New IRB Member
Orientation
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Presentation Notes
This module will review the Federal Regulations that govern human subjects’ research.


Where do the regulations come from?
The Government of the United States

The Constitution

Legislative Branch |— — | Executive Branch Judicial Branch
The Congress The President US Supreme Court
Senate House The Vice President US Court of Appeals
Executive Office of the President US District Courts
Architect of the Capital Council of Economic Advisors US Tax Court
US Botanical Garden National Security Council US Court of Appeals for
General Accounting Office Office of Management and Budget Veterans Claims
Library of Congress Office of Policy Development Administrative Offices of the
Congressional Budget Office Office of Science and Technology US Courts
Department of | Department of | Department of Department of | Department of | Dept Health and Dept Homeland
Agriculture Commerce Defense Education Energy Human Services Security
Department of | Department of | Department of Department of Department of Department of Dept of
The Interior Justice Labor State Transportation The Treasur Veterans Affairs
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Presenter
Presentation Notes
Here we have DHHS listed under the Executive Branch of our federal government 


Department of Health & Human Services

This is not The Secretary
a complete |

org chart!
Office of Public Health and
Science (OPHS)

| Office of Human [ Office of Research Integrity
i Research Protections I R A .(ORg N

1 (OHRP) | .Fgﬁarc misconduct issues
| *45 CFR 46 I

*“Common Rule”

National Centers for Food and Drug Office of Civil Rights Inspector
Institutes Disease Administration *HIPAA Oversight General
of Health Control and (FDA) *21CFR160
(NIH) Prevention *21CFR50 *21CFR164
CDC *21CFR56
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Under DHHS you will find the Inspector General, the  NIH and the FDA.  

The FDA regulations include 21CFR50 and 56.  You will also find OCR- which has the HIPAA regulations- 21CFR 160 and 164.  

Under the Assistant Secretary for Health you will find the Office of Public Health Sciences and under them you will find OHRP.

The OHRP regulation we deal with most is 45CFR46 which is also known as the common rule.   





Regulatory Requirements

Regulatory Requirements

HHS, NIH regulations: 1974, last update June 23, 2005
http://www.hhs.gov/ohrp/humansubjects/index.html

FDA: 21 CFR 50 & 56
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm

Common Rule: 1991—adoption of HHS regulations by 15 Federal Agencies

Office for Human Research Protections (OHRP) moved from NIH to Office of the
Secretary of HHS July 2001

http://www.hhs.gov/ohrp/humansubjects/index.html
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Shown here is a listing of the regulatory requirements that the IRB must adhere to for all Federally funded studies. 

In 1991, 15 Federal Agencies adopted NIH’s human subject protection regulations with only minor modifications or additions.  This means the same standards and regulations are used for the protection of human subjects.  This adoption of what is referred to as the Common Rule eliminates the need for researchers to adhere to different standards for different agencies and facilitates  research jointly funded by two or more agencies. 


http://www.hhs.gov/ohrp/humansubjects/index.html
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm
http://www.hhs.gov/ohrp/humansubjects/index.html

Code of Federal Regulations: 45 CFR 46

Issued in 1981 by the Dept of Health,
Education, and Welfare (DHEW)

v Covers all aspects of human subjects protection, including level of
review needed, IRB composition, informed consent requirements, and
added protections for special populations

v' In 1991, 16 other Federal agencies agreed to abide by these

regulations for their human research studies = subsequently became
known as the “Common Rule”
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Code of Federal Regulations: 45 CFR 46

Subpart A applies to all research. Subparts B, C,
and D cover selected special populations

v Subpart A: Basic Regulations

v' Subpart B: Pregnant Women, Human Fetuses, and Neonates
v Subpart C: Prisoners

v" Subpart D: Children

v" Diminished Capacity: Subpart coming
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Current Federal Regulatory Structure

