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Human Subjects Protection 

• Laws, regulations, guidances 
• Conducting ethical research 
• IRB process 
• Informed consent process 
• Manage COIs 
• Maintain privacy and confidentiality 
• Data and safety monitoring 



Good Clinical Practice (GCP) 

• Standards meant to ensure the rights and 
well-being of the patient are protected and 
quality data is provided 

• Provides ethical and quality research 
• Responsibility for GCP shared by all 

members of any clinical research enterprise 
 
  HSP + Quality Data = GCP 

 



Good Clinical Practice (GCP) 
• Compliance with GCP 

– Provides the public with the assurance that the rights, 
safety and welfare of the subjects are protected and 
respected  

– Advance scientific knowledge by ensuring data 
generated by the study trial is accurate, verifiable, 
and reproducible  

• GCP standards are found in both regulations 
and guidelines 
– Which regulations/guidances to follow depend on the 

type of research and funding 



OHRP 

Which Agencies’ Regulations 
Does the NIH IRP  Follow? 



Laws, Regulations & 
Guidances 

• Laws 
– Legislative Branch (Congress) 
– Published in the United States Code 

• Regulations 
– Executive Brach (Departments & Agencies) 
– Published in the Code of  Federal Regulations 
 

• Guidances 
– Agencies 
– Published in the Federal Register 



Regulations 
• DHHS: CFR 45 Part 46  
• FDA: CFR 21 Parts 50, 56, 312, 812 
• Regulations are open to interpretation 

– 45 CFR 46, Office for Human Research 
Protections (OHRP) is the interpreter 

– 21 CFR and it subparts are interpreted by 
the FDA  



OHRP: 45 CFR 46 

• Regulates protection of human subjects in 
most federally funded research 
 

• Subpart A: Protection of Human Subjects 
(1974, revised in 1981, 1991, 2001) 
– Referred to as the Common Rule (1991) 

 
 



OHRP: 45 CFR 46: Subparts 
B-D 

• Subpart B*: Pregnant Women, Human 
Fetuses and Neonates in Research 
(11/13/2001) 

• Subpart C*: Biomedical and Behavioral  
Research Involving Prisoners as Subjects 
(11/16/1978) 

• Subpart D*: Children Involved as Subjects 
in Research (3/8/1983) 

* Recognized as vulnerable population 



FDA: 21 CFR 50 & 56 

FDA regulations finalized in Jan, 1981 to be 
congruent with 45 CFR 46 
 

– 21 CFR Part 50: Protection of Human 
Subjects focuses on informed consent 

– 21 CFR Part 56: Institutional Review Boards 
describes roles and functions 

– Recognizes children as a vulnerable 
population 



45 CFR vs. 21 CFR 

• Minor—different missions 
 

• 45 CFR covers all federally funded 
research by agencies who are signatories 
to the Common Rule 
 

• 21 CFR covers research on products  
regulated by the FDA—does not have to 
be federally funded 
 
 



FDA Guidances 

 
 

http://www.fda.gov/RegulatoryInformation/Guidances/default.htm
http://www.fda.gov/RegulatoryInformation/Guidances/default.htm


OHRP Guidances  

http://www.hhs.gov/ohrp/policy/index.html
http://www.hhs.gov/ohrp/policy/index.html
http://www.hhs.gov/ohrp/policy/index.html


International Conference on 
Harmonisation of Technical 

Requirements for Registration of 
Pharmaceutical for Human Use (ICH) 

• Drug regulatory authorities  + representatives 
from pharmaceutical trade associations in 
Europe, Japan, and the U.S.  
 

• Mission: to achieve greater harmonization in the 
interpretation and application of technical 
guidelines and requirements for product 
registration, thereby reducing duplication of 
testing and reporting carried out during the 
research and development of new medicines.  



