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The Nuremberg Code 
(1947)

Ten Basic Principles, including:
“The voluntary consent of the human subject is absolutely 

essential…”
“The experiment should be conducted as to avoid all 

unnecessary physical and mental suffering and 
injury…”

“No experiment should be conducted where there is an a 
priori reason to believe that death or disabling injury will 
occur; except, perhaps, in those experiments where the 
experimental physicians also serve as subjects.”

“During the course of the experiment, the human subject  
should be at liberty to bring the experiment to an end if 
he has reached the physical or mental state where 
continuation of the experiment seems to him to be 
impossible.”

During the course of the experiment the scientist in 
charge must be prepared to terminate the experiment 
at any stage, if he has probable cause to believe…that 
a continuation of the experiment is likely to result in 
injury, disability, or death to the experimental subject.



Tuskegee Study of Untreated Syphilis 
in the Negro Male (1932-1972) 



National Research Act (1974)

Required the creation of the National Commission for 
the Protection of Human Subjects of Biomedical and 

Behavioral Research.



The Ethics of Conducting Research with 
Humans: The Belmont Report (1979)

n Beneficence
n maximize benefits, minimize risks

n Justice
n Who should bear the burdens of the

research? 
n Who should benefit from results?

n Respect for Persons
n Autonomy 
n Protect those with diminished autonomy



The Belmont Report was the basis for 
federal requirements of human 

research protections
Office for Human Research Protections 

• 45 CFR 46 Subpart A (‘Common Rule’) 
• Subpart B (Pregnant Women, Fetuses, and 

Nonviable/Questionable Viable Neonates), 
• Subpart C (Prisoners), 
• Subpart D (Minors)  

Food & Drug Administration
(jurisdiction: clinical investigations of drugs, devices, biologics)

• 21 CFR 50: Protection of Human Subjects 
• 21 CFR 56: Institutional Review Boards
• 21 CFR 312: Investigational Drugs  
• 21 CFR 812: Investigational Devices



What is the 
Common 

Rule? 

It is the Federal Policy for the 
Protection of Human Subjects

Originally promulgated in 1991, with 
no significant changes, until 1/21/19! 

Rockefeller’s Federal Wide Assurance 
(FWA) certifies compliance with this 
federal policy (for human research 
conducted or supported by Common 
Rule agencies…)



What’s so 
Common 

about the 
Common 

Rule? 

ü19 federal agencies follow the new 
Common Rule, e.g.,

• DHHS, including NIH (45 CFR 46, 
Subpart A)*

• DoD  (32 CFR 219)
• NSF (45 CFR 690)
• DoEnergy (10 CFR 745)
• Department of VA (38 CFR 16)
• DoEducation (34 CFR 97)

*FDA is within DHHS, but also has its own 
regulations 
*DoJ has not signed on yet



First Question: Is your 
activity “human subjects 
research” (HSR)?



Specifically:

1. Is it HSR according to the Common Rule?
2. Is it HSR according to FDA?    

(could be both!)



Is the activity research, according 
to the Common Rule?

“…a systematic investigation, including 
research development, testing and 
evaluation, designed to develop or 
contribute to generalized knowledge…”

But wait! There’s more! 



Research, cont.
For purposes of this part [the Common Rule], 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) (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) (4) Authorized operational activities (as determined by each agency) in support of 
intelligence, homeland security, defense, or other national security missions. 



What’s a Systematic Investigation?

an activity that involves a prospective plan 
which incorporates data collection, either 
quantitative and/or qualitative, and data 

analysis to answer a question

Does a case study involve a systematic 
investigation?



What does ‘designed to develop or 
contribute to generalizable knowledge’ 

mean?
designed to draw general conclusions:

üwhat we know about what is being tested is not 
yet firmly established or accepted; 

and
üthe activity is not dependent on the unique 

characteristics of the target population or system in 
which it will be implemented



Is it Generalizable?
What’s the intent of the activity?

Evaluation or improvement of a process, practice, or program at the site 
where the activity is being conducted?

