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Learning Objectives

* Learners will understand how to discern
whether a project requires IRB review.

* Learners will be informed of how to
differentiate between various project types
including non-human subjects research, case
reports and case  studies, quality
improvement projects, and secondary data
research.
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Training Agenda

Agenda Item Slide #s
Research and Human Subjects Determinations 4-7
What Is (and is not) Human Subjects Research?
Case Reports & Case Series
Quality Improvement Projects
Secondary Data Research
Resources
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Research and Human Subjects Determinations
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Yale HRPP Policy and SOP Manual

* The responsibility for initial determination of whether an activity constitutes
“research” rests with the individual with primary responsibility for the activity. This
individual should make their determination based on the definitions of “research”
and “clinical investigation” as provided by Common Rule and FDA regulations,
respectively.

Common Rule — Research

45 CFR 46.102(]

FDA — Clinical Investigation

21 CFR 50.3(c)
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https://www.ecfr.gov/current/title-45/part-46#p-46.102(l)
https://www.ecfr.gov/current/title-45/part-46#p-46.102(l)
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https://www.ecfr.gov/current/title-21/part-50#p-50.3(c)
https://www.ecfr.gov/current/title-21/part-50#p-50.3(c)
https://www.ecfr.gov/current/title-21/part-50#p-50.3(c)

Yale HRPP Policy and SOP Manual

* Similarly, the responsibility for the initial determination of whether research
involves “human subjects” rests with the investigator.

* Under the Common Rule, information is considered identifiable, and thus involving human
subjects, when the identity of the subject is or may readily be ascertained by the investigator or
associated with the information. (Note that this definition differs significantly from
deidentification according to HIPAA standards.)

* FDA regulations do not incorporate the concept of identifiability in the evaluation of whether
an activity is a clinical investigation (or research) subject to FDA regulations. For example, the
use of deidentified human specimens to evaluate the safety or effectiveness of a diagnostic
device is considered human subjects research subject to FDA regulations.
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https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf

Yale HRPP Policy and SOP Manual

* All human subjects research under the purview of the Yale HRPP must be
approved by the HRPP/IRB before it can begin.

* Investigators are urged to submit a request for determination whenever
they are uncertain whether an activity involves research and/or whether
research involves human subjects.

* Requests should be submitted in the IRES IRB system for a formal
determination or by sending the proposed materials by email to the
HRPP office for consultation.

« The HRPP/IRB staff will review the materials and issue an official
determination letter when requests are submitted in IRES IRB (not for
emailed requests).
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What Is (and is not) Human Subjects Research?

* One of the most challenging assessments for HRPP or IRB
professionals is determining whether a project should be
classified as Human Subjects Research (HSR).

* Having definitions, tools, and an organized process can help us
make the correct determinations.
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What Is (and is not) Human Subjects Research?

* Activities that meet the federal definition of research involving human
subjects are subject to HRPP/IRB review.

* The IRB has no regulatory authority to oversee activities that are
legitimately classified as something other than HSR.

* The Department of Health and Human Services (DHHS) Office for
Human Subject Protections (OHRP) and the Food and Drug
Administration (FDA) require that organizations have policies in place
that identify the processes to determine if activities are HSR (i.e., Yale IRB
policies).
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What Is (and is not) Human Subjects Research?

Framework for Making an HSR Determination:

* Systematically and sequentially assess whether a project meets
the definition of both (1) research and (2) human subjects.

* The order is important, and the outcome can be different if not
done sequentially.

Yale Human Research Protection Program



Decision |:Is the Activity Research?

The Common Rule defines research as:

“A systematic investigation, including research development,
testing and evaluation, desighed to develop or contribute to

generalizable knowledge.”
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Decision 2: Does the Research involve Human Subjects

Human subject means a living individual about whom an investigator
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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Decision Tree

Is it research?

Does it involve intervention or interaction with a human
subject or collection of identifiable private information or
identifiable biospecimens from a human subject?

Submission to the HRPP office for IRB
review is required

Yale Human Research Protection Program

IRB review is not required

IRB review is not required




What Is (and is not) Human Subjects Research?

Relevant Questions to Ask When Making a Human Subjects Research
Determination:

|. Doesn’t publication make it research!?

