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5 CFR 46.111

3. Describe t




WHY IS / |

RESEARCH SO
HEAVILY (
REGULATED?

Nazi War Crimes — Nuremberg
Trials (1945-1946)

20 German physicians and 3 Nazi
officials were charged with
crimes against humanity for
conducting research procedures
on concentration camp prisoners
without consent. j)




Hohenlychen
Sanatorium

Results of the trial horrified

Nuremberg Code (1947).

A set of 10 research ethic principles for human expiration in medicine
accepted by physicians worldwide.




The voluntary consent of the human subject is absolutely essential.

The experiment should be such as to yield fruitful results for the good of society,
unprocurable by other methods or means of study, and not random and unnecessary in
nature.

The experiment should be so conducted as to avoid all unnecessary physical and mental
suffering and injury.

During the course of the experiment, the human subject should be at liberty to bring the

experiment to an end, if he has reached the physical or mental state, where continuation of
the experiment seemed to him to be impossible.

Proper preparations should be made and adequate facilities provided to protect the
experimental subject against even remote possibilities of injury, disability, or death.




® A control g
receive any spe

® As incentives to enter the “program”, the men were
promised free transportation to and from hospitals, free
hot lunches, free medicine for any disease other than
syphilis and free burial after autopsies were performed.
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tfreatment

Even when penicillin be
of choice for syphilis in 1945,
researchers did not offer it to the

subjects.




® There
the study o

* The men had been misled

facts required to provide informed consent.




® In 1974, the National Research Act was signed
into law, creating the National Commission for
the Protection of Human Subjects of
Biomedical and Behavioral Research . The
group identified basic principles of research
conduct and suggested ways to ensure those
l principles were followed.

\\5 PREVENTING A REPEAT OF MISTAKES (

® Researchers must get voluntary consent

¢ Studies must be reviewed by Institutional
Review Boards (That’s us!) which read study
protocols and decide whether they meet

Official apology by President Clinton in 1997

ethical standards.
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WE KNOW THERE IS A NEED FOR IRB REVIEW BUT

21 CFR812
Significant Risk (SR)

Is intended 25 an implart and pressrts a
potential for sernous riskto the heaalth, safety,
or weifare of a subject;

15 purported or represented to be for use
supporting or sustairneng human life and
prezents a potential for senous risk to the
health, safety, or welfare of a subject;

importance in
diag ] cur nk:, or treating
eventing impairment
of human heaith and 3 potenti¥ for
welfare

serious riskto the health, safety, or

of a subject; or

Otherwise presents a potertial for serious nsk
to the health, safety, or welfare of & subject.

Non-Significant Risk (NSR) Abbreviated
IDE (Checkdist 418 Required)

IDE exempt (no Checklist required)

Determinations
Approval
Approval with Minor Modifications
Deferred
Disapproval

RNI Determinations
Non-Compliance: Fallura to comply with the
pplicable

requiremant=z of ana law, regulation, or
in=titutional policy pertaining to the orotection of
human subpects. andfor with the requirements

Conflicts of Interest as a

The following would fall under

HOW DO MEMBERS BEGIN?

- - -

Supplermect bre skaionm

Where is the supplamant coming from:
Company or OTC

Statemant of Ingraediants

Chedk inclusicn/axlusion critania & ICF
for Food Allergies or considerations
Compo=ition and microbial analyss report
[= an IND required?

Following Current Good Manufacturing
Practicas (cGMP) for dictary supplements
baing followad

Is an IND Required?

1s drug FDA approved? If "No™— IND required
;f ;)ves" 1s the drugused off Iabel? If no - No

N
if "yes” Does the investigation involve a route of
administration or dosage leveal or use in a patiant
population or other factor that significantly
increases therisks (or decreases the
acceptability of the nsks) associated with the uss
of the drug product;

45 CFR46.111and 21 CFR 56.111
Risks to subjjects ace rmynimised by (1) using procedunes, comsistent with sound ressearch design: using procedures
=lready being don= on the sujects for cther purposes: and (2) without expo=ing sulject=s to unnec=s=ary nizic. Aska
[= ther= any oy to minmees nek?

