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In 1974, a significant milestone was achieved in the history of research ethics and human subject
protections with the formal issuance of 45 CFR 46, elevating it to a regulatory status that would shape
research practices for decades to come. This development was rooted in a combination of pivotal
legislative action and historical lessons from past abuses, notably the Nuremberg Trials.
Understanding the origins, implications, and ongoing relevance of this regulation is essential for
researchers, ethics committees, and policymakers committed to safeguarding human rights in
research.

Background: The Ethical Landscape Before 1974
Before the establishment of 45 CFR 46 as a regulatory framework, research involving human subjects
was often conducted without standardized ethical oversight. Incidents of unethical experimentation,
such as the Tuskegee Syphilis Study and other controversial studies, highlighted the urgent need for
formal protections.

The Nuremberg Code: A Landmark in Ethical Standards

Origins of the Nuremberg Code
The Nuremberg Code was developed in 1947 in response to the atrocities committed during Nazi
medical experiments showcased at the Nuremberg Trials. It established ten fundamental principles to
guide ethical human experimentation, emphasizing voluntary consent, beneficence, and the necessity
of scientifically valid research.

Core Principles of the Nuremberg Code

Voluntary Consent: Participants must give informed consent without coercion.

Beneficence: The experiment should yield fruitful results for the good of society.

Minimization of Risk: Risks should be minimized and proportionate to potential benefits.

Right to Withdraw: Participants can withdraw at any time without penalty.

Proper Preparation and Conduct: The experiment should be conducted by qualified personnel.



While the Nuremberg Code laid a foundational ethical framework, it was primarily a set of guidelines
rather than enforceable regulations. Its principles influenced many later policies but needed formal
codification to ensure widespread adherence.

The 1974 National Research Act and Its Role in
Elevating Human Subjects Protections

Legislative Context Leading to the 1974 Act
By the early 1970s, awareness of unethical research practices had grown, fueled by revelations from
studies like the Tuskegee Syphilis Study, which involved withholding treatment from African American
men to observe disease progression. Public outcry and advocacy for stronger protections prompted
Congress to act.

Passage of the National Research Act
In response, Congress enacted the National Research Act in 1974, which signified a turning point in
research ethics by:
- Recognizing the need for federal oversight of research involving human subjects.
- Establishing institutional review boards (IRBs) to review and monitor research protocols.
- Mandating informed consent processes.

Key Provisions of the 1974 National Research Act

Creation of the National Commission for the Protection of Human Subjects of1.
Biomedical and Behavioral Research: Tasked with identifying ethical principles and
developing guidelines for human research.

Development of Ethical Guidelines: The Commission produced the Belmont Report, which2.
articulated fundamental ethical principles—respect for persons, beneficence, and justice.

Regulatory Framework: The Act laid the groundwork for formal regulations governing3.
research practices, especially in federally funded studies.

Establishment and Impact of 45 CFR 46

What is 45 CFR 46?
45 CFR 46, also known as the "Common Rule," is a set of federal regulations that govern the ethical
conduct of research involving human subjects conducted or supported by various U.S. federal
agencies. Issued in 1974, it formalized the protections inspired by the Nuremberg principles and the



Belmont Report.

Key Components of 45 CFR 46

Institutional Review Boards (IRBs): Mandates that research protocols be reviewed and
approved by IRBs to ensure ethical standards.

Informed Consent: Specifies procedures to obtain voluntary and informed participation from
subjects.

Additional Protections for Vulnerable Populations: Includes safeguards for children,
prisoners, pregnant women, and other vulnerable groups.

Continuing Review and Monitoring: Requires ongoing oversight of approved research.

Regulatory Status and Enforcement
The issuance of 45 CFR 46 as a regulation meant that compliance was mandatory for federally funded
research. Agencies such as the Department of Health and Human Services (HHS) and the Food and
Drug Administration (FDA) adopted these standards, making them enforceable legal requirements.

The Legacy of the 1974 Regulations and Their
Evolution

Impact on Research Ethics
The formalization of regulations in 45 CFR 46 significantly improved protections for research
participants, fostering public trust and ensuring ethical standards are maintained across scientific
disciplines.

Subsequent Developments
Since 1974, the regulations have undergone revisions to address emerging ethical challenges,
technological advances, and international standards. Notably:
- The 1991 revision expanded protections and clarified procedures.
- The 2018 update introduced the Federal Policy for the Protection of Human Subjects, commonly
known as the "Revised Common Rule," streamlining processes and enhancing participant protections.

