developing countries. 2 Several
institutions opted to cite earlier versions of the Declaration," and the U.S. Food and Drug Administration
(FDA) recently removed all reference to the Declaration in its approval requirements for drugs and biological products that are studied outside the United
States.4
These developments suggest a significant weakening of the Declaration,6 which is concerning because
strong international guidance on the ethics of medical
research is sorely needed. However, the recent 2008
revision' makes a problematic attempt to strengthen
the Declaration. By asserting that "no national or
international ethical, legal or regulatory require-

ment should reduce or eliminate any of the protections for research subjects set forth in this Declaration" (§10), the Declaration seems to position itself
as "first among equals" in research ethics and regulation (table I summarizes other relevant changes
in the 2008 revision of the document). This raises
important questions about the Declaration's appropriate normative status. The present paper argues
that the new claim of ethical primacy is problematic
and makes the Declaration unnecessarily vulnerable
to criticism.

The Declaration's New Claim of Universal
Ethical Primacy
Part of §10 helpfully clarifies the relationship between
ethics and the law. The Declaration rightly emphasizes that legal and regulatory requirements should
not contradict ethical principles for the conduct of
research, and that researchers' ethical obligations
can go beyond what is legally required. For this to be
true, however, a given set of ethical principles must be
fully justified, and this is what §10 appears to claim
for the Declaration. By requiring that no national or
international ethical requirements should contradict
its principles, the Declaration appears to promulgate
a universal baseline of minimal ethical standards that
mandates strict adherence from everyone involved in
research. However, suggesting this understanding of
the Declaration unnecessarily gives rise to significant
problems.

Annette Rid, M.D., is a PostdoctoralFellow in the Department ofBioethics, NationalInstitutes ofHealth, and an Assistant
Professorat the Institute ofBiomedical Ethics, University ofZurich, Switzerland (on leave). She received anM.D. degree and a
B.A. in Philosophyfrom the University ofFreiburg,Germany. Harald Schmidt, M.A., is theAssistantDirectorofthe Nuffield
Council on Bioethics and a ResearchAssociate at the London School ofEconomics, UK. He received anM.A. in Philosophyfrom
the University ofMiinster,Germany.

THE EFFECTS OF HEALTH INFORMATION TECHNOLOGY ON THE PHYSICIAN-PATIENT RELATIONSHIP * SPRING 2010

143

INDEPENDENT
What Is Problematic about the Claim of
Ethical Primacy?
Problem 1: Some ofthe Declaration'sPrinciples
Allow of Too Few Exceptions
Many of the Declaration's provisions are very general. This is no fault of the Declaration because guidance documents, unlike legal provisions or regulatory
codes, usually omit specifics. However, sometimes
there are justified exceptions to general principles.
Mandating strict adherence to principles that allow
few exceptions can therefore lead to ethically dubious
requirements.
For example, the Declaration requires that competent research subjects7 freely provide informed consent (§24). This general principle is appropriate for
the vast majority of research with subjects who have
the capacity to consent to study participation (provisions regarding research with subjects who do not
have the capacity to consent are set out in §27, §28,
and §29). However, some exceptions from consent
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Problem 2: Some ofthe Declaration' Principles
Are Too Vague
The Declaration aims to provide general ethical guidance. This sets unavoidable limits to the precision and
detail of its principles. However, some of the Declaration's provisions are so vague that they fail to provide
meaningful directions. In these cases the Declaration's "ethical minimum" runs the risk of being empty.
For example, the provisions on benefit-sharing and
post-trial obligations in international collaborative
research are very vague. The Declaration's §33 now
states that "patients entered into the study are entitled
to (...) share any benefits that result from it, for example, access to interventions identified as beneficial or
to other appropriate care or benefits." §14 requires
researchers to "describe arrangements for post-study
access" in study protocols. However, these provisions
leave open whattypes andwhatlevel ofbeneflts subjects
are entitled to over a particular time span and, importautly, who is responsible for their provision. Ensuring
post-trials access to beneficial interventions, for example, appears to be
optional because it is listed only as a
of
lai

ethical primacy is problematic and makes the
Declaration unnecessarily vulnerable to criticism,
seem justified even when subjects are competent.
The Declaration itself acknowledges an exception in
research using identifiable human material or data
(§25). But there are further plausible exceptions
which the Declaration does not include. For example, it is widely accepted that research involving no
more than minimal risk - such as a simple survey of
behavioral health risks - does not necessarily require
fully informed consent. Further, research involving
deception, such as studies investigating the effectiveness of placebo treatment against pain, might be
acceptable if the deception is necessary for scientific
validity, if the research has important social value
and involves no more than minimal risk to subjects,
if subjects are debriefed about the study's deceptive
nature after its completion, and if subjects are given
the opportunity to withdraw their data in the debriefing process. Waivers or modifications of informed
consent in these circumstances are recognized by
other international guidance. Although appropriate
in most research involving competent subjects, the
requirements of informed consent as set out in §24
and §25 of the Declaration are, if strictly interpreted,
misguided and risk complicating or forestalling valuable research.
144

