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Before we begin...

Continuing Education Credits

Attendance at this event is approved for 2.00 contact hours each of clinical research-
related education on applications for Maintenance for ACRP’s CCRC®, CCRA®, CPI®, or
ACRP-CPC® cetrtification designations.

« Complete program evaluation via BuckeyelLearn

Q&A during the session

«  Use the Zoom chat feature to send your Qs to Sandra Meadows

Introducing Controverted Issues, [
Protection Program
a n eW b I O g fro m O R R P ! Home  About ContactUs ORRP Homepage

Re-post: Minding the (db)GaP: Age of Majority Search s blog
and the NIH’s GDS Policy

« After the session, we will post a summary
of most common questions and answers
fo we don’t cover

 Subscribe at http://qgo.osu.edu/IRBblog



http://go.osu.edu/IRBblog
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Today’s presenters

Paul Montesanti, BA, CIP
» Senior IRB Protocol Analyst

Y Erin Odor, MA, CIP

|+ QI Specialist — Regulatory, Education,
1 and Policy Analysis
= » Email:
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Today's attendees

Experience with FDA- Primaryrole in research
regulated drug research

M Principal
investigator

M Regulatory
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B Research
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After this session, you will be able to:

» Explain common regulatory terms in the context of FDA-
regulated drug studies

» Assess which regulations apply to
clinical investigations involving drugs,
iIncluding when an Investigational New
Drug Application (IND) is required

» |dentify and complete Buck-IRB
application sections and documents
required for FDA-regulated drug research

» Recognize how and when to consult the FDA
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o Audit: 295 initial submissions, Jan — May, 2020
« ~10% identified as drug studies in Buck-IRB (excludes elND)

Drug studies reviewed by OSU

« 54% had at least one error

o Common errors

«  Drug listed in wrong section (“approved” vs. “investigational”)
« Not all drugs (or devices) listed

« Device study misidentified as drug study

« Insufficient justification for IND exemption

« Incomplete/inadequate documentation
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Myth vs. Reality

\

Understanding FDA
oversight of research
is difficult.

Reality: It can be!
« Research discussed in multiple
place in FDA regs
* Not one-size-fits all
» Guidance docs revised/updated
at any time
* FDA-specific terminology
But we’re here to help!
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Helpful Resources

FDA IND guidance

'§ ReGARDD

Regulatory Guidance for Academic
Research of Drugs and Devices

Guidance for Clinical
Investigators, Sponsors, and
IRBs

Tools, IND templates, YouTube videos Investigational New Drug
Applications (INDs) —
Determining Whether Human
Research Studies Can Be

[ T — Conducted Without an IND

E.sm“ o ..-l-mnm m‘c]‘:‘i
COMMON DRUG RESEARCH SCENARIOS Iﬂalufof_ﬁnr:gmﬂ:d“hm:h ,

a
Center for Food Safety and Applied Nutrition (CFSAN)

http://www.regardd.org

September 2013
Climical Medical

New ORRP tools for drug-related research



http://www.regardd.org/
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/investigational-new-drug-applications-inds-determining-whether-human-research-studies-can-be
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FDA-specific regulatory terms

» FDA-regulated (product, study)
» Clinical investigation/research
» Human subject

» Sponsor

» Exempt (from which parts)

»  Drug

» |nvestigational New Drug (IND) application
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“ EAH, ITS ALMOST ENOUGH TD MAKE You WANT TO PO SOMETHING

FDA
Overview
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FDA Overview

FDA history

* Oldest comprehensive consumer
protection agency in the U.S.
federal government

* 1906 Pure Food and Drugs Act:
prohibited interstate commerce

DEVICES -4 FEDERAL 'ij

Photo credit: FDA History Flickr

In adulterated and misbranded
food and drugs

« 1938 FD&C Act gave the FDA greater authority to
regulate drugs, devices, foods, and other products

11
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FDA Overview

What does FDA regulate?

* Foods (including dietary supplements & food/color

additives)
*  Drugs
- Biologics

* Medical devices
- Radiation emitting products
« Cosmetics
* Veterinary products
* Tobacco products
= FDA-regulated products 12

Photo credit: FDA Photos Flickr
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FDA Overview

Today:
Oversight of Human Subjects Research

The Big Picture

Institutional Human Research
Protection Program (HRPP)

13
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FDA Overview

FDA & Human Subjects Research

FDA's perspective: protect subjects & ensure data
integrity

« 21 CFR 50: informed consent

- 21 CFR 56: IRB review

FDA-regulated study means a study subject to
21 CFR 50 & 56

Additional requirements for certain studies
« 21 CFR 312: drug studies

« 21 CFR 812: medical device studies o
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FDA Overview

FDA & Human Subjects Research

Implications of FDA-regulated research

- Requires continuing review by IRB
- Additional informed consent language

* No electronic consent options at Ohio State currently
(21 CFR 11)

« As of 2017: FDA allows a waiver of consent for certain
minimal risk research

15
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Myth vs. Reality

“'*anu
I

FDA regulations apply

only to studies of drugs,
biologics, and medical
devices.

Reality:

The informed consent and
IRB requirements may apply
to clinical investigations of
any FDA-regulated product

16
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FDA Overview

Two steps for drug studies

Is the study FDA-regulated?