ICH Standards 
• 4 major categories of standards are: 

– Quality guidelines 
• chemical and pharmaceutical Quality Assurance 

– Safety guidelines 
• in vitro and in vivo pre-clinical studies 

– Efficacy guidelines 
• clinical studies in human subject 
• E2: data management 
• E6: Good Clinical Practice (GCP) Guidelines 

– Multidisciplinary guidelines 
• cross-cutting topics that do not fit into one of the 

above categories 

http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6_R1/Step4/E6_R1__Guideline.pdf


ICH  

http://www.ich.org/


Sections of E6 
• Glossary of terms 
• Principles of ICH GCP 
• Institutional Review Board (IRB)/Independent 

Ethics Committee (IEC) 
• Investigator 
• Sponsor 
• Clinical Trial Protocol and Protocol 

Amendment(s) 
• Investigator’s Brochure (IB) 
• Essential Documents for the Conduct of a 

Clinical Trial  
– Site (also known as the Regulatory Binder) 
– Sponsor  



MILESTONES IN THE 
HISTORY OF HUMAN 
SUBJECTS PROTECTION:  
 
CAN YOU NAME A FEW? 
 



Nuremberg Code 
(1947) 

 
 

 

• No intentional death 
or disability 

• Protection from harm 
• Subject free to stop 
• Qualified investigators 
• Investigator will stop if 

harm occurs 

• Voluntary consent 
• Anticipate scientific 

benefits 
• Benefits outweigh 

risks 
• Animal experiments 

first 
• Avoid suffering 



1964: World Medical  
Association’s Declaration  

of Helsinki 
• Statement of ethical principles to guide 

physicians and other participants in medical 
research involving human subjects, 
including medical research on identifiable 
human material or identifiable data 

• Continues to be revised 
• Built upon the 10 principles of the 

Nuremberg Code and added that: 
– Interest of the subject should always be given a 

higher priority than the interests of society 
– Every subject in clinical research should get the 

best known treatment  



1966: NIH Guidelines for Federally  
Funded Research on Human 

Experiments 
• Institutions receiving NIH funds had to create a 

committee not connected to the research project to 
review the study and the informed consent 

• Committee tasked with prospectively reviewing 
studies for: 
– potential risks and benefits of the research 
– methods used to obtain patient consent 

• Members were mostly other research physicians, 
though a few included lawyers and clergy 

• Research was no longer based on just the judgment 
of individual investigators 

• For the first time, researchers had to answer to 
federal regulations and mandatory peer review 



Beecher Article 
 

Beecher, H.K. (1966). Ethics and Clinical 
Research. New England Journal of 

Medicine, 274, 1354-1360. 

Henry Knowles Beecher 
1904-1976 

First time that respected 
member of the research 
community focused attention on 
the need to improve the ethical 
standards for conducting 
clinical research in the U.S. 



Events Leading to 1973 
Congressional Hearings 

• Willowbrook Hepatitis Studies (1950’s) 
• Jewish Chronic Disease Hospital Studies 

(1960’s) 
• Milgram Studies of Obedience to Authority 

(early 1960’s) 
• San Antonio Contraception Study (early 

1970’s) 
• Tearoom Trade Study (early 1970’s) 
• Tuskegee (1930’s-1970’s) 



Congressional Hearings and the 
National Research Act 

• Congressional Hearing on the Quality of Health 
Care and Human Experimentation: 1973 
– Consensus: Federal oversight was required to protect 

rights and welfare of research subjects 
 

• National Research Act: 1974  
– Established the National Commission for protection of 

Human Subjects of Biomedical and Behavioral 
Research 

• 1979 Belmont Report 
– DHHS Policies were codified in 1974 as 45 CFR Part 

46, Subpart A 
 



Belmont Report  
(1979) 
• Medical practice vs. Research 

 
• Ethical principles guiding human subjects 

research 
– Respect for persons 
– Beneficence 
– Distributive justice 

 



Application of the Belmont Report 
Principle Application 
Respect for Persons 
• Individuals are autonomous agents. 
• Individuals should be treated with 

respect 
• Persons with diminished autonomy 

need additional protection. 
Beneficence 
• Human participants should not be 

harmed. 
• Research should maximize possible 

benefits and minimize possible risks. 

 

Justice 
• The benefits and burdens of research 

must be distributed fairly. 
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Application of the Belmont Report 
Principle Application 
Respect for Persons 
• Individuals are autonomous agents. 
• Individuals should be treated with 

respect 
• Persons with diminished autonomy 

need additional protection. 

Informed Consent 
• Participants must be given the 

opportunity to choose what shall or 
shall not happen to them  

• The consent process must include 
three elements: 
• Information sharing 
• Comprehension  
• Voluntary participation 

Beneficence 
• Human participants should not be 

harmed. 
• Research should maximize possible 

benefits and minimize possible risks. 

