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At the conclusion of this educational activity, participants will be 

able to: 

ÅIdentify one historical key triggering event that led to the 

establishment of ethics in research. 

ÅExplain the purpose of an Institutional Review Board (IRB).  

ÅDefine key changes incorporated in the Revised Common Rule. 

ÅDescribe the importance of informed consent. 
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ÅHistorical Key Triggering Events: 

ÅNazi Experiments in Concentration Camps (1939-1944)1 

ÅPrisoners kept in tanks of ice water, wounds intentionally infected 

ÅTuskegee Syphilis Study (1932-1972)2 

ÅImpoverished black men with syphilis denied penicillin 

ÅResearch at Willowbrook State School, New York (1963-1975)3 

ÅIntellectually disabled children exposed to hepatitis 
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1. Nazi Medical Expericments (n.d.). The United States Holocaust Museum. Retrieved from 

https://encyclopedia.ushmm.org/content/en/article/nazi-medical-experiments  

2. 2.U.S. Public Health Service Syphilis Study at Tuskegee (2015). CDC. Retrieved from 

https://www.cdc.gov/tuskegee/ 

3. Willowbrook State School ï A voice behind the wall. (n.d). Retrieved from 

http://willowbrookstateschool.blogspot.com/p/history.html 
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ÅEthical Principles 

ÅThe Nuremberg Code (1947) resulted from Nuremberg Trials 

(prosecution of Nazi Germany leadership). Includes the following 

criteria: 

ÅResearcher must inform study subjects about the research study and be 

qualified to conduct research 

ÅResearch must be for the good of society; be based on results of animal 

experimentation and a knowledge of the natural history of a disease; 

and avoid all unnecessary physical, and mental suffering, and injury to 

research subjects 

ÅSubjects and/or researchers can stop a study at any time 
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Ethical Codes & Research Standards Ethical Codes. (n.d.). Office of Human Research 

Protections. Retrieved from https://www.hhs.gov/ohrp/international/ethical-codes-and-

research-standards/index.html 



ÅDeclaration of Helsinki (1964)1 

ÅThe World Medical Associationôs ethical principles for medical research 

involving human subjects. 

ÅNational Research Act (1974)2 

ÅDeveloped the National Commission for the Protection of Human Subjects 

of Biomedical And Behavioral Research that created the Belmont Report 

establishing ethical principles that govern all research supported by the U.S. 

government 

ÅEstablished the modern Institutional Review Board (IRB) system for 

regulating research involving human subjects 

ÅDeclaration of Helsinki Revision (1975)3 

ÅSupported the concept of Institutional Review Boards in the United States 

and Ethical Committees/Review Boards globally 
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1. Ethical Codes & Research Standards Ethical Codes. (n.d.). Office of Human Research Protections. Retrieved from 

https://www.hhs.gov/ohrp/international/ethical-codes-and-research-standards/index.html 

2. The Presidentôs Council on Bioethics. (n.d.). Retrieved from 

https://bioethicsarchive.georgetown.edu/pcbe/reports/past_commissions/ 

3. Declaration of Helsinki 1975. World Medical Association. Retrieved from https://www.wma.net/what-we-do/medical-

ethics/declaration-of-helsinki/doh-oct1975/ 
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ÅBelmont Report  

ÅCreated by the National Commission for the Protection of Human Subjects 

of Biomedical And Behavioral Research 

ÅIssued September 30,1978 and published in the Federal Register April 18,1979 

ÅEthical principles that govern all research supported by the U.S. 

government. Basis for subsequent regulations designed to ensure 

protection of human subjects in research incorporating the following: 

ÅRespect for Persons-treat individuals as autonomous agents; donôt use people 

as a means to an end; allow people to choose for themselves; provide extra 

protections for those with diminished autonomy (prisoners, children, cognitively 

impaired) 

ÅBeneficence-do no harm; maximize possible benefits and minimize risks 

ÅJustice-treat people fairly, fair sharing of burdens and benefits of the research 

ÅWatch Belmont Report Video (test questions associated) at 
https://www.youtube.com/watch?v=M6AKIIhoFn4&feature=youtu.be 
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1998 

ÅStudy or Human Experiment? Face-Lift Project Stirs Ethical Concerns by Philip J. Hilts  

Å https://www.nytimes.com/1998/06/21/nyregion/study-or-human-experiment-face-lift-project-stirs-ethical-
concerns.html  

