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II. Human Subject Research and IRB Review

A. Definition of research

Research is defined by federal regulation at 45 C.F.R. 46.102(d) as a 
“systematic investigation (including research development, testing and 
evaluation) designed to develop or contribute to generalizable 
knowledge.”

 Certain journalistic, public health surveillance, and criminal justice
or intelligence activities are not considered human subjects 
research (45CFR46.102). Scholarly and journalistic activities (e.g. oral 
history, journalism, biography, literary criticism, legal research, and 
historical scholarship);

 Public health surveillance activities are not considered research;

 Collection and analysis of information, biospecimens, or records for 
criminal justice or criminal investigative purposes are not considered 
research; and

 Certain activities in support of intelligence, homeland, security, defense, 
or other national security missions. 

 Research with dried blood spots, including those from newborn 
screenings, is not considered research with human subjects and 
informed consent requirements can be waived. 

To be considered a “systematic investigation,” a study should:

 Attempt to answer research questions

 Be methodologically driven and collect data in an organized and 
consistent way

 Analyze data with quantitative or qualitative analysis

 Draw conclusions from results

To be considered “generalizable knowledge,” the activity would include the 
following concepts:

 Knowledge contributes to a theoretical framework of an 
established body of knowledge

 Results are expected to be generalized to a larger population 
beyond the site of data collection or the population studied

 Results are intended to be replicated in other settings

B. Human subjects

All research activities involving human subjects must be reviewed by the IRB, 
where Woman’s is the IRB of record, regardless of funding.
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A human subject is defined broadly by federal regulations at 45 C.F.R. 46.102(f) 
as, “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 information or biospecimens through intervention or interaction with 
the individual, and uses, studies, analyzes, or generates identifiable private 
information or identifiable biospecimens.

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.”

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.”

Therefore, research activities involving data obtained through intervention or 
interaction with a living individual or identifiable private information regarding a 
living individual must be reviewed by the IRB. “Interventions” may include 
physical or medical procedures, as well as manipulations of the subject and 
his/her environment.  “Interaction” may include direct communication between 
the subject and the investigator, as well as telephone or mail interaction. “Private 
information” includes gathering of information for specific purposes (including 
medical records) or observation of a subject without his or her private knowledge.

For example, human cell or tissue repositories involve human subjects and may 
be subject to IRB review if the activities qualify as research. However, human 
subjects would not be involved when material submitted to the repository satisfies
both of the following conditions: (i) The material, in its entirety, was collected for
purposes other than submission to the repository (example, the material was 
collected solely for clinical purposes with no “extra” material collected for 
submission to the repository); and (ii) The material is submitted to the repository 
without any identifiable private data or information (no codes or links of any sort 
may be maintained, either by the submitter or by the repository, that would permit
access to identifiable private data or information about the living individual from 
whom the material was obtained).

C. Definition of “engaged in research”

Department of Health and Human Services (HHS) regulations at 45 CFR 
46.103(a) require that each institution "engaged" in human subjects research 
provide OPRR with a satisfactory Assurance to comply with the regulations, 

http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.103
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unless the research is exempt under 45 CFR 46.101(b). Woman’s Hospital’s IRB 
has filed a Federal Wide Assurance (FWA) with HHS and will renew the FWA in
a timely manner [7/2014].

An institution becomes "engaged" in human subjects research when its employees
or agents1 (i) intervene or interact with living individuals for research purposes; or
(ii) obtain individually identifiable private information for research purposes [45 
CFR 46.102(d),(f)].

An institution is automatically considered to be "engaged" in human subjects
research whenever it receives a direct HHS award to support such research. In 
such cases, the awardee institution bears ultimate responsibility for protecting 
human subjects under the award. 

Examples of being “engaged in research” include:

1). Institutions whose employees or agents intervene with living individuals by 
performing invasive or noninvasive procedures for research purposes (e.g., drawing 
blood; collecting other biological samples; dispensing drugs; administering other 
treatments; employing medical technologies; utilizing physical sensors; utilizing other 
measurement procedures).