2. Would | conduct this project as planned if | knew | would never receive
any form of academic recognition for it?
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What Is (and is not) Human Subjects Research?

* Research is to learn something that would benefit future individuals or scholarly
community (generalizable knowledge).

* Non-research activities may use scientific methods and produce results suitable for
publication (e.g., case studies/reports, quality improvement projects)

* Having a set of well-defined processes and tools for making these determinations is
invaluable.
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Example |: HSR? (slide | of 2)

Project Objective: Develop and evaluate a machine learning model to predict weather
patterns using historical meteorological data.

Data Sources:
* Historical weather data from public meteorological databases

* |0 years of data from various global locations

Inclusion Criteria:
* Publicly available meteorological data
* Data including temperature, humidity, wind speed, and atmospheric pressure

Exclusion Criteria:
* Private or proprietary meteorological data
* Incomplete or corrupted data files
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Example |: HSR? (slide 2 of 2)

Procedure: Collect historical meteorological data from online databases.

Risks:

* No physical or emotional risks
* Risk of incorrect predictions if the model is not properly trained

Benefits:
* Improved accuracy in predicting weather patterns
* Potential to enhance weather forecasting services, benefiting the public

Conclusion: This study aims to develop a reliable machine learning model for predicting weather patterns
using historical data, contributing to advancements in meteorological research and forecasting accuracy.

This is non-human subjects research, focusing on data analysis and model development using publicly
available historical data.
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Example 2: HSR? (slide | of 2)

Objective: Evaluate the effectiveness of a wellness program in reducing stress levels among
employees.

Design: Randomized Controlled Trial (RCT)
Sample Size: 200 employees

Inclusion Criteria:
* Full-time employees
* Ages [8-65
* Willingness to participate

Exclusion Criteria:
* Part-time or temporary employees
e Currently in another wellness program
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Example 2: HSR? (slide 2 of 2)

Activity: Wellness activities for | hour/day, 3 times/week

Risks:
* Minor physical discomfort
 Emotional discomfort

Benefits:
* Improved well-being
e Reduced stress levels

Conclusion: This study aims to provide insights into the effectiveness of wellness programs in reducing
employee stress, potentially informing future health strategies.

This example demonstrates a typical human subjects research study, where participants' well-being

is directly impacted by the intervention being tested. It outlines clear procedures, ethical considerations,
and aims to contribute valuable knowledge to the field of workplace health promotion.
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Case Reports & Case Series
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Case Report/Case Series

* A case report/case series is a detailed account of an individual patient’s (or a series of
patients’) diagnosis, treatment, and follow-up, often including demographic information.

* These reports are crucial for documenting unusual cases, new treatments, or diagnostic insights.

* They provide a comprehensive description of the patient's symptoms, diagnosis, treatment plan,
and outcome.

» Case reports focus on a single patient's experience with a disease, treatment, or unusual medical
event (or may involve several combined cases.)

* By documenting unique cases, researchers and clinicians gain valuable insights into diseases,
potential treatments, and diagnostic methods.

* They advance medical knowledge about rare or emerging diseases.
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Case Reports and Case Series

Making an HSR determination:

* Determine if the project involves both components, research (systematic
investigation to contribute to generalizable knowledge) and human subjects
(interaction with individuals and/or their identifiable data.)

* [f either element is missing, the project is not considered research.

* Do not to confuse a case report with an "n-of-1" research study where
an intervention is systematically manipulated to produce generalizable
knowledge.
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Case Reports and Case Series

Important Considerations:

The number of individuals involved is not a defining factor.

Use of statistical methods, such as subgroup comparisons and testing for prognostic factors,
qualifies it as systematic investigation and therefore, research.

Some institutions require IRB review for reports involving four or more individuals;Yale does
not set a limit if the activity is not considered research.

Some journal editors may require IRB approval for case reports.

A statement or letter from your local IRB confirming that the project is not human
subjects research may satisfy journal requirements.

If case reports or case series cannot be published or presented without the risk of identifying
patients (e.g., rare diseases), HIPAA privacy rules apply. Patient permission must be obtained
before using their data in such cases.
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Case Report Example (slide I of 2)

Title: Acute Myocardial Infarction Following COVID-19 Vaccination: A Rare Case Report

Abstract: A 55-year-old male developed acute myocardial infarction (AMI) shortly after receiving the
second dose of a COVID-19 vaccine. This case highlights the need for further research into the
cardiovascular effects of COVID-19 vaccines, though such incidents are very rare.

