Committee for Protection of Human Subjects University of California, Berkeley

ACTIVITIES PREPARATORY TO RESEARCH

This document provides guidance to investigators on activities which are preparatory to
research and may be conducted prior to receiving IRB approval. Should you need additional
assistance please contact the Olffice for Protection of Human Subjects (OPHS) at 510-642-
7461 or at ophs@berkeley.edu.
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1. General Information

Federal regulations at 21 CFR 56 and 45 CFR 46 and University policy require human subjects
research and clinical investigations to be reviewed and approved by an Institutional Review Board
(IRB) prior to being initiated. At UC Berkeley, the Committee for Protection of Human Subjects
(CPHS) is the IRB responsible for conducting this review. The Office for Protection of Human
Subjects (OPHS) is the administrative office which supports CPHS.

While preparing to conduct human subjects research or a clinical investigation, it may be necessary to
conduct some activities to determine whether a proposed study is feasible. Additionally, it may be
desirable to pilot some of the proposed research procedures for various reasons. This document
describes the types of activities which may be allowably conducted prior to obtaining IRB approval.
Final determination should always be sought by contacting OPHS at ophs@berkeley.edu before
engaging in any of these activities, as the determination may be highly variable depending on the
individual study.

2. Definitions
1. Research means a systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge.

2. Clinical investigation means any experiment that involves a test article and one or more human
subjects, and that either must meet the requirements for prior submission to the FDA, or need not
meet the requirements for prior submission to the FDA, but the results of which are intended to be
later submitted to, or held for inspection by, the FDA as part of an application for a research or
marketing permit.

3. Human subject means a living individual about whom an investigator (whether professional or
student) conducting research:

a. Obtains information or biospecimens through intervention or interaction with the individual,
and uses, studies, or analyzes the information or biospecimens; or

b. Obtains, uses, studies, analyzes, or generates identifiable private information or identifiable
biospecimens.
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12.

13.

Private information must be individually identifiable (i.e., the identity of the subject is or may
readily be ascertained by the investigator or associated with the information) to constitute research
involving human subjects.

Intervention includes both physical procedures by which data are gathered (e.g., venipuncture)
and manipulations of the subject or the subject’s environment that are performed for research
purposes (e.g., controlling environmental light, sound, or temperature; presenting sensory stimuli;
and orchestrating environmental events or social interactions).

Interaction includes communication or interpersonal contact between investigator and subject.

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
which has been provided for specific purposes by an individual and which the individual can
reasonably expect will not be made public (e.g., education records or medical records).

Identifiable information refers to information that:
Can be linked to specific individuals;

b. Can allow others to ascertain the identities of individuals based on a combination of the
information/characteristics; or

c. Meets the definition of a coded data set when the researcher can link the data back to
identifiers through the key code.

See FAQ “What constitutes ‘identifiable information’?” for further information.

Coded means that:

a. Identifying information (such as name or social security number) that would enable the
investigator to readily ascertain the identity of the individual to whom the private information
or specimens pertain has been replaced with a number, letter, symbol, and/or combination
thereof (i.e., the code); and

b. A key to decipher the code exists, enabling linkage of the identifying information to the private
information or specimens.

De-identified information refers to information or data sets that consist of no identifiable
information and no link/information that would allow others to ascertain the identities of
individuals. (Coded information is not considered de-identified information because a key exists
linking codes to identifiers.)

Test article means any drug for human use, biological product for human use, medical device for
human use, human food additive, color additive, electronic product, or any other article subject to
regulation.

. Protected health information (PHI) means individually identifiable health information

maintained in an electronic medium by a covered entity.

Individually identifiable health information is information created or received by a health care
provider, relates to the past, present, or future health or health care of an individual, and either:

a. Identifies the individual; or
b. There is a reasonable basis to believe the information can be used to identify the individual.

Covered entity means a health plan, health care clearinghouse, or health care provider who
transmits any health information in electronic form.

3. Regulatory Categories of Preparatory to Research Activities
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The Common Rule and FDA regulations governing human subjects research do not define activities
which are preparatory to research. However, the Health Insurance Portability and Accountability Act
(HIPAA) defines work with PHI to be a “Review Preparatory to Research” if the “use or disclosure is
sought solely to review protected health information as necessary to prepare a research protocol or for
similar purposes preparatory to research.”! According to HIPAA?, the covered entity may disclose
PHI to the researcher so long as the researcher represents to the covered entity that:

1. Use or disclosure is sought solely to review PHI as necessary to prepare a research protocol or
for similar purposes preparatory to research;

2. No PHI is to be removed from the covered entity by the researcher in the course of the review;
and,

3. The PHI for which use or access is sought is necessary for the research purposes.

In general, this means that a researcher may be allowed to view PHI held by a covered entity for the
purposes of determining whether it is feasible to conduct a specific research project without IRB
review and approval and without the need for a signed authorization from the individual(s) to whom
the PHI pertains; however, they may not write down, record, or otherwise take any PHI with them in
the course of this activity.

As HIPAA defines that this permission to use PHI in this manner is distinct from actions that IRBs
may take under HIPAA provisions, researchers wishing to use PHI held by UC Berkeley to conduct
preparatory to research activities must first consult with the UC Berkeley Privacy Office.

It is important to note that this “Review Preparatory to Research” is distinct from the use of PHI by a
researcher to discern the identity of specific participants or information about specific participants so
that they can be recruited to a research study. For PHI to be used in the recruitment of individuals to a
research study, the researcher must first obtain IRB review and approval and an IRB issued waiver of
HIPAA authorization?.