Office of Science
Department Department 10 USC 980 AR 40-38
of A';,-.cunure of Commerce ~ and Technology DoDD 3216.2  SECNAVINST 3900.398
iy ey 15 CFR 27 & Policy DoDD 6000.8  NMRDCINST 3900.2
National F; S AFI 40-402 BUMEDINST 6000.12
Science Py ra AFI 40-403 NSHSBETHINST 6000.41A
Foundation e . & Department of Defense AR 70-25 USUHS Instruction 3201
45 CFR 690 . > R J 32 CFR 219
\. ‘. : s o*
., - : S 34 CFR 97 Subpart D
-
National Aeronautics %o, . s F g: EES gg
anid IspaC? .. .. . ‘.'. .. Department of Energy —_ 34 CFR 350.4(c)
IO . B T e s 34 CFR 97 34 CFR 356.3(C)
14 CFR 1230 Ce ® . S e -®
Ce, ...'.....'... °®
Ce e .. .o 8=
® e Federal Policy for ®** Order 1300.3
Agency for ) .
International teveseass theProtectionof s Department of Energy — | 0rder481.1
De;\;ség:g;snt oo . Ht({r(l;oan Suit;jlep)ts : eeccsssccem 10 CFR 745
5 e®e TN, Social Security
oo e® :..45 CFR Subpart |: = e, . Administration
® - . o e b F.L.103-
Environmental o *° ..‘ :' - - ‘.. '.. See, Department of Health L ?3 296
Protection Agency +® R : 4 .. %e | and Human Services L
40 CFR 26 . - . 45 CFR 46 Subpart A Food and Drug
% . . % " AN Suiiac::;g o | Administration
co oroduct -’ ..' < - '.. \ - 21 CFR 50 and 56
nsumer Produ . - J
Safety Commission by s i “ Department of Housing |
16 CFR 1028 o " . and Urban Development Central
¥ 4 i % 24 CFR 60 Inl‘;:lligence
Department of D ment gency
Veterans Affairs Department of ep‘?':isﬁ:e o Executive Order 12333
38 CFR 16 Transportation 28 CFR 46
49 CFR 11
38 CFR 17.85 o8 CFR 512 blue = policy
red = federal agency or department
black = statute, regulation, directive, executive order

M-3, Part 1, Chapters 9 and 15
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® o see = signatory to Common Rule
sssssseme = gignatory to Common Rule; no regulatory responsibility

[ = additional human subjects protection beyond Common Rule




Current Regulatory Structure Creates a “Patchwork
Quilt” of Protections

45 CFR 46

Subpart A > Common Rule
Subpart B
Subpart C
Subpart D

*Not federally fundec
*Not FDA regulated
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Office for Human Research Protections (OHRP)

Responsible for monitoring compliance with 45 CFR 46
Regulations

v" Formerly the Office for Protection from Research Risks (OPRR), name
changed to OHRP in 2000 following shutdown of several major programs and
moved into the Secretary’s Office from NIH

v’ Located within the Office of the Secretary, Department of Health and Human
Services (DHHS), reports directly to the Secretary of Health -- increased
visibility over OPRR

v’ Issues assurances to institutions to allow them to conduct human subjects
research
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Definitions

e Research: a systematic investigation designed to develop or contribute to
generalizable knowledge

.
o*
Ry

e Human subject: a (living)* in:al"v'i'éu.a.l. about whom an investigator
conducting research obtains:

— Data through intervention or interaction with the
individual,

or

— |dentifiable private information

E 3
HIPAA (Health Insurance Portability & Accountability Act of 1996) Change
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Presentation Notes
To better understand the framework for human subject protections, it is helpful to understand the definitions provided in the federal regulations for “research” and “human subject” and how this has been slightly modified by HIPAA.

It is helpful to understand the definitions used by the federal regulations  to define “research” and “human subjects”.  

These definitions are also a good place to return when you have a question about whether what you are or are not doing is research or patient care.

Note that you can be doing research even if not dealing directly with a person, but only with their data.



2
Definitions (continued)

Intervention includes both physical procedures by which data are gathered (for
example, venipuncture) and manipulations of the subject or the subject’s
environment that are performed for research purposes.

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 (for example, a medical record).

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 mformatlon)/m order for obtaining the information to constitute research
involving human subjects.