Rizk= to subjjects are rezscnable in relation to anbopated bancfits, if any, to subjects. and the importance of the
knowledge that may reasonably be expected to resuk,

Selaction of subjects iz equitable.

Additional safeguards have been included in the study to protect the rights and welfare of zubjects who are
vulnerable to coercion or undue Influenca.

The research plan has adeguate provision for monitoning the data collected to ersure subject s=fety.

There are adequate provisions to protact the privacy of subjects. CAPA

Tharae ara adeguate provisions to mairtain tha confidantiality of dsta. What w & @rroe?

Who was responstle, and how

The informed consent process |z adeguate. do=s Pl re=spon=ibility relate?

The documentation of informad consent I adeguata. How did the arror ocour?

Why did the error occur?
(ask hov and why five times')
ator Conflict of
Interest

Management Plans

Inve
Reviewer

Waiver of Documentation of Consent

Minimal risk

No procedures that usually require

consent

Or

Not under FDA.
Prinaple risk is breach of confidentiaity.
Only record linking subject toresearch
would be the consent document

Definition of Minimal Risk
The probability and magnstude of
harm or discomfort anticipated in

the resesarch that are not greater in
and of themselves thanthose
ordinarily encountared in daily ife
or dunng the performance of
routine physical or psychological
examinatons or tests.

Criteria for Minors
Subpart D Categories
45 CFRA46
404 — Level 1
= Minimal Risk
« Benefit or no direct benefit
= 1 ParentSignature
405 Level 2
Greater than muinimal nsk
= Riskis justified by anticipated
benefit
Risk/benefit at least asfavorable
as altermmative approaches
= 1 or 2 Parert Signatures

financial conficts of interest as = > 406 — Level 2
Reviewsr (mc'::lf-nn Sub."d).a'va and 2:?;;_'0&“2?0 o ; 4 « Minor increass over minimal nsk
pare OfMmpanias ): arty not = Commensurate

obtain consent
« Likely to yield genaeralizable
Conflicted party cannot knowledge of vital importance

recuit i
- « 2 ParentSignatwres
Conflicted party cannot 407 — Level 4

gg%ése%? — DHHS Review and approval
arty h required

Consultant/Spealkar bureau
Advisory board mambarship
Honoranum recipient
Stockholder
Editonal board involvermeant
1571/1572 investgstor/colisborator
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® 45 CFR 46.111 Criteria for IRB approval of research

K\)HOW DO IRB’S PROTECT PARTICIPANT'S TODAY?

IRB Members must ensure all of the following requirements are satisfied:

1.

2.
3.
4

Ok

Risks to subjects are minimized

Risks to subjects are reasonable in relation to anticipated benefits

Selection of subjects is equitable

Informed consent will be sought from each prospective subject or the subject's legally authorized
representative

Informed consent will be appropriately documented

When appropriate, the research plan makes adequate provision for monitoring the data
collected to ensure the safety of subjects

When appropriate, there are adequate provisions to protect the privacy of subjects and to
maintain the confidentiality of data. Additional safeguards have been included in the study to
protect the rights and welfare of vulnerable subjects.
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* CHECKLISTS

®* ANALYSTS PRE-REVIEW

* COMMITTEE MEMBER PRE-REVIEW FORM 5

ACCESS TO OUR LOCAL RESEARCH POLICY AND PROCEDURES MANUAL

ACCESS TO FEDERAL REGULATIONS



IRB Member Reviewer Worksheet

RESEARCH PROTECTIONS OFFICE, COMMITTEES ON HUMAN RESEARCH
UNIVERSITY OF VERMONT AND UNIVERSITY OF VERMONT MEDICAL CENTER

IRB Number:
PI:

Questions in italics are faderally regulated mandsted questions an
IFE member must address = part of thedr initial raview.

The remaining questions are 2 guids to halp you complete your
review and incormorate UVAL and Committes nolicy.

Are methods of subject recruitment legal, ethical and free from
coercion or undue influence?

Methods and Procedures Questions/Changes/Comments

Are the procedures appropriate for the study? Blood draws?
Scans? Survey instruments?