4. Points to Consider

Below are several points to consider when thinking through whether an activity constitutes an
“activity preparatory to research.” Please note that simply satisfying one consideration is not enough.
An “activity preparatory to research” should satisfy all considerations. As discussed previously,
CPHS/OPHS is the final arbiter of what constitutes an “activity preparatory to research” and must
weigh the specifics of each proposed project and activity in making this decision. The below is
provided as a resource to researchers to help in understanding the decision making process.

1. Overall project designation: For an activity to qualify as an “activity preparatory to research,” it
must be a part of an overall project which qualifies as human subjects research and/or a clinical
investigation. Projects which do not require IRB review cannot have activities preparatory to
research.

For more information about what types of projects require IRB review, please visit our website on
what needs IRB review.

2. Temporal relation to the research: For an activity to be deemed an “activity preparatory to
research” it must be planned to occur before the human subjects research or clinical investigation
begins.

3. Association to the research: Projects often have many pieces, facets, and aspects to them, not all
of which necessarily involve research, a clinical investigation, and/or human subjects. In

145 CFR 164.512(i)(1)(ii)(A)
245 CFR 164.512(i)(1)(ii)

345 CFR 164.5123)(1)(i)
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consideration of this, it is possible that a specific piece of the project will not actually be conducted
for research purposes (i.e. the results of whatever is learned will not be used to develop or contribute
to generalizable knowledge). These pieces may inform the questions that will later be asked for
participants, determine whether anyone would even be willing to participate in the research, or
determine if a population that meets eligibility criteria exists in the location the research will be
conducted. Pieces which are conducted for the purposes of the larger project but which are not
actually conducted for research purposes are considered an “activity preparatory to research” and do
not require IRB review and approval.

5. Examples of Activities Which May Be Considered Preparatory to Research

Below are several examples of activities which CPHS/OPHS may consider to be preparatory to
research. Please note that simply because an activity is listed below does not mean that it will always
be determined to be an “activity preparatory to research” for which IRB review and approval is not
required. As discussed previously, CPHS/OPHS is the final arbiter of what constitutes an “activity
preparatory to research” and must weigh the specifics of each proposed project and activity in making
this decision. The below is provided as a resource to researchers.

1. Preliminary Interviews

Preliminary interviews may be advisable in scenarios where it is unclear how long an interview
procedure may take, whether the interview guide provides a logical flow, if there are questions
which should or should not be asked of participants, or to train research team members on the
interview procedure. These preliminary interviews may be considered an “activity preparatory to
research” when the purpose is not to obtain information about the interviewer or interviewee, but
rather, to obtain information about the interview process.

A key deciding factor will be whether the information gleaned from these preliminary interviews
will be used in the data analysis of the study. If the data will not be used in the analysis, it is more
likely that this would be seen as an “activity preparatory to research.”

2. Pilot Studies

Pilot studies may be another tool in the researcher’s toolbox used to better understand whether the
procedures they have proposed are feasible. Pilot studies often seek to understand whether the
specific procedures a researcher is thinking of doing can be done as proposed. This might be
looking to see if the procedures are physically possible (e.g. can a person stand up and sit down 10
times in less than 30 seconds to get the data needed), the procedures are logistically possible (e.g.
can a research team member accurately record the number of blinks for 30 minutes), or whether
participants will tolerate the procedures (e.g. will participants allow you to play blasting music at
them for 30 minutes).

Key factors in determining whether these are “activities preparatory to research” will be whether
information collected is about the individuals and whether or not the information gleaned from
these pilot studies will be used in the data analysis of the study or not. If the information collected
is not about the individuals, then this is likely not human subjects research and IRB review and
approval is likely not necessary. If the data will not be used in the analysis, it is more likely that
this would be seen as an “activity preparatory to research.”

3. Other Feasibility Assessments

One example of such feasibility assessments is the “preparatory to research activity” described
above in Section 3 (HIPAA). While that example is specific to using PHI to determine if there are
sufficient individuals who would qualify for a study, researchers who do not use PHI to make such
determinations may find other ways to assess whether there are sufficient people interested and
able to participate in their research. Some examples of feasibility assessments include polling a

class of students to see how many people would be willing to participate in a survey on study
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habits or getting information from the registrar about how many people take a specific class each
semester.

Key determining factors in deciding whether such feasibility assessments are “activities
preparatory to research” include understanding whether these activities are part of a larger
recruitment effort for the subsequent study and whether any identifiable private information is
used to conduct the feasibility assessment. Activities which involve an interaction with potential
participants but do not actively seek to recruit those individuals to the study or collect their
information for contact later would likely be construed to be “activities preparatory to research.”
Similarly, activities which do not involve an interaction and which do not provide the researcher
with identifiable private information about individuals would likely also be considered “activities
preparatory to research.”

4. Self-Experimentation

The above guidance regarding “activities preparatory to research” also applies to instances of self-
experimentation. In such cases, it is advised that the researcher first consult with CPHS/OPHS as
to whether IRB review and approval is necessary as the potential conflict of interest in making a
self-determination is too high.

Self-experimentation also poses a unique risk in the area of medical device development. It is
important to remember that any test article, including medical devices, applied to a human or
human samples for the purposes of determining safety or efficacy is considered a clinical
investigation and requires prior IRB review and approval. This includes proof-of-concept,
feasibility, and tolerability assessments.

6. References
The Common Rule (45 CFR 46)
FDA Regulations for Institutional Review Boards (21 CFR 56)
HIPAA Privacy Rule (45 CFR 160, 162, & 164)
What Needs CPHS/OPHS Review
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