45 CFR 46.102(f)
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Presentation Notes
Note here the regulations definitions for intervention and private information.

These may not be your definition of these words, but they are those used by the Federal Government and provide the basis for the regulations.  So, it is important to keep these handy.


FDA Definition

e 21 CFR 56.102 (c)

— Research involving a drug, device or biologic
and all research involving data that will be
submitted to or held for inspection by the FDA
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The FDA has their own definition of research.  

 Research performed whose results will be submitted  to the FDA for approval of a new drug, device or biologic is considered human subject research and required to adhere to these regulations.  


=
45 CFR 46.101.b.2.1 & ii

i any disclosure of the human subjects’ responses
outside the research could reasonably place the
subjects at risk of criminal or civil liability or be
damaging to the subjects’ financial standing,
employability, or reputation.”
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 Along with the definitions  another standard to use to determine if you are doing human subject research is to consider the risk to individuals of any disclosure of that information.   

Could  it put them at risk of criminal or civil liability or damaging to their financial standing, employability or reputation?  

Remember in the early days of AIDs, those with HIV lost jobs, insurance, public standing.  The same has happened recently to some known to have a certain gene for a disease but without any symptoms. 





®
Types of Review

1. Review by Convened Board

2. Expedited Review by a Chair or desighee

3. Exempt Review by a Chair or desighee



Presenter
Presentation Notes
There are three types of review done by the IRB --  full board review, exempt and expedited review done by a IRB Chair, or designee.

NOTE:  insert number, times here


Levels of IRB Review

» EXEMPT — Applies to specific categories of research, most often with

extremely low risk or anonymous data

» EXPEDITED REVIEW — Applies to specific categories of research with no

more than minimal risk.

» FULL COMMITTEE REVIEW — All studies which do not qualify as exempt or

expedited must be reviewed by a full IRB.

Note: The level of review is determined by IRB, not by the investigator or by the
client. The requirements for each level are given in the regulations.
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Level of Risk Generally Determines Level of
IRB Review

A Full Board Review

Minimal Risk? .
Expedited
Is it on the list?
9 Categories defined by Regs
Is it on the list? “Exempt”
6 Categories defined by P
Regs
2. Are there Human Subjects? Not Human Subjects Research
1. Is it Research?
RISK
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Criteria for IRB Approval

45 CFR 46.111 & 21 CFR 56.111
OHRE SOP 24.0

1 Risks minimized

2 Favorable risk : benefit ratio

;. Equitable selection of subjects

.. Informed consent sought
. Informed consent documented

. Monitoring plan for safety
2. Privacy and confidentiality protected

. Additional safeguards for vulnerable populations
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»
Elements of an IRB Submission

1. Protocol Summary

2. Purpose of the Study

3. Design & Procedures

4. Risk/Benefit Assessment

5. Subject identification, recruitment &
Compensation
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These two slides list the required elements for a complete IRB study submission.


Elements of an IRB Submission

6. Subject competency

7. Costs to the Subject

8 Data analysis & monitoring

9. Data Storage & confidentiality
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IRB Approval is limited to

An IRB Approved Protocol--
Good for 1 year max!

» Valid for no more than 1 year and not 5 seconds longer,

» Authorized to do ONLY what is in the protocol as approved
by the IRB,

» ALL changes MUST be submitted to the IRB for review and
approval PRIOR to implementation of the change(s)
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Think of a study as this yellow box, everything planned to be done has been included in the IRB Submission.  Once approved by the IRB, the study team can do only what is included in this box.    

If any changes are made to the study design, those changes must be submitted to the IRB for review and approval BEFORE implementation of those changes by submission of an amendment to the IRB.   Even if the sponsor has given the study steam the approval to make the changes, they can not be made until the IRB has approved the amendment.

Once the study is over, the study team must close the study by submitting a final report to the IRB.  An once that has been done, then think of sealing the yellow box.  The study team can not return to that data, and should not close the study until all manuscripts are finished and published.

The IRB does have a mechanism for re-opening a study if needed. 
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