Case Presentation: A 55-year-old male with a history of hypertension and hyperlipidemia presented to
the emergency department with acute chest pain radiating to his left arm and jaw, three days after
receiving his second COVID-19 vaccine dose.

* Symptoms: Chest pain radiating to the left arm and jaw, with sudden onset three days post-
vaccination. Pain was severe (8/10) and persistent.

* Medical History: Hypertension and hyperlipidemia.

* Medications: Lisinopril and Atorvastatin.
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Case Report Example (slide 2 of 2)

Physical Examination: BP: 160/95 mmHg; Heart Rate: 95 bpm; Respiratory Rate: |8/min; Temp: 37.2°C

Management: The patient was immediately taken to the catheterization lab for successful percutaneous coronary
intervention (PCI) with stent placement. Started on dual antiplatelet therapy (aspirin and clopidogrel), beta-blockers,
and continued on antihypertensives.

Discussion: The AMI occurred shortly after the second dose of a COVID-19 vaccine. While causality is uncertain,
monitoring potential vaccine-related adverse effects in those with cardiovascular risk factors is important.

Conclusion: Healthcare providers should be vigilant for cardiovascular events following COVID-19 vaccination.
However, the benefits of vaccination outweigh the risks. Further studies are needed to explore the mechanisms
involved.

Informed Consent: Written informed consent was obtained from the patient for the publication of this case
report and any accompanying images.

This example provides a comprehensive structure for a case report in medicine, including details on
patient presentation, history, examination, investigations, management, discussion, and conclusion.
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Quality Improvement

* Systematic, data-guided initiatives or processes designed to improve clinical care,
patient safety, health care operations, services and programs or to develop new
programs or services (e.g., teaching evaluations, patient/employee service surveys).

* Intended to use experience to identify effective methods, implement the methods
broadly, and evaluate the immediate impact or effect of the implemented changes.

* Intrinsic part of good clinical practice, where lessons learned are used to enhance
future healthcare delivery for patients, healthcare operations and services, or
programs at the institution where the QI activity is implemented.
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Quality Improvement

* The distinction between Quality Improvement
(Ql) and Human Subjects Research (HSR) is not
always clear.

* Attributes, such as publication of findings,
methodology, or systematic collection of data, do
not necessarily differentiate Ql from HSR
because these attributes can be shared by both.

e See the Yale for
more information.
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Research

Research,
but not
Human
Subjects

Adopted from Children’s Hospital of Philadelphia website.

See: https://irb.research.chop.edu.



https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://irb.research.chop.edu/

Quality Improvement vs. Research

Designed to develop or contribute to

Purpose generalizable knowledge.

Follow a rigid protocol that remains

Design unchanged throughout the research.

May use qualitative or quantitative methods
Analysis to make observations, make comparisons

between groups, or generate hypotheses.

Funding External.

Location More than one institution.

Yﬂl C Human Research Protection Pro gram

Designed to implement knowledge, assess a process
or program as judged by established/accepted
standards.

Adaptive, iterative design.

Plan for intervention and analysis includes an
assessment of the system.

Internal or only non-research grant funding.

No other institution involved.




Quality Improvement vs. Research

No obligation to participate. Requires
voluntary informed consent for
interventions that are not SOC.

Benefits Intended to benefit future patients.

May put participants at risk.

Publication Investigators are obligated to share results.

Endpoint Answers a research question.

Yﬂl C Human Research Protection Pro gram

Participation as a component of care. Consent is
normally sought in clinical practice as an activity
considered part of SOC.

Directly benefits a process, system or program; may
or may not benefit patients.

Does not increase risk to patients, with exception of
possible risks to privacy or confidentiality of patient
data.

QI practitioners are encouraged to share systematic
reporting of insights.

Improves a program, process, or system.




Quality Improvement Review Requirements

* IRB review is generally not required for QI projects that do not meet
the definition of human subjects research. The QI project may proceed

without IRB review, unless required by the department.

VN ° IRB review is required if the QI project meets the definition of human
ST+P subjects research. The QI project may not proceed until IRB review is

A4 complete.
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Quality Improvement Review Requirements

* Further review may be required if:

* An authoritative determination is required by department policy, is a condition of a training
program, or is required by a journal or conference prior to acceptance of a manuscript for
publication or presentation.