This intervention may be a clinical trial. A clinical trial is defined as “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 health-related outcomes.” 

2). Institutions whose employees or agents intervene with living individuals by 
manipulating the environment for research purposes

3). Institutions whose employees or agents interact with living individuals for research 
purposes

4). Institutions whose employees or agents release individually identifiable private 
information, or permit investigators to obtain individually identifiable private 
information, without subjects' explicit written permission

When an institution is engaged in only part of a cooperative research project, the 
institution must ensure that the IRB reviews and approves the part(s) of the research in 
which the institution is engaged. [7/2014]

Examples of not being “engaged in research”:

1). Consultants who do not obtain, receive, or possess identifiable private information 
and use coded data only.

http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.101
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.102
http://www.qklinkserver.com/lm/rtl3.asp?si=19903&k=the%20environment
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2). Commercial service providers who adhere to commonly recognized professional 
standards for maintaining privacy and confidentiality, such as a contracted laboratory, 
even if they are given private, identifiable information. 

3). Sites that provide written information or contact information about a research project, 
but do not obtain subjects’ consent, enroll subjects, or act as representatives of the 
investigator.

4). Institutions that allow the use of their facilities for intervention or interaction with 
subjects by research investigators. 

5). Institutions that release private, identifiable information to investigators with the prior
written permission of the subject.

6). Institutions whose employees release identifiable private information or specimens to 
a state or local health department for legitimate non-research public health purposes. 

7). Institutions that release information or specimens to investigators in non-linkable form
as long as the information/specimens were obtained for purposes other than the 
investigator’s research.

For more guidance on activities that constitute research, consult the OHRP guidance 
on Institutions Engaged in Research at 
http://www.hhs.gov/ohrp/humansubjects/assurance/engage.htm.

D. IRB Review

1). Research that is subject to IRB review

a). Whose research must be reviewed

All research activities conducted at Woman’s that involve human subjects 
regardless of funding source must be reviewed by the IRB if one or more 
of the following apply:

1. A single-site study sponsored by WHF or any WHF affiliate site (any 
entity that is wholly owned by WHF);
2. A single-site study conducted at WHF or at any WHF affiliate;
3. A single-site study conducted by or under the direction of any person 
who is employed by WHF or any WHF affiliates while acting in their 
capacity as an employee;
4. A single-site study conducted by or under the direction of any person 
using any property or facility of WHF or any WHF affiliate; 

http://www.hhs.gov/ohrp/humansubjects/assurance/engage.htm
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5. A single-site study involving the use of WHF or any of WHF 
affiliate’s non-public information to identify or contact human research 
subjects or prospective subjects; or
6. any entity having a contract with WHF to provide IRB oversight for 
that entity and added to that entity’s FWA.
7. A multi-site study in which Woman’s IRB is the IRB of record.

The IRB may wish to require verification that no material changes have 
occurred since the last IRB review from investigators who have 
demonstrated previous noncompliance with IRB determinations or HHS 
regulations, projects that contain unusual and/or high risk to subjects, and 
projects where concerns about possible changes occurring without IRB 
approval have been raised based upon information provided in continuing 
review reports.  Some projects that may require review more often than 
annually could include high risk projects, projects involving investigators 
who have demonstrated previous noncompliance, and studies 
demonstrating an unusually high number of adverse events. The IRB will 
make the determination of the appropriate continuing review interval at 
the time of initial review. The IRB may also change the continuing review 
interval at the time of continuing review if circumstances demonstrate that
the project should be reviewed more often than annually. 