possible, but not a necessary benefit.
However, in a study investigating
adherence to antiretroviral treatment

in resource-poor settings, is it really
optional to ensure continued access
to anti-retrovirals after the study is
over? §14 requires a statement on post-trial arrangements in the study protocol, but this requirement
does not necessarily guarantee continued access for
subjects. For instance, if the arrangement is that study
medications will be made available for purchase after
the trial, then most subjects in resource-poor settings
will be unable to continue treatment. While it may not
always be feasible to provide post-trial access to treatment, §14/§33 should have provided clearer guidance
bystipulating astrongdefault for sustainable post-trial
access arrangements, in particular when the interventions in question have significant impact on subjects'
health and/or well-being, and by clarifying the roles
and responsibilities of the different actors involved in
the process. As they stand, these paragraphs convey
no firm requirement for researchers, sponsors, and
health officials to ensure post-trial access. It is questionable that such non-committal wording should be
accepted as the universal ethical minimum.

Problem : Some ofthe Declaration'sPrinciples
Are Internally Inconsistent
The Declaration now notes explicitly that the document "is intended to be read as a whole, and each of
its constituent paragraphs should not be applied withJOURNAL OF LAW, MEDICINE & ETHICS
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out consideration of all other relevant paragraphs"
(§1). However, this provision does not by itself solve
the Declaration's problems of internal consistency. A
mandate of strict adherence to the Declaration can
therefore generate contradictions.
For example, the Declaration requires that research
should be combined with medical care only if the "...

research is justified by its potential preventive, diagnostic or therapeutic value [for subjects] and (...)
participation in the research study will not adversely
affect the health of the patients who serve as research
subjects" (§31). By categorically prohibiting adverse
effects to the health of subjects, this provision appears
to bar any risk of harm to subjects - or, maybe more
plausibly, any risk of serious harm. However, this would
prohibit almost all clinical research, which typically
involves clinical care while posing some risk of serious

reasonable disagreement, and quite another to declare
one's position as the universal ethical minimum. Such
assertions are inappropriate in cases where reasonable
disagreement exists.
For example, consider the long-standing controversy surrounding the standard of care in research
in developing countries. Should research interventions be tested against the local standard of care, even
if that can be "nothing," or should interventions be
tested against the best interventions available worldwide? Prominent commentators disagree about this
question. Some argue that testing against the local
standard of care would create unethical double standards. 9 Others share the concern that local standards of
care can be unacceptably low, but worry that a strict
requirement to test against the worldwide best interventions would block important research specifically

Future revisions of the Declaration should clarify the document's
normative status as a set of strong default recommendations and improve
its substance through further specification, precision, and argument.
harm to subjects. For example, a physician-investigator might invite one of his patients to participate in a
study after standard therapy has failed. Imagine the
study investigates a very promising new drug for brain
cancer and requires a lumbar puncture, involving a <1
in 100,000 risk of meningitis. Meningitis arguably is
a serious harm, hence it cannot be excluded that participation in the study will not adversely affect his or
her patient's health. According to §31, then, this study
is not acceptable. But it seems that the <1 in 100,000
risk of meningitis should be considered acceptable
because the likelihood of contracting meningitis is
very low and the study offers significant potential benefit for both individual subjects and for society. By barring any risk of serious harm, §31 therefore forestalls
acceptable clinical research. This outcome is inconsistent with the Declaration's emphasis on the importance of research for medical progress (§5).
Problem 4: Some ofthe Declaration'sPrinciples Take
PositionsamidstReasonableDisagreement
The foundations of research ethics remain controversial among reasonable people committed to promoting ethical research. The Declaration takes a particular stance on key issues of controversy, and thereby
makes an important contribution to ongoing debates.
However, it is one thing to take a stance in the face of
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designed to improve health care under local conditions. These commentators defend deviations from the
best available intervention under some restrictive circumstances, 0 similar to ethical guidance documents
other than the Declaration." Reasonable people seem
to disagree about the appropriate standard of care in
research in developing countries.
Clearly, it does not follow from this situation that
the Declaration should refrain from taking a stance
on controversial issues. In fact, if the standard was
that the Declaration could only include provisions
that are accepted by all reasonable commentators, it
would be a rather short document. It is therefore perfectly acceptable for the Declaration to stipulate that
new interventions "must be tested against ... the best