2001 

ÅScholar Sets Off Gastronomic False Alarm by John Kifner 

Å https://www.nytimes.com/2001/09/08/nyregion/scholar-sets-off-gastronomic-false-alarm.html  

2013 

ÅHHS-Funded Experiment Exposed Babies to Risk of Death and Blindness Without Informing 
Parents 

Å https://www.citizen.org/media/press-releases/hhs-funded-experiment-exposed-babies-risk-death-and-
blindness-without-informing  

2017 

ÅUniversity could lose millions from ñunethicalò research backed by Peter Thiel by Beth Mole 

Å https://arstechnica.com/science/2017/11/university-could-lose-millions-from-unethical-research-backed-
by-peter-thiel/  

2018 

ÅThe Homeless as Human Subjects by The Ethics and Society Blog  

Å http://www.bioethics.net/2018/05/the-homeless-as-human-subjects/  
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ÅAll research, including research at Flagler Hospital, Inc., is 

governed by national, state, and local laws.  

ÅThe ñCommon Ruleò (Federal Regulations 45 CFR 46) Office of 

Human Research Protection of the Department of Health and 

Human Services (OHRP): ensures compliance with the principles of 

the Belmont Report and establishes Institutional Review Boards 

and informed consent.  

ÅFlagler Hospital, Inc. has assured the Office of Human Research Protection that 

all human subject research activities within Flagler Hospital, Inc. will be guided by 

the Belmont Report, will comply with the Common Rule, and any other applicable 

regulations. In return, Flagler Hospital, Inc. is issued a Federal Wide Assurance 

(FWA) number, which allows Flagler Hospital, Inc. to conduct research.   

ÅNote: There are various laws that may pertain to particular research studies 

(example FDA); however, these laws are always in addition to the Common 

Rule. 
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ÅThe current U.S. system of protection for human research subjects is 
heavily influenced by the Belmont Report, written in 1979 by the National 
Commission for the Protection of Human Subjects of Biomedical and 
Behavioral Research. As previously mentioned, the Belmont Report 
outlines basic ethical principles in research involving human subjects. In 
1981, with the Belmont report as foundational background, Health and 
Human Services (HHS) and the Food and Drug Administration, in 
conjunction with their respective statutory authorities, revised their 
existing human subjects research regulations.  

 

ÅIn 1991, the Federal Policy for the Protection of Human Subjects or the 
ñCommon Ruleò was published and codified by 15 Federal departments 
and agencies. The HHS regulations, 45 CFR part 46, include four 
subparts: subpart A, also known as the Federal Policy or the ñCommon 
Ruleò; subpart B, additional protections for pregnant women, human 
fetuses, and neonates; subpart C, additional protections for prisoners; 
and subpart D, additional protections for children.  

 



ÅThe Revised Common Rule was published by Office for Human 
Research Protections (OHRP) in July 2018 and made effective as 
of January 21, 2019.  

ÅKey Changes:  

ÅClarification of research definition and other key terms 

ÅRevisions in vulnerable population definition 

ÅDefinition of Limited IRB Review and clarification of Types of Review 
processes 

ÅClarification of Informed consent requirements including changes in 
alteration and waiver criteria for informed consent 

ÅRevision in elements of continuing review process for research 

ÅNew requirement to post IRB approved informed consent form for each 
clinical trial conducted and/or supported by a federal department or agency 

ÅEffective in 2020: Any multiple site federally funded research study 
requiring an IRB approval, will be required to have a single IRB oversee 
the study 
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ÅClinical trial: 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. 

ÅHuman subject: a living individual about whom an investigator 
(whether professional or student) conducting research: 

Å (i) Obtains information or biospecimens through intervention or interaction 
with the individual, and uses, studies, or analyzes the information or 
biospecimens; or 

Å (ii) Obtains, uses, studies, analyzes, or generates identifiable private 
information or identifiable biospecimens. 

Å Identifiable private information:  private information for which the 
identity of the research subject is or may readily be ascertained by the 
researcher  and/or the identity of the research subject is directly 
associated with the information. 

Å Intervention: includes both physical procedures by which information 
or biospecimens are gathered (e.g., venipuncture) and manipulations 
of research subjects or their environment that are performed for 
research purposes. 