The principal investigator, or a designee, will be invited to attend the IRB 
meeting in which their research is reviewed to discuss their study and 
provide information to the IRB. The investigator(s) must leave the 
meeting room prior to IRB voting. [7/2014]

2). Specific examples of IRB jurisdiction

a). Cooperative research

Any institution located in the United States that is engaged in 
cooperative federally-funded research must rely upon approval by
a single IRB for that portion of the research that is conducted in 
the United States (45CFR46.114); however, Woman’s Research 
and Development Committee will review the study and the IRB 
may still choose to conduct an institutional IRB review to ascertain
adherence to Woman’s mission and goals and ensure participant 
safety. Such a review will not have any regulatory status in terms 
of compliance with the Common Rule. 

a). Standard diagnostic or therapeutic procedures

The distinction between research and treatment can become blurred in 
patient care settings, as well as in some educational and training 
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settings.  An established and accepted diagnostic or therapeutic 
procedure that is performed only for the benefit of a patient is 
generally not subject to WHF IRB review.  However, collection of 
data about a series of such procedures or treatments for dissemination 
or generalization does constitute research that requires WHF IRB 
review.  Additionally, if patient care or assignment to intervention is 
altered for research purposes in any way, the activity must be 
submitted for WHF IRB review.  Also, a diagnostic procedure for 
research purposes that is added to a standard treatment requires WHF 
IRB review.

b). Innovative procedures or treatments

Innovations in diagnosis or therapy are not generally subject to WHF 
IRB review if they are applied to a patient for the sole purpose of 
aiding that individual, although such innovations are governed by the 
appropriate professional ethics (for example, obtaining informed 
consent).  WHF IRB review is required when a “systematic 
investigation” of such innovations is considered.  For example, if a 
physician plans to collect information about the innovation for 
scientific purposes or will repeat the innovation in other patients in 
order to compare it to standard treatment, the physician must receive 
prior IRB review.

c). Emergency use of an investigational drug or device

Notification of emergency use of an investigational drug or device to 
the WHF IRB is required within five business days. See the policy on 
emergency use of test article for more information. 

d). Student-conducted research

All activities that meet the definition of research with human subjects 
and are conducted by students for a class project or for work toward a 
degree must be reviewed by WHF IRB.  For example, activities that 
must be reviewed and approved by the WHF IRB include: (i) all 
master’s theses and doctoral dissertations that involve human subjects;
and (ii) all projects that involve human subjects and for which findings
may be published, publicly presented, or otherwise disseminated.

Note: Principal investigators who are students must submit a letter of 
support for the project from the major professor on school letterhead 
and a copy of the approval letter from the school’s IRB.  The letter of 
support must verify that the purpose of the project is to fulfill the 
requirement for a degree.  In addition, it is strongly recommended that 
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the major professor attend the WHF IRB meetings at which the 
proposal is presented for initial and continuing review.  

e). Case studies

The use of a single subject in research activities can constitute 
“research” that is subject to WHF IRB review and approval when there
is a clear intent before recruiting or interacting with the subject to use 
systematically collected data that would not ordinarily be collected in 
the course of daily life in reporting and publishing a case study.  As a 
general rule, when a series of subject observations are compiled in 
such a way as to allow possible “extrapolation” or generalization of 
the results from the reported cases, that activity constitutes research 
that must be reviewed by the WHF IRB. 

Even when a case study is not considered to be research subject to 
WHF IRB review (because it is not intended to contribute to 
generalizable knowledge, or otherwise does not meet the definition of 
research), these projects should follow the same guidelines for the 
protection of people’s privacy, dignity, and welfare as they would if 
they required WHF IRB review and approval.

f). Reviews preparatory to research (pilot activities)

Reviews preparatory to research that involve human subjects require 
WHF IRB review and approval.  Informed consent and authorization 
of the release of PHI (protected health information) are also required 
unless a waiver or alteration has been approved by the IRB.  
Researchers should submit a representation of preparatory to research 
activities to the IRB [7/2014]. Reviews preparatory to research 
generally consist of a preliminary investigation of the feasibility of a 
research project, are conducted on a small scale and are exploratory in 
nature.  These preliminary activities are typically designed to help the 
investigator refine data collection procedures and instruments, and 
prepare a better, more precise research design.  These activities are 
similar to quality assurance activities used internally to improve 
operations or services, but are not intended to produce generalizable 
knowledge that will be publishable.   