Does the study require an IND?
Involves FDA-regulated product yreq

+ Involves unapproved drug product

Clinical investigation involving OR

human subjects
_u ) Involves approved drug product

- that does not meet exemption
Subject to 21 CFR 50 & 56 criteria

Subject to 21 CFR 312/requires
IND

17



THE OHIO STATE UNIVERSITY Office of Responsible Research Practices

POLL 1

What do you think?
Which of the following products is NOT

requlated by the FDA?
A. Ibuprofen = Drug
B. Adult diapers = Medical device
C. Sunscreen = Cosmetic AND drug

D. Daily multivitamin = Food (dietary supplement)
- C They are all FDA-regulated products

18
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FDA Overview

Summary

- “FDA-reqgulated product™ a drug, device, or
other product under FDA's jurisdiction

* “FDA-regulated study”: a clinical
iInvestigation subject to FDA's informed
consent & IRB requirements

 Next, we'll talk about how to determine if
you have an FDA-regulated study

19
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Clinical

FDA Oversight Algorithm investigation

~

/ Does the activity involve a
drug?

/Is the activity a clinical
investigation?

o

/ Is the activity exempt from
FDA's IRB requirements?

o v

21
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Myth vs. Reality

| kKnow am

product when | see
one.

Reality:
While that may be true for

many products, FDA
considers intended use when
determining if a test article
meets the definition of a drug.
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Clinical
Investigation

What is a drug?

A drug means an article that is:
* Recognized by the FDA as an approved drug;

* Intended for use in diagnosis, cure, mitigation, treatment, or
prevention of disease; or

« Not a food or dietary supplement,
but is intended to affect the structure
or any function of the body

Note: The primary difference between the definition of a drug and a

medical device is that the former achieves its primary intended purposes i ‘ A\

through chemical action or is dependent upon being metabolized 23
Photo credit: FDA Photos Flickr
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Clinical
Investigation

Studies to evaluate a product’s...

Disease claims Structure/function claims
(all products) (any product except food)

Acute treatment of migraine with aura  Use to regrow hair on top of the scalp

Ability to stop hangovers before they Mechanism of action

begin

Ability to help open breathing Pathogenesis (e.g., live organisms
passages when they are constricted such as virus, bacterium, fungus)
Effect on symptoms of diarrhea Impact on bowel regularity

Ability to lower cholesterol Ability to maintain cholesterol in

healthy individuals

24
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Clinical
Investigation

Traditional types of Drugs
4 ) - : TR

Many biologics Some combination products
(e.g., blood, vaccines, HGT) o5
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Clinical
Investigation

Non-Traditional types of Drugs

Foods Dietary supplements &
botanicals

Tobacco products Cosmetics & essential oils

Source: FDA Guidance for Clinical Investigators, Sponsors, and IRBs: Investigational New Drug Applications (INDs) — Determining Whether Human 26
Research Studies Can Be Conducted Without an IND



https://www.fda.gov/media/79386/download
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Clinical

FDA Review Algorithm  investigation

'Does the activity involve a
drug?

o

fls the activity a clinical
investigation?

A\,

/ Is the activity exempt from
FDA's IRB requirements?

27
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Clinical
Investigation

FDA definitions

» Clinical Investigation

“Any use of a drug except for the use of a
marketed drug in the course of medical
practice.” (21 CFR 312.3(b))

“Any experiment that involves a test article and one
or more human subjects that

* must meet requirements for prior submission to
FDAT...]" or

* “the results of which are intended to be submitted
to or held for inspection by the FDA as part of an
application for research or marketing permit”

(21 CFR 56.102(c))
28
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Clinical
Investigation

FDA definitions

Human subject

“An individual who is or becomes a participant in
research, either as recipient of the test article or as a
control.” (21 CFR 56.102(e))

Note: This includes biospecimens (and possibly
data) regardless of identifiability.

29
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Clinical
Investigation

Drug clinical investigations:
common types

Approved drug, Observational study,

Any use %frtljnapproved administration dictated results to FDA
9 by protocol* (e.g., Phase IV trial)

* Protocol determines route, dose, timing, and/or randomization; drug may or may not be “standard of care”

30
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POLL 2

What do you think?

Does the use of cranberry juice to treat urinary tract
infections (UTIs) meet the definition of a drug?

A. Yes, because cranberry juice is recognized by the FDA as an
approved drug product

- B. Yes, because “treatment of UTI” is a disease claim

No, because “treatment of UTI” is a structure/function claim,
which does not apply to food products

D. No, because food products are excluded from the definition of
drugs as long as they are already available for purchase

31
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POLL 3

What do you think?

Does the following study meet the definition of a clinical investigation

subject to FDA’s IRB regulations (i.e., an FDA-regulated study)?

* Psychology researchers are interested in the short-term effects of
Pepto-Bismol on mood. Participants will complete a
baseline questionnaire, be given a standard dose of Pepto-Bismal,
and complete a final mood questionnaire 15 minutes later.

- A. Yes, because an approved drug product is administered outside of
medical practice

B. Yes, because Pepto-Bismol is the object of the study

No, because the study is not evaluating a disease or structure/function
claim

D. No, because data will not be submitted to FDA in support of a
marketing application

32
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Clinical

FDA Review Algorithm  investigation

/ Does the activity involve a
drug?