• Assessment of risks and benefits by 
investigator and IRB 

Justice 
• The benefits and burdens of research 

must be distributed fairly. 

Selection of participants 
• Fair procedures and outcomes in the 

selection of research participants 
• Eligibility criteria should include those 

who may benefit and exclude those who 
may be harmed 



1999: A Bad Year for CTs 
• Death on Gene Therapy Trial 

 
• Veterans Administration  

 
• Duke University Medical Center  

 
• Outcome: 

– The Office of Human Research Protections (OHRP) was 
established in 2000 with the US Department of Health and 
Human Services to increase the focus on protecting human 
research participants. Former name: Office for Protection from 
Research Risks (OPRR) and limited to NIH funded research. 
 

 



Havasupai Case 

• Researchers used samples in multiple studies 
unrelated to diabetes, sharing them with other 
investigators. 

• Examined several genes (schizophrenia, 
metabolic disorders, alcoholism) 

• Two dozen publications based upon the blood 
samples 
• Many didn’t match what  subjects thought 

they donated blood for 



Essential Elements of Ethical 
Research 

 Eight Elements of Ethical Research:  
– Valuable scientific question 
– Valid scientific design and methodology 
– Fair subject selection 
– Balance of risks and benefits 
– Independent review 
– Informed consent 
– Respect for enrolled subjects 
– Collaborative partnerships 

Emanuel, E.J., Wendler, D., Killen, J., Grady, C. (2004).What Makes Clinical 
Research in Developing Countries Ethical? The Benchmarks of Ethical 
Research. Journal of Infectious Disease, 189(5):930-937. 



Where do the 7 principles come 
from?  

• Nuremberg Code  
• Declaration of Helsinki 
• Belmont Report  
• International Conference on Harmonization 

– GCP Guidelines  
• The Common Rule (US 45CFR46 Part A) 
• FDA regulations 21CFR parts 50 & 56 

 



Human Research Protections 
Program (HRPP)  

• Research involving humans at the NIH is 
under the Human Research Protections 
Program (HRPP) of the IRP  

• Office of Human Subjects Research 
Protections (OHSRP) supports the 
Institutional Official for the NIH to: 
– Provide policy development  
– Regulatory oversight of the HRPP 

 

http://ohsr.od.nih.gov/


NIH Officials lead the NIH HRPP? 
The Institutional Official:  Michael Gottesman, MD,  

Deputy Director of NIH for Intramural Research (DDIR)
   

Steve Holland, MD,  
 Deputy Director for Intramural Clinical Research 

(DDICR)  
 
Lynnette Nieman, MD, Director,  
 Office of Human Subjects Research Protections 

(OHSRP) 
 
Charlotte Holden, JD, Deputy Director 
 Office of Human Subjects Research Protections 

(OHSRP) 
 

 
35 



http://ohsr.od.nih.gov/  

http://ohsr.od.nih.gov/


https://federation.nih.go
v/ohsr/nih/index.php  

https://federation.nih.gov/ohsr/nih/index.php
https://federation.nih.gov/ohsr/nih/index.php


SOP #25: Training 
• Clinical researchers and clinical research 

support staff are required to have training 
commensurate with their roles and 
responsibilities. 

• IRBs may require additional training for 
investigators who do not demonstrate 
understanding of specific areas or when 
investigators undertake a new type of 
research 



https://federation.nih.gov/ohsr/nih/investigator-training.php  

https://federation.nih.gov/ohsr/nih/investigator-training.php
https://federation.nih.gov/ohsr/nih/investigator-training.php
https://federation.nih.gov/ohsr/nih/investigator-training.php








What is AAHRPP? 

The Association for the Accreditation 
of Human Research Protection 
Programs, (AAHRPP) promotes high-
quality research through an 
accreditation process that helps 
organizations worldwide strengthen 
their human research protection 
programs (HRPPs).  



Why Did the NIH pursue 
accreditation?  

• To undergo a comprehensive self-
evaluation to ensure that NIH follows 
federal regulations and local policies in a 
uniform way 

• To set policies in writing if they do not exist 
• To streamline processes 
• To harmonize IRB and IC processes and 

policies 
• To identify and disseminate best practices 



Summary 

• Conduct research according to GCP, 
laws, regulations, guidances 

• Conduct ethical research 
• Understand our HRPP including: 

– SOPs 
– Training requirements  
– AAHRP accreditation  
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