Only to be applied to populations, or inform practice within the target 
population or within the site where the activity is being conducted 

Implementation of an evidence-based practice, process, or program and 
evaluate whether it functions as intended within the site where the activity is 
being conducted or with the local target population? 

Evaluation of an existing practice, process, or program to determine if it is 
functioning as intended? 

If the activity is limited to any of the above, it is likely not research



If the activity is research: 
Does the research involve human subjects, 

according to the Common Rule? 

A living individual about whom an investigator 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.



Once you determine if the activity is 
human subjects research according to the 

Common Rule…

You still need to assess if the activity is human 
subjects research according to FDA



FDA Decisions

Does the activity evaluate an FDA-regulated test article (i.e., 
drug, biologic, device)?

Does the activity involve Human Subjects? 
An individual who is, or becomes, a participant in research, 
either as a recipient of the test article or as a control. A 
subject may be either a healthy human or a patient. Also 
included in the FDA human subject definition: The use of a 
biological specimen –even if de-identified-from an individual 
used to test an investigational device

Does the activity involve research (clinical investigation)?
Any experiment that involves a test article and one or more 
human subjects...



If the activity IS human 
subjects research, next 
question: Is it exempt 
from the federal 
regulations? *

*this does not mean exempt from institutional 
review!



Focus on: Exemption #4

Secondary research* for which consent is not required

*Secondary research only! (i.e., re-using identifiable information and/or 
identifiable biospecimens that were, or will be, are collected for another 

reason, e.g., clinical or research)



Exemption #4: Secondary research uses 
of identifiable private information or 

identifiable biospecimens can be 
exempt under this category, if at least 

one of the following criteria is met:



Exemption 4(ii)

Identifiable private information…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 subject, the investigator 
does not contact the subjects, and the investigator will 
not re-identify subjects; 



Exemption 4 (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 [HIPAA], for the purposes of “health care 
operations” or “research” as those terms are defined at 45 CFR 
164.501 or “public health activities and purposes” as described 
under 45 CFR 164.512(b)”



What are the ethical standards that should 
be considered for all exempt studies? 

Criteria Yes No NA
The research holds out no more than minimal risk to participants ☐ ☐
Selection of participants is equitable ☐ ☐
If there is recording of identifiable information, there are adequate provisions to maintain the 
confidentiality of the data ☐ ☐ ☐

If there are interactions with participants, there are adequate provisions to protect the privacy 
interests of participants

☐ ☐ ☐

If there are interactions with participants, the consent process or information provided to potential subjects includes 
the following:     ☐ N/A – there are no interactions and no other need for consent

That the activity involves research ☐ ☐ ☐
A description of the procedures ☐ ☐ ☐

For Category 3 research that involves subject deception: A statement that subjects will be 
unaware of or misled regarding the nature or purposes of the research

☐ ☐ ☐

That participation is voluntary ☐ ☐ ☐
Name and contact information for the researcher ☐ ☐ ☐



If the activity IS human 
subjects research, but 
does not qualify for 
exemption, it is HSR that is 
not exempt, i.e., it is 
subject to federal 
regulations governing 
human research 
protection 



For a non-exempt study to qualify for 
Expedited (not full IRB Board) 

Review…
…The research must be all of the following:  
• no greater than minimal risk
• not involve prisoners (per OHRP guidance)
• not be classified 
• not involve identifiable data that would place subjects at risk of 

criminal or civil liability or be damaging to the subjects financial 
standing, employability, insurability, reputation, or be 
stigmatizing. If it could, reasonable protections must be in place 
so that risks related to invasion of privacy and breach of 
confidentiality are no greater than minimal, and

• Fit into one or more of these categories: 
https://www.hhs.gov/ohrp/regulations-and-
policy/guidance/categories-of-research-expedited-review-
procedure-1998/index.html

https://www.hhs.gov/ohrp/regulations-and-policy/guidance/categories-of-research-expedited-review-procedure-1998/index.html


If the nonexempt 
research doesn’t qualify 
for expedited review, it 
must be reviewed at a 
convened IRB meeting.  