ÅMinimal risk: indicates that the probability and magnitude of harm 
and/or discomfort anticipated in research studies are not greater in 
and of themselves than those ordinarily encountered in daily life or 
during performance of routine physical/psychological examinations 
and/or tests. 
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Å 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.  
Further more, when an individual provides information for 
specific purposes like research, he/she can reasonably 
expect that the information will not be made public (e.g., a 
medical record). However:  

Å (i) Identifiable private information is private information for 
which the identity of the subject is or may readily be 
ascertained by the researcher and/or identity of the 
subject is directly associated with the information. 

Å (ii) An identifiable biospecimen is a biospecimen for which 
the identity of the subject is or may readily be ascertained 
by the researcher and/or identity of the subject is directly 
associated with the biospecimen. 

Å Research: a systematic investigation, including research 
development, testing, and evaluation, designed to develop or 
contribute to generalizable knowledge.  

Å Vulnerable Populations:  Per OHRP, vulnerable populations 
are ñindividuals with impaired decision-making abilityò. When 
some or all research subjects are likely to be vulnerable to 
coercion or undue influence (such as children, prisoners, 
individuals with impaired decision-making capacity, 
economically or educationally disadvantaged persons) 
additional safeguards have been included in the research 
study to protect the rights and welfare of vulnerable 
populations participating in research. 14 



ÅThe Flagler Hospital, Inc. IRB is a multidisciplinary group of 

individuals, who are responsible to the Flagler Hospital, Inc. 

Governing Board for the review, approval, modification, or 

disapproval of all investigational research performed on human 

subjects at Flagler Hospital, Inc.  

ÅAt all times, the primary purpose of the Flagler Hospital, Inc. IRB 

research review process is to: ensure informed consent, protect 

the rights and welfare of human subjects from undue research 

risk, and ensure research subjectsô confidentiality and 

privacy. 
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ÅThe Flagler Hospital, Inc. IRB shall consist of at least twelve (12) members, appointed by the 
IRB Chair, and should include:  

ÅThree physicians  

ÅEVP & Chief Medical Officer  

ÅEVP of Patient Care Services/Chief Clinical Officer 

ÅAdministrator of Pharmacy & Support Services 

ÅDirector of Risk Management  

ÅOne Nursing Administrator 

ÅChair of Nursing Shared Governance Council  

ÅAt least one (1) other clinical nurse  

ÅTwo members of the community, one not otherwise associated with Flagler Hospital, Inc. 
and who is not a member of the immediate family of a person who is affiliated with Flagler 
Hospital, Inc., and one with PhD-level education.  

 

ÅThe aforementioned membership should include one member whose primary concerns are in 
scientific areas, and one member whose primary concerns are in nonscientific areas. 

 

Reference Flagler Hospital, Inc. Institutional Review Board (IRB) Policy: PRE-009:Membership  
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In compliance with  the Flagler Hospital, Inc. IRB policy (PRE-009), the 

Principal Investigator (PI) is required to complete Flagler Hospital, Inc. 

Institutional Review Board (IRB) Research Application Form including all 

required information delineated in #5 IRB Submission Checklist, and 

submit all required information in the entirety to: 

flaglerhospitalIRB@flaglerhospital.org.    

 

No research study may be conducted at Flagler Hospital, 

Inc. unless approved by Flagler Hospital, Inc. IRB.  
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For approval of a proposed research study, as per Policy (PRE-009) the Flagler 

Hospital, Inc. IRB shall determine that all of the following requirements are satisfied: 

1. The risks to human subjects are minimized. In assessing such risks, the IRB shall 

consider, among other factors, the following:               

a. Whether risk(s) to the human subject(s) is so outweighed by the benefits to the 

human subject(s) and the importance of knowledge to be gained as to warrant a 

decision to approve the research and thereby allow the subject(s) to accept the 

risks (The risk to human subjects is reasonable in relationship to the anticipate 

benefits.). 

b. Whether the rights and safety of the human subjects will be adequately 

protected. 

c. Whether the informed consent will be obtained by adequate and appropriate 

methods. 

d. Whether the proposed research will be or is being reviewed by the sponsor 

and/or the IRB as appropriate at intervals appropriate to the degree of the 

perceived risk. 

2. The selection of human subjects is equitable. 

3. A process has been established for obtaining informed consent from each 

prospective human subject or the subjectôs legal representative, in accordance with 

and to the extent required by FDA regulations and the policies of the state and the 

hospital. 