* The investigator is receiving external non-research funding from sources other than federal funding
or funding from a research-focused organization.

* The project involves sensitive content that targets vulnerable populations (e.g., faculty, staff,
students, trainees, children, pregnant women, prisoners, active military personnel, individuals with
impaired decision-making capacity).

* The investigator isn’t sure whether the project is QI or HSR. In these cases, you can contact the
following HRPP representatives for guidance: ;
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Test Your Knowledge!

Dr. Jones is testing a novel alert in the electronic
medical record system to notify care providers
when patients with a potential cardiac arrest
present to the Emergency Department to allow for TEST YOUR
fast-tracked triage.

Patients will be randomized to either standard
triaging procedures or triaging via the novel alert.

The rates of mortality of patients with cardiac
arrest waiting in the ED will be measured to study
effectiveness of the novel alert.

Ql or HSR?
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Test Your Knowledge!

* Human Subjects Research

o

K

" CORRECT

Novel intervention

Randomization

Testing effectiveness of intervention g
Risks may be greater than minimal
Xe
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Test Your Knowledge!

Dr. Jones wants to improve knowledge of and
compliance with existing hand hygiene practices
among clinicians in a hospital setting.

She conducts and anonymous pre- and post-survey
along with a medical record review to assess the
rates of infections among patients.

Ql or HSR?
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Test Your Knowledge!

* Quality Improvement

* Implement practice to improve quality of care
* Data tracks, monitors, confirms results
* Minimal risk (data privacy/confidentiality)

Yale Human Research Protection Program
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What is Primary Data Research?

* Primary data is information that is collected directly from first-hand sources
through methods like surveys, interviews, or experiments. It is original and
unprocessed.

* To perform a primary research study, an investigator:

* ldentifies a problem or question in a particular population;

* Designs a research project to answer the question;

* Decides on quantitative or qualitative methodology;

* Determines an adequate sample size;

* Recruits representative participants;and

* Systematically collects and analyzes data to address the research question
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What is Secondary Data Research?

* Investigators address new questions from datasets previously gathered for a
different primary purpose (e.g., medical record review).

* To perform a secondary research study, an investigator:

* Starts with a research question or hypothesis;
* ldentifies an appropriate dataset to address the question or hypothesis and/or
* Peruse datasets to identify questions that may be answerable by the available data
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Accessing Primary Data

* Investigators may access primary data for use in secondary data research via:

* Public primary research datasets

* Institutional archived primary research datasets

* Government online sites (e.g., National Cancer Institute)

* Pooled datasets separately collected by two or more researchers

* Googling “archive sources of datasets + key search terms”)

* Reuse of investigator’s own data that was collected for a primary research purpose

|dentify
research
sources

Collect Combine &
existing data compare

|dentify

research topic
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Publicly Available Data

* Data that are available to the general public regardless of occupation, purpose, or
affiliation, such as:

Audio archives in a public library

Government or other institutional records where public access is provided on request

Information from a commercial entity available to anyone on request for a fee

Online data repositories if the only requirement for obtaining the information is paying a user
fee, registering, or signing in as a visitor

* If access to the data is “limited” or “restricted” (e.g., requires a Data Use
Agreement), the data are likely NOT publicly available.
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Advantages & Disadvantages

Economic savings (time, labor, money)
Convenience

Avoid data collection challenges

Large-enough sample sizes to yield results

May also allow examination for more variables
Large datasets can address high-impact questions
Generate new questions/hypothesis

Avoid study repetition and overreach of sensitive topics/populations
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Advantages & Disadvantages

Dataset reflects primary investigator’s unique perspectives and questions

No control over desired population, variables, or design

Dataset may not include information that was deleted to protect respondent confidentiality

May be limited to descriptive, exploratory, and correlational designs and nonparametric statistical tests
Research questions may need to be altered to match available data and recoded variables

Time consuming
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Exemption 4: 45 CFR 46.104(d)(4)

(4) Secondary research for which consent is not required: Secondary research uses of identifiable
private information or identifiable biospecimens, if at least one of the following criteria is met:

(i) The identifiable private information or biospecimens are publicly available;

(i) Information, which may include information about biospecimens, 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 subjects, the investigator does not contact the subjects, and the investigator will not re-identify
subjects;

(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,

99 ¢

for the purposes of “health care operations,’ “research,” or “public health activities and purposes;” or

(iv) The research is conducted by, or on behalf of, a Federal department or agency using government-
generated or collected information obtained for non-research activities.
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Test Your Knowledge!