Conclusion: The Enduring Significance of the 1974



Regulations
The issuance of 45 CFR 46 in 1974 marked a pivotal moment in the history of research ethics,
transforming voluntary guidelines into enforceable regulations that safeguard human rights in
research activities. Rooted in lessons from the Nuremberg Code and driven by the tragic lessons from
unethical studies, these regulations continue to serve as a cornerstone for ethical research conduct
today. As scientific innovation advances, the foundational principles established in 1974 remain vital
in ensuring that research benefits society while respecting the dignity and rights of individual
participants.
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Frequently Asked Questions

What is the significance of the 1974 National Research Act in
relation to 45 CFR 46?
The 1974 National Research Act established the foundation for federal regulations governing human
subjects research, leading to the creation of 45 CFR 46, which codifies the ethical standards and
protections for research participants.

How did the 1974 National Research Act elevate 45 CFR 46 to
regulatory status?
The Act officially recognized 45 CFR 46 as a federal regulation, mandating ethical standards and
institutional oversight for federally funded research involving human subjects.

What role did the Nuremberg Code play in shaping the
regulations in 1974?
The Nuremberg Code, established after WWII, laid ethical principles for human experimentation,
influencing the development of regulations like 45 CFR 46 to ensure participant protection.



Are the Nuremberg principles directly referenced in 45 CFR
46?
While not explicitly referenced, the Nuremberg principles underpin the ethical foundations of 45 CFR
46 by emphasizing voluntary consent and humane treatment in research.

What prompted the federal government to formalize research
protections in 1974?
Concerns over unethical research practices and incidents like the Tuskegee Syphilis Study led to the
enactment of the National Research Act, formalizing protections under regulations like 45 CFR 46.

How does the 1974 regulation impact current research ethics
and practices?
It established mandatory Institutional Review Boards (IRBs) and ethical standards, shaping modern
research practices to prioritize participant safety and informed consent.

Additional Resources
Issued in 1974, 45 CFR 46 Raised to Regulatory Status: A) The 1974 National Research Act B) The
Nuremberg

The year 1974 marked a pivotal turning point in the landscape of human subject research regulation.
Central to this transformation was the formal establishment of 45 CFR 46, a set of federal regulations
that elevated the ethical standards and oversight mechanisms governing research involving human
subjects. These regulatory advancements drew heavily from historical precedents, notably the
Nuremberg Code, and reflected a growing societal commitment to safeguarding individual rights amid
scientific progress. This article offers a comprehensive examination of the origins, developments, and
implications of these regulatory shifts, underscoring their enduring influence on ethical research
practices.

The 1974 National Research Act: Foundations of Ethical
Oversight

Background and Context

Prior to the early 1970s, biomedical and behavioral research involving human participants was largely
unregulated at the federal level. While ethical considerations were discussed in academic and medical
circles, there was no standardized framework ensuring consistent protection for research subjects.
Several high-profile incidents, including the Tuskegee Syphilis Study (1932–1972), exposed egregious
violations of ethical standards, fueling public outrage and demands for regulatory reforms.



The Tuskegee Study, in particular, revealed how vulnerable populations could be exploited under the
guise of scientific inquiry. The study's unethical withholding of treatment from African American men
with syphilis persisted for decades, even after penicillin became a standard cure. Such revelations
galvanized policymakers and the public to seek robust regulations that would prevent similar abuses.

Creation and Passage of the National Research Act

In response to these concerns, Congress enacted the National Research Act on July 12, 1974. This
landmark legislation established the framework for the ethical review and oversight of research
involving human subjects at the federal level. Its key provisions included:

- Establishment of the National Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research: This independent body was tasked with identifying basic ethical principles that
should underlie research involving humans and developing guidelines to ensure ethical conduct.

- Mandate for Federal Regulations: The Act directed the Department of Health, Education, and Welfare
(later the Department of Health and Human Services) to develop regulations governing human
subject research, leading to the codification of 45 CFR 46.

- Focus on Ethical Principles: The legislation emphasized respect for persons, beneficence, and
justice—principles later formalized as the Belmont Report’s core tenets.

The Belmont Report: Ethical Principles in Practice

In 1979, the National Commission released the Belmont Report, which distilled the ethical principles
underlying federal regulations. Its core principles include:

1. Respect for Persons: Recognizing individual autonomy and protecting those with diminished
autonomy.
2. Beneficence: Maximizing benefits and minimizing harms.
3. Justice: Ensuring equitable distribution of research benefits and burdens.

These principles underpin the regulatory language of 45 CFR 46 and continue to influence research
ethics and oversight.

Key Aspects of 45 CFR 46

The regulations formalized several critical components:

- Institutional Review Boards (IRBs): Establishment of IRBs responsible for reviewing, approving, and
monitoring research protocols to ensure ethical compliance.
- Informed Consent: Mandates that research subjects be adequately informed about the nature, risks,
and benefits of participation.
- Risk-Benefit Analysis: Research must be designed to minimize risks and maximize potential benefits.
- Vulnerable Populations: Special protections are required for groups such as children, prisoners,



pregnant women, and economically or educationally disadvantaged individuals.
- Continuing Review: IRBs are required to conduct ongoing oversight of approved research.