The key factor in determining if an activity is a review preparatory to 
research is whether the information gained from the study is for 
refinement of a future study and there is no intention for the 
investigator to disseminate in any way (publication, presentation, etc.) 
the data from the activity.  Data from a review preparatory to research 
must not be combined with any other data that are published or 
disseminated in some other manner outside of WHF.  
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g). Requests for limited data sets

A limited data set is information disclosed by a covered entity to a 
researcher who has no relationship with the individual whose
information is being disclosed. WHF IRB must review and approve 
requests for the use or disclosure of Limited Data Sets for the purpose 
of research.  Requests for limited data sets are applicable only to 
information retrievable in an electronic format.   A limited data set 
excludes specified direct identifiers of an individual or of relatives, 
employers, or household members of the individual.  These exclusions 
include:

 Names;
 Postal address information, other than town or city, state and

zip code 
(Unlike de-identified data, the limited data set may include

five-digit zip
code or any other geographic subdivisions, such as State,
county, city, precinct and their equivalent geocodes.  These
geographic designations are 
permitted in order to support a range of research and public

health 
activities, such as analysis of local variations in disease
burdens or statistics on the provision of health care);

 Telephone and fax numbers;
 E-mail addresses;
 Social security numbers;
 Certificate/ license numbers;
 Vehicle identifiers and serial numbers;
 Web Universal Resource Locators (URL’s) and Internet 

Protocol (IP) 
address numbers;

 Full face photographs and other comparable images;
 Medical record numbers, health plan beneficiary numbers, and 

other account numbers;
 Device identifiers and serial numbers; AND
 Biometric identifiers, including finger and voice prints

In addition to WHF IRB review and approval, the researcher must 
provide WHF IRB with a written Data Use Agreement between WHF 
and the researcher that:

1. Establishes the permitted uses and disclosures of such information by 
the limited data set recipient.  The Data Use Agreement may not 
authorize the Limited Data Set recipient to use or further disclose the 
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information in a manner that would violate the Privacy Rule 
requirements;

2. Establishes who is permitted to use or receive the limited data set;
3. Provides that the Limited Data Set recipient will:

a. not use or further disclose the information other than as permitted 
by the Data Use Agreement or as otherwise created by law:

b. use appropriate safeguards to prevent use or disclosure of the 
information other than as provided for by the Data Use Agreement;

c. report to the covered entity any use or disclosure of the 
information not provided for by its Data Use Agreement of which 
it becomes aware;

d. ensure that any agents, including a subcontractor, to whom it 
provides the limited data set agrees to the same restrictions and 
conditions that apply to the Limited Data Set recipient with respect
to such information; AND   
not identify the information or contact the individuals.

h). Decedent research

Decedents are not considered human research subjects. The IRB, 
however, requires review of decedent research studies if information 
will be collected or used to contact living individuals. If this occurs, 
these living individuals would be considered human research subjects. 

The researcher must also provide WHF IRB with a signed declaration 
that the following three conditions will be met:

a. Representation that the use and disclosure sought is solely 
for research on the protected health information of 
decedents; 

b. Documentation will be provided, at the request of the 
hospital, of the death of such individuals; AND

c. Representation that the protected health information for 
which use or disclosure is sought is necessary for research 
purposes.

In addition, Woman’s Hospital requires authorization from the 
decedent’s next of kin or proof of waiver or alteration of authorization 
from the IRB prior to the release of decedent information.