Dr Jones is an oncology researcher. She has
completed several clinical trials and maintains blood
samples and data collected during the clinical trials

in a repository. o T E ST YO U R

Dr. Jones is designing a new study to look for a link
between prostate cancer and high levels of nickel in
the bloodstream.

To test her hypothesis, she has her assistant pull 100
random blood samples without any associated data.
The samples are labeled with a randomly generated
ID.
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Test Your Knowledge!

* |s this secondary research!?
* Yes! Samples were collected for a different, primary purpose.

* |s the research identifiable?
* No! Samples are labeled with a randomly generated ID.
* No associated data.

* |s a research application to the IRB required?
* Can be submitted for formal NHSR determination.
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Test Your Knowledge!

Dr Jones is an oncology researcher. She has
completed several clinical trials and maintains blood
samples and data collected during the clinical trials
in a repository.

Dr. Jones is designing a new study to look for a link
between prostate cancer and high levels of nickel in
the bloodstream.

To test her hypothesis, she has her assistant pull 100
random blood samples along with the participant’s
age and date of collection, which will be obtained
from the EMR.

Yale Human Research Protection Program



Test Your Knowledge!

* |s this secondary research!?
* Yes! (sample + data)
* Samples and data were collected for a different, primary purpose.

* |s the research identifiable?
* It depends!
* |dentities are not readily ascertainable (Common Rule)
* Dates and (possibly) age are HIPAA identifiers

* |s a research application to the IRB required?
* Yes, due to HIPAA

Yale Human Research Protection Program



Test Your Knowledge!

Dr Jones is an oncology researcher. She has
completed several clinical trials and maintains blood
samples and data collected during the clinical trials
in a repository.

Dr. Jones is designing a new study to look for a link
between prostate cancer and high levels of nickel in
the bloodstream.

To test her hypothesis, she has her assistant pull 100
random blood samples and maintain a log with
participant contact information. If a link between
prostate cancer and nickel levels is found, Dr Jones
will ask another study team member to contact the
patients to ask questions about their diets.
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Test Your Knowledge!

* |s this secondary research!?
* No! (not entirely)
* Prospective data collection is specifically for this study

* |Is the research identifiable!?
* Yes! Fully identifiable per Common Rule and HIPAA

* |s a research application to the IRB required?
* Yes!

* Testing a hypothesis

* Interacting with humans to collect data

Yale Human Research Protection Program



Resources

* Common Rule — Research 45 CFR 46.102(])
* DHHS Human Subject Regulations Decision Charts: 2018 Requirements (Chart 1)
* FDA — Clinical Investigation 21 CFR 50.3(c)

e HRP 310 — Human Research Determinations

* NIH Decision Tool: Am | Doing Human Subjects Research?

* Yale HRPP Investigator Manual
* Yale HRPP Policy and SOP Manual

* Yale HRRP Reference Guide — Quality Improvement Projects

* IRB Questions: hrpp@yale.edu
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https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/decision-charts-2018/index.html#c1
https://www.hhs.gov/ohrp/regulations-and-policy/decision-charts-2018/index.html#c1
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-50/subpart-A/section-50.3
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-50/subpart-A/section-50.3
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-50/subpart-A/section-50.3
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-50/subpart-A/section-50.3
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/irb-0
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/irb-0
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/irb-0
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/irb-0
https://grants.nih.gov/policy-and-compliance/policy-topics/human-subjects/hs-decision
https://grants.nih.gov/policy-and-compliance/policy-topics/human-subjects/hs-decision
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/hrpp-0
https://research-support.yale.edu/research-compliance/human-research-protection-program/policies-procedures-guidance-related/hrpp-0
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/HRPP_Policy_and_Standard_Operating_Procedure_Manual_20230724.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
https://research-support.yale.edu/sites/default/files/2025-07/Guideline-Quality-Improvement-Projects_20240401.pdf
mailto:hrpp@yale.edu
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