/Is the activity a clinical
investigation?

o

/ Is the activity exempt from
FDA's IRB requirements?

33
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Clinical Investigation

Exempt studies

The following clinical investigations are EXEMPT
from FDA's IRB & consent requirements

1. Food: Taste and quality evaluations and consumer acceptance
studies of wholesome foods without additives or if food
ingredient(s) are GRAS

Compare to Common Rule exemptions

Remember, “exempt” in this context means exempt from 21 CFR 50
& 56—NOT exempt from IND requirements or any other regulations!

Note: Certain emergency treatment uses of test articles are also exempt from FDA’s
IRB & informed consent requirements

34
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Clinical Investigation

Recap

Step 1: Is my study a clinical investigation?

« Subject to informed consent (waiver allowed) (21 CFR 50) and IRB
oversight (21 CFR 56)

« Limits exemptions from IRB compared to Common Rule
« Requires continuing review by IRB

« Requires specific informed consent language

«  MAY require additional oversight (IND)

« May also be subject to Common Rule

Not sure if your study involves a drug or is a clinical investigation? Ask FDA!
35



Step 2:
Does the study
require an IND?
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IND Overview

My study is a clinical investigation of
a drug. Now what?

Is the study FDA-regulated?

Does the study require an IND?
Involves FDA-regulated product yreq

+ Involves unapproved drug product

Clinical investigation involving OR

human subjects
_u ) Involves approved drug product

- that does not meet exemption
Subject to 21 CFR 50 & 56 criteria

Subject to 21 CFR 312/requires
IND

37
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IND Overview video from ReGARDD



http://regardd.org/videos
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IND Overview

My study is a clinical investigation of
a drug. Now what?

Study needs an IND Study is IND exempt
(subject to 21 CFR 312) (exempt from 21 CFR 312)

39
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IND Overview

Definitions

What is an Investigational New Drug?

“A new drug or biological drug that is used in a
clinical investigation”

Includes:

* Biological product(s) used
in vitro for diagnostic purposes

« Off-label use of marketed drug(s)

Photo credit: FDA Photos Flickr

40
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IND Overview

Definitions

What is “off-label use” of a marketed drug?
Any use that differs from approved labeling, such as:

Example of Highlights for a Fictitious
wenscmormmcamenmonsres OTUG

* Indication(s) for use

Patient population

Route of
administration

Dose
Drug combination

Drug modification

These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON" (cholinasol) CAPSULES
Initial U.S. Approval: 2000

WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE

REACTIONS
See full prescribing inf tion for lete boxed g,
Monitor for he 1 1 adverse r ions every 2 weeks for first 3

months of treatment (5.2). Discontinue Imdicon immediately if any of the
following occur:

s  Neutropenia‘agranulocytosis (5.1)

#  Thrombotic thrombocytopenic purpura (5.1)

s Aplastic anemia (5.1)

——-—eer——-——RECENT MAJOR CHANGES-——————
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

e INDICATIONS AND USAGE-———— e

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhubitor indicated for:

#  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

#  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

#  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

s  Stroke: 50 mg once daily with food. (2.1)

s  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

—————— DOSAGE FORMS AND STRENGTHS————- - e~
Capsules: 50 mg (3)

*  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
«  Hemostatic disorder or active bleeding (4)
*  Severe hepatic impairment (4, 8.7)

————————— WARNINGS AND PRECAUTIONS-— et

*  Neutropenia (2.4 % incidence; may occur suddenly; typically resolves
within 1-2 weeks of discontinuation), thrombotic thrombocytopenic
purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia,
leukemia, and thrombocytopenia can oceur (5.1)

*  Monitor for hematological adverse reactions every 2 weeks through the
third month of treatment (5.2)

- ADVERSE REACTIONS ——— e
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www filo. gov/medwatch.

o e e DRUG INTERACTIONS-mmemmmem e eem e e e
*  Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

*  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

] USE IN SPECIFIC POPULATIONS ————————

*  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

*  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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IND Overview

Definitions

What is an Investigational New Drug Application
(IND)?

An IND is a request for FDA authorization to administer an
Investigational drug or biological product to humans
« Oversight to ensure safety of

participants & assure quality of
scientific evaluation

All drug studies require an IND
unless they meet exemption criteria

IND and IRB approval must be in
place before study begins

42

Photo credit: FDA Photos Flickr
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Myth vs. Reality

sponsored research

requires an IND.

M .9/’/
Marketing/commercialization is

just one factor in determining
whether an IND is needed.

About half of INDs approved each
year are submitted by industry; the
other half are investigator-initiated!

43
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IND Overview

Two types™ of INDs

: « Manufacturer/org holds IND
Commercial B Usually large-scale study

INDs - Commercial intent
- Lengthy IND application

* Investigator-initiated study
Research « Non-commercial intent (e.g., improve tx)

INDs « Shorter IND application
 Most common IND type

*Excludes emergency INDs and treatment INDs 44



THE OHIO STATE UNIVERSITY Office of Responsible Research Practices

IND Overview

IND exemption

Who determines if a study is exempt from IND
requirements?