The 1974 regulations, codified as 45 CFR 46, thus represented a comprehensive effort to translate
ethical principles into enforceable standards.

The Nuremberg Code: A Historical Precursor

Origins and Development

The Nuremberg Code originated in the aftermath of World War II, as a response to the atrocities
committed by Nazi physicians involved in human experimentation. During the Nuremberg Trials
(1947–1948), atrocities such as involuntary experiments, lack of consent, and extreme cruelty were
exposed, prompting the international community to establish ethical standards for research.

In 1947, the trial of Nazi physicians culminated in the formulation of the Nuremberg Code—a set of
ten principles aimed at safeguarding human dignity in research. While not a legally binding
document, it served as a moral compass for ethical conduct.

Core Principles of the Nuremberg Code

1. Voluntary Consent: Participants must give informed, voluntary consent.
2. Research for the Benefit of Society: The research should yield fruitful results for societal benefit.
3. Avoidance of Unnecessary Suffering: Experiments should avoid causing unnecessary physical or
mental suffering.
4. Proper Preparation and Conduct: Researchers must be scientifically qualified and conduct
experiments responsibly.
5. Risk Minimization: Risks should be proportionate to the potential benefits.
6. Right to Withdraw: Participants must have the freedom to withdraw at any time without penalty.

Impact and Limitations

Although groundbreaking, the Nuremberg Code lacked
enforceability and was primarily conceptual. Its influence was
limited initially but became a moral foundation for
subsequent regulations. The Code underscored the necessity
of informed consent and voluntary participation—principles
that are central to current research ethics.



The Relationship Between the Nuremberg Code and 45
CFR 46

Evolution of Ethical Standards

The Nuremberg Code laid the groundwork for modern
research ethics, emphasizing individual autonomy and
informed consent. However, it lacked detailed procedural
guidance, leading to the development of more comprehensive
regulatory frameworks such as the Declaration of Helsinki
(1964), the Belmont Report (1979), and federal regulations
like 45 CFR 46.

The 1974 regulations, influenced by the moral imperatives of
the Nuremberg Code, formalized these principles into
enforceable standards, establishing mechanisms like IRBs to
ensure compliance.

From Moral Principles to Regulatory Enforcement

- The Nuremberg Code’s emphasis on voluntary consent
directly influenced the informed consent requirements in 45
CFR 46.
- Its prohibition of unnecessary suffering and emphasis on
minimizing risks are reflected in risk-benefit analyses
mandated by the regulations.
- The focus on scientific qualification and responsible conduct
echoes the Code’s call for proper researcher training and



accountability.

Impacts and Continuing Challenges

Revolutionizing Human Research Protections

The regulatory changes introduced in 1974 and the influence
of the Nuremberg Code revolutionized human research
protections by:

- Establishing institutional oversight mechanisms.
- Ensuring informed consent as a fundamental ethical
requirement.
- Recognizing the vulnerability of certain populations and
instituting protective measures.
- Promoting transparency and accountability in research
practices.

These measures fostered public trust and aligned scientific
progress with ethical imperatives, setting standards that
continue to evolve.

Contemporary Challenges and Ongoing Debates

Despite significant advances, ongoing challenges include:

- Informed Consent in Complex Research: Ensuring genuine



understanding in increasingly complex studies.
- Protection of Vulnerable Populations: Balancing research
needs with safeguarding rights.
- Global Harmonization: Addressing disparities in research
regulations internationally.
- Data Privacy and Digital Ethics: Adapting regulations to new
technologies and data-sharing practices.
- Balancing Scientific Innovation and Ethics: Navigating
emerging fields such as gene editing, AI, and personalized
medicine.

These debates highlight the necessity for continuous review
and adaptation of regulatory frameworks, grounded in the
ethical principles established decades ago.

Conclusion

The issuance of 45 CFR 46 in 1974 marked a watershed
moment in the formal regulation of human subject research,
transforming ethical principles into enforceable standards.
Drawing from the moral foundations laid by the Nuremberg
Code, these regulations institutionalized protections for
research participants, emphasizing informed consent, risk
minimization, and justice. As science advances, the ethical
frameworks established in 1974 continue to serve as a vital
foundation, guiding ongoing efforts to conduct research
responsibly and ethically, ensuring that scientific progress
benefits society without compromising individual rights. The
legacy of these developments underscores the enduring
importance of vigilance, accountability, and moral integrity in
the pursuit of knowledge.
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