4. A process has been established for documenting informed consent. 

5. A procedure has been established to monitor data collected to ensure safety of 

human subjects. 

6. The investigational research plan adequately provides protection of human 

subjectsô privacy including maintenance of their data confidentiality. 
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A Limited IRB Review of research applications shall be performed by the IRB Chair 

or by one or more experienced members of the IRB, as designated by the IRB Chair. 

A Limited IRB Review can occur on an expedited basis and does not require 

consideration by a full convened board.  

ÅDesignated IRB reviewers may require modifications to the research application 

prior to approval.  

ÅIf a Limited IRB Review does not result in approval under the exempt categories, 

the designated IRB reviewers must evaluate whether or approval is appropriate 

under one of the expedited categories.  

ÅDisapprovals of research applications must be made by the full convened IRB 

board.  

 

 



Note: The Flagler Hospital, Inc. IRB utilizes the Office of Human Research 

Protections Human Subject Regulations Decision Charts to determine the 

appropriate type of IRB review from among the following:  

ÅEXEMPT ï Determination of exempt review shall be performed by the IRB 

Chair or by one or more experienced members of the IRB, as designated by 

the IRB Chair.  

ÅA review may be performed by an IRB on research applications exempt 

from federal regulatory requirements and from the need for written 

informed consent. The Principal Investigator should indicate that the 

research study is potentially exempt. In addition to the usual requirement 

for approval by the IRB, Principal Investigators who seek approval for 

research applications involving use of hospital records shall conform to the 

policies and procedures of the hospital for use of medical records. 

Confidentiality and privacy must be maintained. Reference 46.104(d)(1-8) 

for exempt categories. 
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ÅEXPEDITED ï Expedited review may be performed by the IRB Chair 
or by one or more experienced members of the IRB, as designated by 
the IRB Chair.  

ÅNo research application shall be disapproved by expedited review. If questions 
arise, the research application must be submitted for a full convened IRB 
review.  

ÅGuidelines for expedited reviews include research for minimal risk as listed in 
the FDA published list of research categories that may be reviewed by an 
expedited process. 

ÅResearch that has been approved with contingencies through a full convened 
IRB review may undergo expedited review once minor changes have been 
made.  

Expedited research must meet all the approval criteria under 45 
CFR 46.111, including all categories of consent (i.e. informed or 
waived). 
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ÅEMERGENCY USE EXEMPTION ï "Emergency Use" shall mean use of an 

unapproved or investigational drug or device (test article) on a human subject in a 

life threatening situation in which no standard acceptable treatment is available, and 

in which there is not sufficient time to obtain IRB approval. Emergency use is not 

considered research. 

ÅThe term test article refers to 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 under the act or 

under sections 351 or 354-360F of the Public Health Service Act.  

ÅAn emergency use exemption can only be used in a life-threatening situation or 

with serious diseases or conditions when there is no available alternative and no 

time to obtain FDA approval. 

ÅThe emergency use exemption allows for one emergency use of a test article 

without prospective full IRB review. Any subsequent use of the investigational 

test article should have prospective full IRB review and approval, unless the IRB 

is unable to convene a meeting prior to a second individual requiring an 

emergency treatment.  
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ÅEMERGENCY USE EXEMPTION continued 

o In emergency use situations, informed consent must be obtained from either the patient or 
the patientôs legally authorized representative. If obtaining informed consent is not possible, 
both the treating physician and an independent physician who is not otherwise participating 
in the clinical investigation must certify in writing the following information: 

o The subject is confronted by a life-threatening situation necessitating use of the test 
article. 

o Informed consent cannot be obtained because of an inability to communicate with, or 
obtain legally effective consent from, the subject. 

o Time is not sufficient to obtain consent from the subject's legal representative. 

o No alternative method of approved or generally recognized therapy is available that 
provides an equal or greater likelihood of saving the subject's life. 

o If, in the treating physicianôs opinion, immediate use of the research drug(s) and/or 
equipment is required to preserve the human subject's life, and if time is not sufficient to 
obtain an independent physician's determination that the four conditions above apply, the 
treating physician should make the determination and, within five (5) working days after 
use of the drug and/or device, have the determination reviewed and evaluated in writing 
by an independent physician who is not participating in the associated clinical 
investigation. 