 The FDA

« The sponsor with confirmation from the IRB

Definition: “Sponsor” in FDA context

“A person who takes responsibility for and initiates a clinical
iInvestigation. The sponsor may be an individual or pharmaceutical
company, governmental agency, academic institution, private
organization, or other organization.”

« Unrelated to funding; rather, outlines specific responsibilities
45
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IND Overview

IND exemption

Clinical investigations of drugs are exempt from IND
requirements if all of the following are true:

 The product is lawfully marketed in the U.S. as a drug

» |f used “off-label” (route of administration, dose, patient population,
etc. differs from approved labeling) in the investigation, the use does
not significantly increase risk (or decrease acceptability of risk)
associated with the drug product

 The investigation will not be reported to FDA to support a change in
labeling or advertising

 The investigation does not promote the drug as safe or effective
for the purposes for which it is under investigation (e.g., in the
consent form)

Remember, IND exempt studies are still subject to FDA’s IRB requirements 46
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IND Overview

Determining IND exemption: 3 Questions

1.
Marketed 2. Used
in US as a per label?
drug?

3. Off-
Requires label use
IND increases
risk?

Does not
require
IND*

* Assuming no marketing application or change in labeling in advertising is planned 47
Chart adapted from ReGARDD'’s IND Workshop


https://panopto-web.med.unc.edu/Panopto/Pages/Viewer.aspx?id=0d8208a7-e853-4d55-a5a7-ac1d8e80f2d3

THE OHIO STATE UNIVERSITY Office of Responsible Research Practices

POLL 4

What do you think?

Can the following study be considered for IND exemption?

« Aim: evaluate the effectiveness of reduced-dose nasal spray flu vaccine

« Study population: healthy adults (approved population for vaccine)

» Administration: lower dose than approved, given twice (more frequently than

approved)
A. Yes, because the vaccine is already approved g _'r"
for the indication being studied (prevention of flu) HENESESIRES

- B. Yes, if the IRB agrees that the change in dosage
and frequency does not significantly increase the
risks associated with the drug

o

No, because the change in dosage and frequency is off-label use
No, because vaccine studies always require an IND

o

48
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POLL 5

What do you think?

Can the following study be considered for IND exemption?

« Aims: assess the effectiveness of Folic Acid for treatment of depression

» Folic Acid manufactured by Company X is legally marketed as a drug to treat
osteoporosis

» Folic Acid manufactured by Company Y is legally marketed as a dietary
supplement.

« The investigator is using Folic Acid capsules from Company Y for this studly.

A. Yes, if the IRB agrees that the off-label use (administering folic acid for
unapproved indication) does not significantly increase the risks
associated with the drug

B. Yes, because the product from Company X (not used in study) is legally
marketed as a drug

- C. No, because the product from Company Y (used in study) is not legally
marketed as a drug

D. No, because the use is off label 49

Source: ReGARDD's IND Workshop
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IND Overview

So you need an IND...

IND com pO nents Investigator-Initiated Investigational New Drug

(IND) Applications

f share | W Tweet | in Linkedin | % Email =~ & Print

« Cover letter
« FDAForms (1571, 1572, 3674)
 Table of contents D e el

treatment.

This table provides links to information for investigators about submitting Investigational

* Introductory statement/general

IND Applications for a e IND Applications for
" . . Clinical Investigations - - Clinical Treatment
Applicati Applicati
investigational plan ity || | o
. . . Overview Overvie W Overview Overview
e Chemist ry, man ufacturin gi nfo Coments and romat o B J——
. N Emergency IND Timeline
Regulatory and Information Interactions : .
. . . Administrative Components Amendments with FDA Wea‘?:;[;z:;'g:“::ga)tlem n
« Pharmacology & toxicity info e .
¢ :1"-:‘ 8 R: u? Clinical Hold emergency Single Patient
. y P ’ Expanded Access Submissions
* Investigator’'s Brochure o I A

* Clinical Protocol

« Summary of previous human
experience with the investigational drug

50
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IND Overview

So you need an IND...

Typical IND timeline for novel drugs (Commercial IND)

BP"I“Q ! Pre-Clinical Clinical \, Post-
= mphi, Development Development p/ Marketing
Discovery y
A A Phase |
INTERACT Pre-IND Phase Il
Meeting Meeting 4¢ Phase Il

IND
Application

What about Research INDs?
« Before submitting study in Buck-IRB
« As soon as you have a solid draft of the protocol

51
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Myth vs. Reality

It's better to designate my
study as IND exempt and let
the IRB tell me whether |
need to contact the FDA.

Reality:
Only in clear-cut situations.

FDA are the experts. The IRB
often requests more info to
assess IND exemption criteria—
and may ask you to consult the
FDA anyway, which delays the
IRB review process further.

52
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IND Overview

IRB Submission & Review Process

/ Buck-IRB
submission /

4

IRB
screening
with ORRP

staff

Clarifications
may be
requested

IRB Review / Study
Expedited or approved to
Full Board / begin /

Clarifications
may be
requested

53



THE OHIO STATE UNIVERSITY Office of Responsible Research Practices

IND Overview

So you need an IND...