Is the description of all procedures complete?

If deception is used, are procedures relating to debriefing of
subjects clearly described? (|s there a debriefing
statement/consent included?

Protocol Title:

Risk and Minimization of risks Questions/Changes/Comments

Reviewer: |

Review Type:

Protocol

Yes

No

N/A

Questions/Changes/Comments

Are risks minimized by use of procedures consistent with
sound research design and which do not unnecessarily
expose subjects 1o risk?

Will the research contribute to generalizable knowledge and/or
produce benefit and is it worth exposing subjects to some
level of risk?

15 the hypothesis clearly stated?

s the study design appropriate to test the hypothesiz?

Is there staftistical justification for the sample size?

Has the investigational drug/device brochure been
reviewed (primary reviewer only)?

If there is a grant proposal how does the protocol compare to the grant?

The title and narrative (i.e., specific aims, research plan and methods) of
this IRB protocol accurately represents the accompanying grant proposal which
will support the proposed research activity involving human subjects.

The title and narrative of this IRB protocol does not match that of the
accompanying grant proposal. If the IRB protocol and grant proposal are not
comparable, describe the major discrepancies below (e.g., different subject
populations, hypothesis, or scope of work). Note: This category requires that the

sponsor be notified of the differences.

Should this protocol be categorized as a “high risk” protocol
which would require additional reporting? If so, describe
additional reporting and duration. {2.q., is this a phase |
protocol?)

Are the risks (including known incidence) clearly described?
(physical, psychological and social risks)

Have adequate safeguards been adopted to reduce risk
exposure as much as possible? (Le. frequent monitoring,
qualified personnel, handling of incidental findings, debriefing
procedures, procedures for response to emergency situations
including suicidality, mandated reporting, referral resources
provided)

Are the risks reasonable in relation to the anticipated
benefits?

Have adequate measures been taken to ensure that the
occurrence of iliness or injury will be detected and treated?

Where appropriate, have alternative procedures that might be
advantageous to the potential research subjects been
described?

Subject Population

Yes

No

N/A

Questions/Changes/Comments

If applicable, are reproductive risks adequately described and
is appropriate birth control language included?

|5 the study population appropriate for the goals of the study?
(consider both the nature and size of the sample)

Are the criteria for inclusion and exclusion of subjects
appropriate?

Are screening procedures well described?

If vulnerable populations are included, are the appropriate
safeguards for the protection of the rights and welfare of these
subjects appropriate to include undue influence and coercion?

Have specific additional protections been included for
research involving fetuses, pregnant women, prisoners,
and children (vulnerable populations) as specified in
regulations.

For protocols including use of an investigational drug, are
children and women of childbearing potential included? If
no, appropriate justification must be given.

If yes, are there appropriate precautions included? Refer to
the pregnancy checklist/prisoner checklist.

Are the risks described in the protocol included in the consent
form?

Level of risk for the study:
| Minimal Risk | | Greater than minimal risk

Level of risk for device study:

[ Non-significant [ [ Significant

Recruitment of Subjects

Questions/Changes/Comments

Is the process of recruiting subjects equitable and
acceptable for the project? Have appropriate efforts been
made to include women, children and minorities?

Does the recruitment tool provide enough information about
the project?

Level of risk if study involves children:
Does this research involve children? If ves, complete the following by checking one category and make sure the
requirements for the category are met within the protocol:

Not Greater than Minimal Risk adequate provisions made for oblaining assent and permission of parent(s) or
guardians

Greater than Minimal Risk, but Presenting Prospect of Direct Benefif to Subjects, reguires: risk is justified by
anticipated benefits relation of benefit to the risk is at least as favorable to subjects as presently available alternatives
adequate provisions obtaining assent and permission of parent(s) or guardians

Greater than Minimal Risk, No Prospect of Direct Benefit, but Likely to Yield Generalizable Knowledge about
Subjects’ Disorder or Condition requires: risk is minor increase over minimal risk infervention/procedure presents
experiences commensurate with those inherent in their actual or expected situations adequate provisions for obtaining
assent & permission of parent(s)/guardians (both parents must sign)