3). Definitions of high, moderate, and minimal risk

A decision on risk and frequency of review shall be made at the time of 
initial and continuing review. The frequency for reporting shall not exceed
one year. WHF IRB shall also have responsibility for determining the 
degree of risk and frequency of review based upon the degree of 
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invasiveness and potential risk to human subjects. The level of risk and 
frequency of reporting shall be based on the following categories:

High Risk:  The research involves potential risk(s) of a permanent nature 
and/or risk of life-threatening or serious discomfort, or morbidity that is 
likely to occur at a high frequency.  
Moderate Risk:  The research potentially involves a temporary risk of 
long duration and/or risk of significant discomfort or morbidity that is 
likely to appear often enough to alter the subject’s functioning or life style.
Minimal Risk:  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, tests, or treatments.  

4). Activities not subject to IRB review

a). No involvement of human subjects

Proposals that lack definite plans for involvement of human subjects 
do not require WHF IRB review. Activities such as quality assurance 
or quality control, program and fiscal audits and certain disease 
monitoring as prescribed by the Public Health Department generally 
do not qualify as research. Quality assurance or quality control 
activities are used internally by organizations to improve operations or 
services, but are not intended to produce generalizable knowledge that 
will be publishable. If there is any doubt as to whether an activity 
constitutes human subject research, the IRB Chair should be consulted.
For guidance in determining whether or not a study constitutes human 
subjects research under the IRB’s jurisdiction, consult flowchart 1, “Is 
an Activity Research Involving Human Subjects?” on the Office of 
Human Research Protections Web site. 

b). Quality assurance

Quality Assurance or Process Improvement projects conducted 
through the Performance Improvement Council are usually not 
considered human subject research.

A Quality Assurance/Process Improvement project does not require 
IRB submission if it meets the following criteria:

a. There is an existing documented hazard (of patient 
injury, therapeutic failure, waste, etc.);

b. There is a plausible means of removing, reducing, 
or mitigating the hazard.  (Such as evidence from 
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the medical literature or pragmatic “obvious” 
improvements);

c. There is a measurable outcome.

In some cases, the result of a Quality Assurance/Process Improvement 
project is generalizable and some aspect of the methods used in the 
project is sufficiently novel so as to justify sharing with a larger 
audience. The best means of sharing such findings is to publish a 
description of the methods and results in a peer-reviewed publication.  
Almost always, preparation of a manuscript for such a publication 
requires that additional analysis be performed on existing identifiable 
patient data. Since this additional analysis is not necessary for 
purposes of the Quality Assurance/Process Improvement project, but 
instead is for the purpose of contributing to generalizable knowledge, 
this work is human subjects research and requires IRB submission.

If the risks to human subjects are almost entirely related to loss of 
confidentiality, expedited review may be adequate for the portion of 
the work that is needed to analyze the data and prepare the manuscript.

D). Consequences of not obtaining IRB review

The implications of engaging in activities that qualify as research subject to 
WHF IRB review without obtaining such review and approval are significant. 
Results from such studies may not be published or used to satisfy thesis or 
dissertation requirements unless WHF IRB approval was obtained prior to the 
collection of the data.  If an investigator begins a project and later finds that 
the data gathered could contribute to generalizable knowledge or that he or 
she may wish to publish the results, it is important that the investigator submit
a proposal to WHF IRB as soon as possible and before continuing.  

Investigators who request approval to continue research that was not 
previously reviewed or to use data that was collected without proper WHF 
IRB approval face the possibility that WHF IRB will disapprove their 
application. In this situation, WHF IRB may require the investigator to show 
he or she could not reasonably have foreseen having an interest in publishing 
the results of the “research”. WHF IRB may choose not to approve such 
applications where the investigator has attempted to circumvent WHF policies
regarding research involving human subjects by collecting data as non-
research and then applying to use them as existing data. In addition, under 
WHF’s FWA, investigators may have to be reported to the FDA and/or OHRP
for non-compliance of IRB and/or federal policies. It is therefore in the 
investigator’s best interest to consider carefully the likelihood that he or she 
will want to use the data for research purposes in the future prior to 
commencing the work.