Use resources to complete the IND submission to FDA
« Ohio State resources:
« Center for Clinical and Translational Science (CCTS)
* Drug Development Institute (DDI)
 ReGARDD.org(ReGARDD.org)

* IND Template for Investigator-Initiated Research INDs with video walk-
through

 IND Workshop recording

« FDA page for Investigator-Initiated Research INDs

https://www.fda.gov/drugs/investigational-new-drug-ind-application/investigator-initiated-investigational-new-drug-ind-applications

Remember: the IND must be approved before the IRB can approve the
clinical investigation!
54
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Overview of FDA response & IND timeline from ReGARDD IND Overview
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IND Overview

Recap
Step 2: Does my study require an IND?

e Terms we learned in this section

Sponsor

Investigational New Drug

Investigational New Drug Application (IND)
“‘Off-label” vs. “on-label” use

 IND exempt

« How to evaluate IND exemption criteria

* IND submissions: components & timeline

Next, we’ll look at Buck-IRB application requirements for drug

studies & review tools for investigators
56
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Application requirements

Who reviews drug studies?

National Cancer Institute-sponsored clinical trials
— NCI Central IRB (CIRB)

* Most industry-initiated clinical trials = Western
IRB (WIRB)

 All other clinical investigations 2
| Most: Ohio State Biomedical IRB or Cancer IRB

« Some may be reviewed by external IRBs
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Application requirements

Drug studies reviewed by OSU

« Common errors

* Drug listed in wrong section (“approved” vs. “investigational”)

« Insufficient justification for IND exemption
 Incomplete/inadequate documentation (package inserts, IBs, IND #)
* Not all drugs (or devices) listed

« Misidentified as drug study; actually subject to device regs
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Application requirements

Components of application

Buck-IRB pages:

Summary, background, and objectives

*Research methods and activities — Check "Drugs or biologics"
*Drugs page (1 for each agent)

*Risks, harms, and discomfort (include risks of agent(s) in study)
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Application requirements

Tools

e Flowchart
e Scenario table
* Buck-IRB example pages
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DECISION TREE:

COMMON DRUG RESEARCH SCENARIOS

Flowchart

I your study INvoives sominlsienng & drug Groouct’ or SS SIMS relafsd fo drug progucts, USe the OBCISIon 1ee fo delsmming which of the flve MOSt common
drug research scenarlos spples o your ressarch and whethar ar not &n IND may be raquired. Fleasze nais, the declsion free ooes nod account for aveny

passible scenarko or IND exempiion.
Does the protocol dictass the USE or ADMINISTRATION N
{raute, dose, timing, andior randomization) af a drug?

\"as
May qualify for Is the uss for Does the research STUDY a
freatment IND; raatmant only i 1= the Izr;c:ﬁ:g:iz:a;kmed drug produst (is., st least one
cantact ORRP rassarch s.ms] g Mo obpective is relatad to obtaining
data about the produst].
regandless of e drug's
hr approval staius?
. IND irecl .
Scenario D5 +—— it Scenario D1 Yez
Does the research use af e Will data gensrated be
drug differ from tha approved submitied to the FDA to
labsling in any of ths following Mo support 2 change in labeling,
ways? indication for uss, or
N - Indicason igingT
Scenario D2 < Mo : lﬂ?'” —Hot m.um—J advertiaing?
- noute of administration
- patient popukation Yeg
- dnug formulation = Contact FOA ¢
- combination with other drug(s)
g'—/ IND required
i _l_
. Do thess changes significantly —Mot su
Scenario D3 —— D IEIEE oo | increase the risks (or decresss ""1 Scenario D3
the acceptaility of the nsks)
ass0ciated with uss of the dug? ¥ Contact FDA
. | _/
I
Il data generated be
l" Will dai e b
submitted 1o the FOA 10 suppernt
Yag—— achange in labsling, Nor » Scenario D4
indication for use, or
W advertiaing? )

* *Dirug® s ang arlicks Bl is (1) recogniesd by the TDA s an apooved drag; (2] inkendoed far s in e disgoss, cune, milikgation, lmenl, or prevention of dsoeo; or

430 et sn o ear ik y supsernenl Rt s interedoe] el tee sinauiare o sy Tencticon of S Loy, (0 e ot of TOA-rogubend oinieal imvestigations, droes nclude ma mly
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Scenarios

Buck-IRB Cheat Sheet: FDA-Regulated Drug Research

Office of Responsible Research Practices

Application requirements

Thiz cheat sheef reflacts the fve most common drug research scenanos. f does nof account far every possible scenario or IND exempfion.