Research not otherwise approvable which presents an opportunity to understand, alleviate or prevent a serious
problem affecting the health or welfare of children, requires: finding that there is reasonable opportunity to further
understanding, prevention or alleviation of problem review by the US Dept. of Health & Human Services Secretary




®* Knowledo
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COMPOSITION OF THE

UNIVERSITY OF
VERMONT AND UVM
MEDICAL CENTER’S IRB

Over 60 members
dedicated to the rights
and welfare of human
subjects participating in

research

® Medical physicians representing 10

different sub-specialties
® Ph.D.'s
® Pharmacists
® Nurses
®* Lawyers
® Statisticians

®* Community members
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COMMITTEE
MEMBERS EXPERTISE

Bioinformatics member - Hindu
translated consent form was not
factually correct. He was able to
assist the Pl with a more accurate
translation

Research Pharmacist — noted
newly missing black box warning
label risks were not included on

the consent form.

Surgeon (additionally board
certified in toxicology) — helped
identify misrepresented risks and
inaccurate pain level descriptions

in a consent. Insisted a rescue
plan be in place for subjects
experiencing a severe reaction to
the study drug.

IT Director — consistently identifies
potential data breaches and
gaps within a protocol and works
with the Pl to rectify.

Dedicated Community Members —
Found a newly released FDA drug
risks omitted from the consent

&protocol. Brings the perspective
of the subject to the committee
members with regard to lay
language.




1\) Why do we still need IRB

review in 2018 with so much

federal and local

) regulations?

YOU GET THE FEELING
WE'RE BEING

WATCHED?
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compa

Trial was ended

previous conversatic

® Research members gave talks stro

@) would endorse moderate drinking as healthy to get companies to fund

their research.

® The study design cast doubt on its ultimate credibility. This includes
whether the study would effectively address other significant

consequences of moderate alcohol intake, such as cancer.




of

. would provide

dentify the disease

reatment and potentially
even reverse how the disorder affects the

brain.




y control

Researc

Adverse even

December 2017 - Nationo > university to repay $3.1 million in grant

money it had received to fund Pavuluri’s s dy

Dr. Pavuluri has retired from the University of Chicago June 2018




\l\\; A LOCAL EXAMPLE OF WHY WE

NEED IRB REVIEW

O

“Propofol Requirements for LMA Supreme vs Oral Airway”
® Plinitiated study from Anesthesiology

W ® Infent was fo compare a new gastric access device used for airway
management during surgeries to the standard of care mask

currently being used

® Subjects would receive each device while receiving propofol and
then rate their discomfort during and after insertion of the device
and the physicians will rate the ease of use and their satisfaction

with the placement of the devices.




Endpoints

and discomfort

No statistical section provi

indicated there was no need for a

“stopping rule”

itional safeguards have been
included in the study to protect the
rights and welfare of vulnerable

subjects.

antial enough to

this population

not have a plan to assess pain

nd relieve discomfort when

participants awoke and many would

be unable to speak.

Potential for coercion.

Safety stop measures must be in

place while propofol is being

administered




info

® The use of prc

has risks that far outwe

sedation and research




to improve

®* |nhacc ocedures

® Committee membe o[-

® Sensitive or anxiety provoking questions can be embedded into surveys unnecessarily.

® Collection of vast amounts of PHI that is not needed to achieve the aim
O
® The need for a consent addendum




HOW ELSE CAN IRB REVIEW PROTECT HUMAN SUBJECTS?

best resec

THE TRB WASTAKING
TOO LONG SO I PIPTHE
SURVEY WITHOUT
APFPROVAL -

WRONG?! YOU CANT |
BY PASS THE IRB!