NOTE: Any emergency use exemption at Flagler Hospital, Inc. must be reported 
to the Flagler Hospital, Inc. IRB flaglerhospitalIRB@flaglerhospital.org by the 
treating physician within five (5) working days of the emergency use. 
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ÅHUMANITARIAN DEVICE EXEMPTION (HDE) --- A humanitarian 

device exemption is a special approval given by the FDA that allows 

marketing a device that is designed to treat or diagnose a condition that 

affects fewer than 4,000 individuals per year. An HDE is given even though 

the efficacy of the device has not been tested or proven, because it is not 

financially feasible to do the usual clinical testing when so few individuals are 

affected.  

ÅWith the exception of emergency use, the FDA requires IRB approval prior for 

use of a Humanitarian Use Device (HUD), even though the use is not 

considered research. A Humanitarian Use Device (HUD) can be approved in 

any of the following ways:  

ÅFor general use (applies to future patients who are deemed appropriate),  

ÅFor a specific group of patients who are identified and meet specific 

criteria,  

ÅOr on an individual patient basis.   
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ÅHUMANITARIAN DEVICE EXEMPTION (HDE) continued 

ÅA physician who is seeking IRB approval for a HUD must submit a letter to the IRB, 

including the following information:  

Åtype of approval being requested (general, group of patients, individual patient),  

Ådescription of the HUD,  

Åtype of patient(s) who qualify for the HUD,  

Ålikelihood that the HUD is appropriate for the patientôs condition/disease state.  

ÅNOTE: For initial review of a HUD, a full convened Flagler Hospital, Inc. IRB meeting 

is required. The Flagler Hospital, Inc. IRB may use the expedited review process to 

address the continuing review request. The physician and/or designated 

administrator must request continuing review of the approved HUD from the Flagler 

Hospital, Inc. IRB flaglerhospitalIRB@flaglerhospital.org. 
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ÅCONTINUING REVIEW ï The Flagler Hospital, Inc. IRB shall conduct 
continuing review of research, regardless of degree of risk, not less 
than once per year.  

ÅThe intervals for continuing review shall be established by the Flagler 
Hospital, Inc. IRB at the time the research application including 
consent form is initially approved.  

ÅAs part of the continuing review process, the Flagler Hospital, Inc. 
IRB shall also determine intervals for submission of progress reports 
and document as appropriate.  

ÅThe Principal Investigator shall be required to promptly submit interim 
reports of any services and/or unexpected adverse drug reactions, 
irrespective of the regular progress report schedule, to the Flagler 
Hospital, Inc. IRB.   

NOTE: Failure of the Principal Investigator to submit required 
reports in a timely manner, as specified by Flagler Hospital, Inc. 
IRB may result in withdrawal of Flagler Hospital, Inc. IRB approval. 
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ÅAll potential research study participants have a right to know what 
will happen to them prior to signing an informed consent for their 
participation in a research study, just as all patients entering a 
hospital have the right to know what will happen to them before 
signing a consent form for all procedures.  

ÅProtection of research participants ñright to knowò revolves around 
the concept of informed consent.  

ÅInformed consent is: 

ÅRequired prior to any research study  

ÅDocumented (usually with a signature on a written form)  

ÅAn initial and ongoing discussion between researcher and subject/participant 
that provides new information that may impact a subjectôs/participantôs 
willingness to continue in the research study 

 
Refer to Office of Human Research Protection (OHRP) Basic Elements of 
Consent 46.116(b) and Flagler Hospital, Inc. IRB Policy (PR-009) Informed 
Consent (Addendum E).  
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ÅKey elements of Informed consent:  

Åtype of information needed by all research subjects/participants  

Ådegree of understanding required of all research subjects/participants in order to give 
consent  

Åfree choice in giving consent  for all research subjects/participants.  

 

ÅAccording to the Revised Common Rule, the following five factors must be included at the 
beginning of the informed consent process (including consent form): 

ÅInformed Consent is being sought for research and participation is voluntary 

ÅThe purpose of research, expected duration of participation in research, research 
methodology 

ÅForeseeable risks and/or discomforts to research participants  

ÅBenefits reasonably expected from research results to research participants or others 

ÅAppropriate alternative procedures or course of treatments 
 

 

 

 

Refer to Research Study Informed Consent Form, Appendix E of the Flagler Hospital, Inc. IRB policy PRE-009 
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