+ used according to label (“on label’)
= may or may not be focus of research

Examples:
Lidocaine administered dunng research
bicpsy; hdocaine not focus of research

anfibiofics following sungery; parficipants are
randomized fo ane of three drugs

+ [rugs or Biologics

e [Drugs (Supplemental Questions)
s  Altematives to Study Participation
» Risks, Harms, and Discomforts

As applicable®

& Funding & Financial Conflicts (if support
provided by drug manufacturer)

«  Participant Population (if drug(s) are
related to eligibility criteria)

«  Confidentiality of Data (if drug
manufacturer will receive study data)

s  Monitoring (if greater than minimal risk)

Buck-IRB Application Pages Required documentation and documents
that should reflect drug information
Drug(s) not administerad per protocol,
may or may not be focus of research investigation: Mo* » Mone » Protocol
IND: No*
Examples: As applicable® As applicable
E‘:;sem\mbur}ggzﬂﬂsmﬂr »  Funding & Financial Conflicts (ifsupport | ¢ Consent form (should not include risks
— = curent provided by drug manufacturer) of drugs)
« Participant Population (if drug(s) are
&rmmdﬂ‘meum#m related to elgibility criteria)
m%ﬂvmm »  Confidentiality of Data {if drug
physicians (ot researchers) determine manufacturer will receive study data)
appropnate dose/drug for their patients
Scenario D2 | Approved drugjs) administered and: Clinical Required Required
« the use is dictated by protocol :NWD%E‘JMZ Yes | o Research Methods & Activities »  Approved labeling for each drug
;Mo

(package insert, generic drug
monograph)

« Protocol

« Consant form

As applicable
+ Recruitment materials
¢ Subject materials/instructions, etc.
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Scenanos

Office of Responsible Research Practices

Application requirements

literafure suggests low nsk of adverse drug
interachions

Buck-IRB Application Pages Required documentation and documents
that should reflect drug information
Scenario D3 | Approved drugys) administered and: Clinical Bequired Required
» the use s dictated by protocol investigation: Yes | e  Research Methods & Activities »  Approved labeling for each drug
» used “off label” (different indication, IND- Yes e Drugs or Biologics (package insert, genaric drug
dose, route of administration, »  Drugs (Supplemental Questions) monagraph) or Investigator's Brochure
population, or drug combination) +  Altematives to Study Participation + |[ND Documentation: FDA IND “study
» off-label use significantly s Risks, Harms, and Discomforts may proceed letter” (for investigator-
increases the risk or decreases the initiated studies) or IND# on pratocal (if
acceptability of the risk of the drug s ble® sponsor s external to Ohio State)
e 2 «  Funding & Financial Conflicts (if support | ® Protocol
Example: provided by drug manufacturer) « Consent form
Participants receive experimental (“of-labef) « Participant Population (if drug(s) are
combiration therapy of two anproved diugs refated to eligibility criteria) As applicable
where drug inferacions are unknown « Confidentiality of Data (if drug e Recruitment materials
manufacturer will receive study data) = Subject materialsfinstructions, etc.
+  Monitoring (if greater than minimal risk)
Scenario D4 | Approved drugis) administerad and: Clinical Required Eeguired
» use dictated by protocol ilfh']-’[f;‘f_’ﬁmfﬁﬂﬂi Y¥es |« Research Methods & Activities «  Approved labeling for each drug
o used “off-label” (different : *  Drugs or Biologics (package insert, generic drug
indication, dose, route of s Drugs (Supplemental Questions) monograph) or Investigator's Brochure
administration, population, or drig +  Altematives to Study Participation « Documentation of IND exemgfion from
combination) +  Risks, Harms, and Discomforts FDA (ff available) or explanation of
« (ff-label use does not significantl how study meets IND exemption
increase the risk or decregse the ! As applicable* writeria Y i
acceptability of the risk of the drug . Fun:_!ing & Financial Conflicts (if support | Protocol
product provided by drug manufacturer)
«  Participant Population (if drug(s) are e Consent form
Example: R oftiabel related to eligibility criteria) P——
Participan expenmentay «  Confidentiality of Data (if dr
combinaion berapy o o o g manfacire wi recee sty daty) | * Recrtment materils
standard of care andlor where exisfing *  Monitoring (if greater than minimal isk) | ¢ Subject materialsfinstructions, efc.
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Application requirements

Scenarios

Buck-IRB Application Pages Required documentation and documents
that should reflect drug information
Scenario D5 | Unapproved drugis) administersd; may | Clinical Fequirsd Bequired
or may not be object of study investigation: Yes | « Research Methods & Activities e  Investigator's Brochure for each
Examples: *  Drugs (Supplemental Questians) «  IND Documentation: FDA IND “study
First--human study of novel drug therapy * Altemafives fo Study Paricipation may proceed letfer {for investigator-
o - o *  Risks, Harms, and Discomiorts nitiated studies) or IND# on protocol (if
urinary fract infaction == As Tt sponsor is external to Chio State)
: e Funding & Financial Confiicts (if support | *  Frotocol
wm‘ﬂ of approved drug provided by drug manufacturer) o Consent form
administerad related to eligibility criteria) As applicable
e  Confidentiality of Data (if drug e  Recruitment materials
manufacturer will receive study data) «  Subject materialsfinstructions, etc.

+ Monitoring (if greater than minimal risk)
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B UCk-I RB Application requirements
example pages

OSU.EDU

A ?2 0 FQEF Buck-IRB

A For information on the staged approach to restarting human subjects research, read Guidance and FAQs.

Create a New Study
i New updates have been made to Buck-IRB. See the Buck IRB Updates page for a list of what is new.
View Archived Studies

View Unsubmitted Studies MY STUDIES

Contact ORRP These are your active and in progress studies sorted by your role. You may search for a specific one by entering text in the input below. To easily search for any submissions that are currently pending a team member's
signature (not necessarily your own), type "signatures” in the Find a Study input below for a listing. Otherwise, studies that are pending signatures will be denoted with a # icon.