Provide additional

Provide check in’s and early monitoring visits to

ensure compliance to the protocol

/-
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N AS THE UVM IRB?
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45 CFR 46.111 Criteria for IRB approval of research

IRB Members must ensure all of the following requirements are

satisfied:

1. Risks to subjects are minimized

2. Risks to subjects are reasonable in relation to anticipated benefits

3. Selection of subjects is equitable

4. Informed consent will be sought from each prospective subject or the subject's legally
authorized representative

5. Informed consent will be appropriately documented

6. When appropriate, the research plan makes adequate provision for monitoring the data
collected to ensure the safety of subjects

/. When appropriate, there are adequate provisions to protect the privacy of subjects and to

maintain the confidentiality of data. Additional safeguards have been included in the study

to protect the rights and welfare of vulnerable subjects.
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OTOCOL

CH

VED

1. Children with and without overactive
bladders

2. Children scheduled for bladder
surgery and children scheduled for

other types of surgery

3. Collection of bladder tissue from
tissue. Pl will compare collected

tissue to mouse models

4. Adverse event reporting and collection

is made solely by the PI.

5. Minor to no risks listed in the consent

1. a. Risks to subjects are minimized by
using procedures already being
performed on the participants for

diagnostic or tfreatment purposes

b. Risks to subjects are reasonable

in relation to anticipated benefits

2. When some or all of the participants
are likely to be vulnerable to coercion or
undue influence, such as

children...Subpart D of the DHHS and
FDA regulations must be applied.

3. the research plan makes adequate
provision for monitoring the data collected

to ensure the safety of subjects

1.

a. Benefits are not substantial enough to
outweigh the risks. Half are not
scheduled for bladder surgery.
b. The Risks section is incomplete: infection,
leaking of urine, bleeding, possible need for
a Foley catheter should be described. The
risks of the clinical procedure from those

specific to the research need to be
differentiated.

Normal child subjects can not be used
because they do not fit into any
allowable regulatory category. Because
this research is greater than minimal
risk, with no prospect of direct benefit,
subjects can only be included if the
research is likely to yield generalizable
knowledge about subject’s disorder or
condition; normal subjects do not have
the disorder or condition being studied

Adverse event oversight must be done
by someone other than just the Pl




N AS THE UVM IRB?
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45 CFR 46.111 Criteria for IRB approval of research

IRB Members must ensure all of the following requirements are

satisfied:

1. Risks to subjects are minimized

2. Risks to subjects are reasonable in relation to anticipated benefits

3. Selection of subjects is equitable

4. Informed consent will be sought from each prospective subject or the subject's legally
authorized representative

5. Informed consent will be appropriately documented

6. When appropriate, the research plan makes adequate provision for monitoring the data
collected to ensure the safety of subjects

/. When appropriate, there are adequate provisions to protect the privacy of subjects and to

maintain the confidentiality of data. Additional safeguards have been included in the study

to protect the rights and welfare of vulnerable subjects.







g minor clarifications

e phase | portion.

30 minutes to comple

Informed consent submitted for

review




\

O

_O

OVED

1.

25% of the children with recurrent
abdominal pain participating in

phase | will be asked to join phase I

child will drink lactulose, a mild
laxative, to induce brief mild to

moderate abdominal discomfort

Parent and child interactions will be
videotaped for 20 minutes and
subsequently scored for parental
encouragement and reinforcement of

child pain behaviors

Informed consent /assent submitted

for review

1.

When some or all of the participants
are likely to be vulnerable to
coercion or undue influence, such as
children...Subpart D of the DHHS
and FDA regulations must be

applied.

Risks to subjects are minimized by
using procedures already being
performed on the participants for

diagnostic or treatment purposes

research involving greater than minimal risk and no
prospect of direct benefit to individual subjects, but
likely to yield generalizable knowledge about the
subject's disorder or condition." In order to approve
research in this category, the IRB must find that: "(a)
the risk represents a minor increase over minimal
risk; (b) the intervention or procedure presents
experiences to subjects that are reasonably
commensurate with those inherent in their actual or
expected medical, dental, psychological, social, or
educational situations; (¢ ) the intervention or
procedures likely to yield generalizable knowledge
about the subjects’ disorder or condition which is of
vital importance for the understanding or
amelioration of the subjects’ disorder or condition;
and (d) adequate provisions are made for soliciting
assent of the -children and permission of their parents
or guardians ..." The Committee was not convinced
that (a) and (c) had been met.

It was not clear the Pl could state with certainty that

lactulose will not cause more than mild pain