Whether expedited or full board, a 
study must meet federally-defined 

criteria in order to be approved



1. Risks to subjects are minimized:

(i) By using procedures which are consistent with 
sound research design and which do not 
unnecessarily expose subjects to risk, and 

(ii) Whenever appropriate, by using procedures 
already being performed on the subjects for 
diagnostic or treatment purposes



2. Risks to subjects are reasonable in 
relation to anticipated benefits, if any, to 

subjects, and the importance of the 
knowledge that may reasonably be 

expected to result



3. Selection of Subjects is Equitable
Consider:
• The setting in which the research will be conducted
• Who is included, who is excluded? Does it make 

scientific sense? Ethical sense? 
• If applicable: Are children in a study involving a test 

article that hasn’t first been tested in adults? 
Pregnant women before non-pregnant women?
• Costs or compensation that may impact ‘fairness’
• Screening and recruitment?
• What about non-English speakers?



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

If not:
Are ALL the criteria for waiving informed 
consent or for altering/excluding specific 
elements of informed consent met?



5. Informed consent will be 
appropriately documented or 

appropriately waived in accordance with 
§46.117

If not:
Does the research meet one of the 
allowable criteria to waive 
documentation?



6. When appropriate, the research plan makes 
adequate provision for monitoring the data 
collected to ensure the safety of subjects

• What data will be monitored for safety purposes? 
When? How?
• Who will be responsible for evaluating safety data? 

Is a DSMB needed? 
• Stopping Rules? 
• Communication plan of findings to investigators 

and IRBs (from the IRB of Record or Sponsor)



7.When appropriate, there are 
adequate provisions to protect the 

privacy of subjects… 

Consider:
• Settings where recruitment, consent, and research 

procedures and interactions will occur
• Provisions to ensure privacy for each of the above
• Provisions to ensure privacy when contacting or 

soliciting information from subjects



…and to protect the confidentiality of 
subject data

Consider:
• What protective provisions, e.g., storage of research data in 

a locked file cabinet, separate storage of key to code that 
allows re-linking of data, passwords, encrypted files, etc.?

• If identifiers will be removed or replaced, is there a 
possibility that such information/biospecimens could be re-
identified?

• Will the information/biospecimens be shared/transmitted/ 
transferred to a third party or otherwise disclosed or 
released? How?

• Is there a potential risk of harm to individuals should the 
information/biospecimens be lost, stolen, compromised, or 
otherwise used in a way contrary to the contours of the 
study?

• Plans for data retention and destruction?



And (111.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 decision-making capacity, or economically or educationally 
disadvantaged persons, additional safeguards have been included in the 

study to protect the rights and welfare of these subjects.

(set aside issues with children, pregnant women/fetuses, prisoners, 
regulations for which are codified in the Common Rule subparts---more 
on that in a moment)
• What are some considerations when determining if additional 

safeguards are necessary and sufficient?  
• Examples:

• For economically disadvantaged…is there payment? What 
is the amount?  schedule?

• For educationally disadvantaged…is the consent process 
particularly simplified? Should there be a witness to the 
consent process? 



That’s it for the .111 criteria…
but that’s not all! 

Pregnant Women?
Subpart B of 45 CFR 46

Prisoners?
Subpart C of 45 CFR 46

Children?
Subpart D of 45 CFR 46

Department of Education (ED)? 
Family Educational Rights and Privacy Act (FERPA) (34 CFR 99)

and the Protection of Pupil Rights Amendment (PPRA) (34 CFR 98) 
See resources provided by ED when developing your research protocol

Investigational Drugs, biologics, devices?
FDA regulations at 21 CFR 50, 21 CFR 56, 21 CFR 312, 21 CFR 812

HIPAA?
45 CFR Part 160 and Subparts A and E of Part 164

http://www2.ed.gov/policy/gen/guid/fpco/index.html
http://familypolicy.ed.gov/ppra?src=fpco
http://www2.ed.gov/about/offices/list/ocfo/humansub.html
http://www.access.gpo.gov/nara/cfr/waisidx_07/45cfr160_07.html
http://www.access.gpo.gov/nara/cfr/waisidx_07/45cfr164_07.html