ORRP News
Find a Study

P B B N O +
WORKSPACE ACTICNS A

Buck IRB Updates

Number Title PI My Role Status Last Modified Expires
You are not affiliated with any active studies.

Find a study Q Showing 0 studies

Signers Map A
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What do you think?

Which scenario does this correspond to?

» An investigator wishes to study a drug for ataxia. The drug is legally
marketed to treat ataxia, but the investigator wishes to study the
drug by injection as opposed to pill form (the currently approved
route of administration). In the investigator's opinion, the use of this
drug via this route does not significantly increase risks to subjects.
Which scenario does this correspond to?

A. Scenario 1
B. Scenario 2
C. Scenario 3

#D. Scenario 4
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POLL 6

What do you think?

Which scenario does this correspond to?

* An investigator wishes to compare two cohorts of participants
undergoing standard of care treatment for myocarditis. Participants
will take either enalapril or captopril as directed by their physician.
Both drugs are legally marketed to treat myocarditis. The
investigator does not intend to submit study data to the FDA for a
labeling change. Which scenario does this situation correspond to?

#A. Scenario 1

. Scenario 2
. Scenario 3
. Scenario 4

O 0O W
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POLL 7

What do you think?

Which scenario does this correspond to?

* An investigator wishes to study a new drug to treat
Gastroesophageal reflux disease (GERD) in adults who have had
the disease for at least one year. While the drug has yielded
promising results in animal models, it has not yet been tested in
humans. Data will be submitted to the FDA in anticipation of

potential marketing approval. Which scenario does this situation
correspond to?

Scenario 2
Scenario 3
. Scenario 4
. Scenario 5

OO wm>
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How and when to
contact FDA
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Contacting FDA

Myth: The FDA Is
difficult to work with

Reality: They want to
help! And should be
consulted early.
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Contacting FDA

Why contact the FDA?

* You're unsure if the research involves a
drug product

* You are unsure if your research requires an
IND

* You think the research is IND-exempt, but
the IRB disagrees or is unsure

* Grant/funder requires documentation of IND

exemption
72
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Contacting FDA
How to contact - drugs

CDER divisions —
are organized Opurin: Bisions of
by therapeutic

intent

Div. Of Pharm/Tox
Infectious

Diseases (DPT-ID)

Shared PIT
support to
OsSM

Division of Heme /

One Toxicology

(DHOT)

1 Single P/T division with staff supporting both ORPURM and OSM; PT DD will have dotted line reporting to ORPURM and OSM for P/T issues, and solid line to ORPURM Office Director for
PMAP, etc.

plY U.S. FOOD & DRUG

ADMINISTRATION

/3
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Office of Responsible Research Practices

CDER divisions
are organized
by therapeutic
intent

How to contact - drugs

.

The Division of Neurology I (DNT) regulates and reviews Investigational New Drug (IND)
applications and marketing applications for drug and biologic products for the treatment
of neurodegenerative disorders, movement disorders, and neuromuscular disorders, such
as Alzheimer’s disease, Parkinson’s disease, Huntington’s disease, muscular dystrophy,

\amyotrophic lateral sclerosis, and spasticity.

~

Contacting FDA

)

Director: Eric Bastings, M.D (Acting)

Deputy Director: Teresa Buracchio, M.D. (Acting)
Deputy Director for Safety: Alice Hughes, M.D.
Safety Regulatory Project Manager: TBD

Regulatory Operations
Chief of Project Management Staff: Jacqueline Ware, Pharm.D. (Acting)

Contact Us
Mailing Address:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Neurology (DN I)

10903 New Hampshire Avenue, Silver Spring, MD 20993
Building 22, Suite 4346

Phone: (301) 796-2250®

Fax: (301) 796-9842,®
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Office of Responsible Research Practices

There are three CBER divisions
* Blood products
 Vaccines

« Tissues and advanced therapies (HGT,
cell therapy)

Contacting FDA

%)

=
-

FOLLOW CBER

Division of Manufacturers Assistance and Training
Office of Communication, Outreach and Development
Food and Drug Administration

10903 New Hampshire Ave W071-3103

Silver Spring, MD 20993-0002

industry.biologics@fda.hhs.gov

(800) 835-4709

(240) 402-8020

Food and Drug Administration
Food and Drug Administration
White Oak Campus

10903 New Hampshire Ave
Silver Spring, MD 20993
United States
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Contacting FDA

IND exemption
Formal vs. Informal
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Contacting FDA

IND exemption
Formal vs. Informal

* Both formal and informal inquires can be
made to determine if the use of a drug in a
research study is IND exempt

* Formal determination: Final, in writing

* Informal: May be phone call or email; IRB
may still disagree
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Contacting FDA

Formai

Formal inquiries have all of the following features:

They are in writing (can be paper or electronic).
They can pose a question of any level of complexity.

The inquirer is seeking a formal written response or FDA determines that a formal
written response should be given (i.e., that the inquiry cannot be answered informally).

The documentation contains enough detail to permit FDA to provide a formal response
concerning the applicability of the IND regulations to a planned clinical investigation
(e.g.. a study protocol, information about the drug product).