current proven intervention[s]" (§32), if this is the
WMA's carefully considered position. However, given
that reasonable people disagree about the appropriate
standard of care in research in developing countries,
it is inappropriate for the Declaration to claim that
this position must be accepted as the universal ethical
minimum.
Problem 5: A Mandate ofStrictAdherence Can
Convey an InaccuratePictureofEthics
The overarching goal of the Declaration is to advance
ethical conduct of medical research. Several of its
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provisions, when followed, clearly promote this goal.
However, requiring strict adherence to the norms
set out by a single piece of guidance can convey an
inaccurate picture of ethics and may risk alienating
researchers.
Researchers should certainly not deviate from
sound ethical guidance without good reason, and
involvement of an independent ethics body might be
important if they intend to do so. But by mandating
strict adherence to a single set of rules, the Declaration fails to respect and promote the moral agency
of researchers. Moreover, such a mandate could have
unintended consequences. Some researchers might be
led to believe that ethics is simply a matter of following
one set of ethical rules, rather than providing explicit
justification for their actions in light of the particulars
of a given situation. There is a risk that these researchers will not be encouraged to fully develop their ability
to critically reflect upon and evaluate rapid developments in science and technology, or the particular circumstances they are facing. By contrast, researchers
with advanced knowledge and experience might simply discount the Declaration as insufficiently compatible with their own ethical judgement. These researchers might take the document less seriously than they
should, or ignore it altogether.

Demonstrating Instead of Proclaiming
Authority
Given the ongoing controversy about the Declaration,
it is understandable that the recent revision aims to
bolster the importance of the document. However, the
above analysis shows that the Declaration's new claim
of ethical primacy is problematic. Moreover, because
ethical guidance should demonstrate rather than
proclaim authority, this claim makes the Declaration
unnecessarily vulnerable to criticism. Future revisions
should therefore strengthen the Declaration in the following two ways.
Clarifying the Status ofthe Declaration
Like any other ethical guidance, the Declaration's
provisions should be followed only if they are a statement of justified ethical principles, if they apply to
the given situation, and if they are not outweighed by
other significant ethical considerations. Ethics is not
a rule-following activity, but necessarily involves the
exercise of moral judgment. The Declaration should
therefore eliminate its claim of ethical primacy in §10.
It should also clarify the relationship between ethics
and law in general terms, rather than suggesting that
only the Declaration can trump legal or regulatory
requirements. Further, the opening paragraph should
be clearer that the Declaration provides a set of basic

ethical principles which is intended to assist researchers in the process of reflecting upon and thoughtfully
discharging their responsibilities, rather than providing solutions or an off-the-shelf set of uniformly applicable principles. The Declaration's principles should
be seen as strong defaults, to be followed unless there
is compelling ethical reason to do otherwise.
Improving the Declaration'sSubstance
In parallel, the Declaration's substance should be
improved to strengthen its authority for researchers
and others involved in medical research. The above
analysis suggests several strategies towards achieving this goal. First, provisions that currently allow of
too few exceptions should be specified to the extent
this is compatible with a general guidance document.
For example, the provisions on informed consent in
research with competent subjects might specify conditions under which it can be acceptable to modify or
waive elements of informed consent. Certain minimal
risk interventions, such as a simple survey of behavioral health risks, would be one obvious candidate.
Second, vague provisions should be formulated
more precisely. For example, it would be useful to
define criteria that make post-trial access arrangements indispensable. It could be argued, for example,
that subjects should have access to beneficial interventions if these interventions have a significant impact
on subjects' health and/or well-being. Similarly, it
would be useful to clarify the roles and responsibilities
of the different actors necessary for realizing post-trial
access arrangements, including researchers, sponsors,
and health officials. Further specification, precision,
and argument should also help to minimize internal
inconsistencies.
Third, to foster and advance debate about controversial provisions, justifications for the positions taken
in the Declaration should be laid out in a separate
document. For example, as discussed above, reasonable people disagree about the appropriate standard
of care in clinical research. Ongoing debates about
this issue might be advanced if the reasons underlying
the Declaration's position were clear. At a minimum,
knowing the rationale would hopefully render ongoing controversy about the Declaration's respective
provisions more focused and productive.

Conclusion
An urgent need exists for strong international guidance on the ethics of medical research. Due to its long
and influential history, the Declaration of Helsinki is
uniquely situated to provide such guidance. However,
the Declaration's most recent claim of ethical primacy
is problematic and makes the document unnecessarily
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