/8
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Contacting FDA

Formal

*  This is similar to submitting an IND application

«  Make sure to indicate in the cover letter if you think the study
may be IND exempt

«  FDA will provide a letter documenting IND exemption or you
will have an IND
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Contacting FDA

Informal

Informal inquiries have the following features:

e They can be communicated either orally or in writing (written communication includes e-
mail, fax, or other written correspondence).

e They can pose only relatively uncomplicated questions about a planned clinical
investigation that FDA can answer based on somewhat limited information.

e The inquirer is not seeking a formal written response.
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Contacting FDA

Informal

«  Contact the appropriate CDER review division and ask for an
informal exemption

- Faster than doing a full IND submission

« If study is IND exempt, documentation may not be provided —
may just be an email or phone call — IRB still has to agree.

*  FDA might require you to do an IND submission or request
further information
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Poll 8

Example

Investigator/sponsor wants to test a legally marketed drug to treat
myocardial inflammation. However, the investigator wants to test
this drug in children. The drug is currently legally marketed for
use with adults, but is sometimes used clinically with children.

If the investigator is unsure what regulations apply, which division
do we contact?
A. Immunology and inflammation
QB. Cardiology, hematology, endocrinology, and nephrology
C. Neuroscience
D. Office of blood products
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Example slide/case study

Contacting FDA

Office Organization

Office of New Drugs — Immediate Office

Office of Cardiology, Hematology, Endocrinology and Nephrology (OCHEN) —
Cardiology and Nephrology, Diabetes, Lipid Disorders, and Obesity, General
Endocrinology, Nonmalignant Hematology

Office of Immunology and Inflammation (OII) — Dermatology and Dentistry,
Gastroenterology, Hepatology and Nutrition, Pulmonology, Allergy and Critical Care,
Rheumatology and Transplant Medicine

Office of Rare Diseases, Pediatrics, Urologic and Reproductive Medicine (ORPRUM)
— Pediatric and Maternal Health, Rare Diseases and Medical Genetics, Urology,
Obstetrics and Gynecology

Office of Infectious Diseases (OID) — anti-infective products; antiviral products,
transplant and ophthalmology products.

Office of Neuroscience — neurology products, psychiatric products, anesthesia,
analgesia and addiction products

Office of Nonprescription Drugs (ONPD) - nonprescription products (marketed
under Over-the-counter (OTC) monographs and under NDAs).

Office of Oncologic Diseases (OOD) - oncology products; non-malignant hematology
products; issues related to hematology oncology toxicology.

Office of Specialty Medicine (OSM) - drug products used in the image-based
diagnosis and monitoring of diseases as well as ophthalmology products
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Contacting FDA

Pre-IND consultation

Pre-IND consultation: “Prior to the submission of the initial
IND, the sponsor may request a meeting with FDA-
reviewing officials. The primary purpose of this meeting is
to review and reach agreement on the design of animal
studies needed to initiate human testing. The meeting may
also provide an opportunity for discussing the scope and
design of phase 1 testing, plans for studying the biologic or
drug product in pediatric populations, and the

best approach for presentation and formatting of data in the
IND.
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Contacting FDA

Pre-IND consultation

Pre-IND Meeting Request Process

Dite fime FDA sends written
Submit Pre-IND location, and list of RRSEEmES to
meeting request FDA participants questions.
to appropriate provided to (24-48 hours
FDA Division. sponsor. before meeting)
FDA determines Submit Pre-meeting Meeting held
whether to grant briefing package to and minutes
meeting. If FDA. distributed.
denied, reason (1 month before (within 60 days
provided. meeting) from FDA
receipt of
request)
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Resources

Links

 General information: druginfo@fda.hhs.gov

» Office of new drugs (CDER divisions that can answer questions regarding drugs and
INDs/perform pre-IND consultations are listed here): https://www.fda.gov/about-fda/center-
drug-evaluation-and-research-cder/office-new-drugs

» CDER offices and divisions: https://www.fda.gov/about-fda/center-drug-evaluation-and-research-
cder/cder-offices-and-divisions

* FDA drug database: https://www.fda.gov/drugs/drug-approvals-and-databases/about-drugsfda

+ CBER - list of regulated products: https://www.fda.gov/about-fda/center-biologics-evaluation-
and-research-cber/biologics-regulated-products

+ Office of new drugs contact sheet: https://www.fda.gov/media/78312/download



mailto:druginfo@fda.hhs.gov
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/office-new-drugs
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/cder-offices-and-divisions
https://www.fda.gov/drugs/drug-approvals-and-databases/about-drugsfda
https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/biologics-regulated-products
https://www.fda.gov/media/78312/download

THE OHIO STATE UNIVERSITY Office of Responsible Research Practices

Resources

Handout/FAQ

- Links to CDER, CBER, ORRP web site, REGAARD

« CDER: https://www.fda.gov/about-fda/fda-
organization/center-drug-evaluation-and-research-cder

 CBER: https://www.fda.gov/about-fda/fda-
organization/center-biologics-evaluation-and-research-cber

ORRP: http://orrp.osu.edu/irb/
«  REGAARD: http://regardd.org/
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Questions?

e

L/
LA

hl'

7
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\

/ " HARDIN
"We've conswlered euery potential nisk. evcept
The ni=ks o('mdm& all rises, !
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