THE OHIO STATE UNIVERSITY

FDA-Regulated Drug Studies

Tools for Investigators

The Office of Responsible Research Practices has created several tools to assist Ohio State
investigators in completing application materials when research reviewed by an Ohio State IRB
involves articles regulated by the FDA as drugs. The tools are designed to be used sequentially.

Note: These tools do not account for emergency use, expanded access, or other “compassionate use” scenarios.

Step 1: Determine whether your study involves a drug as defined by the FDA.
‘Drug” means any article that is:
e Recognized by the FDA as an approved drug; or
o Intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease; or
e Not a food or dietary supplement but is intended to affect the structure or any function of
the body.

Step 2: Use the Common Drug Research Scenarios Decision Tree to determine which of the
five drug scenarios applies to your research.

Step 3: Use the Buck-IRB Cheat Sheet for drug research to see a list of Buck-IRB pages that
must reflect the administration and/or evaluation of drugs, as well as which documents
must be revised and/or provided for IRB review.

Step 4: Refer to the Buck-IRB Drug Research Screenshots for details about how to complete
the Buck-IRB application form to reflect the drug research scenarios involved in your
study.

Remember:

e Multiple drug scenarios may be applicable to a single study.

e If multiple drugs are studied/administered, use the decision tree and tools for each drug
separately.

¢ Questions? Contact ORRP for further guidance.

These tools are provided for educational purposes only and should not be considered official regulatory documents.
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DECISION TREE:

COMMON DRUG RESEARCH SCENARIOS

If your study involves administering a drug product’ or has aims related to drug products, use the decision tree to determine which of the five most common
drug research scenarios applies to your research and whether or not an IND may be required. Please note, the decision tree does not account for every

possible scenario or IND exemption.

(route, dose, timing, and/or randomization) of a drug?

[ Does the protocol dictate the USE or ADMINISTRATION ]

Is the use for
treatment only (no

May qualify for

treatment IND; No

<—VYes

Yes

v

Is the product legally marketed
in the US as a drug?

No

-

Does the research STUDY a
drug product (i.e., at least one
objective is related to obtaining

data about the product),
regardless of the drug's

Scenario D1

No

—Not sure—l

<

contact ORRP research aims)?
No
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i IND required
Scenario D5 <«— q
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labeling in any of the following
ways?
Scenario D2 < No - Indication
- dose
- route of administration
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- drug formulation
Qombination with other drug@
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Do these changes significantly
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A associated with use of the drug?

Contact FDA
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Contact FDA

No

v

Will data generated be

submitted to the FDA to support}
N Yes a change in labeling,
indication for use, or
advertising?

approval status?

\

Yes

!

Will data generated be
submitted to the FDA to
support a change in labeling,
indication for use, or
advertising?

Yes

v

IND required

!

Scenario D3

» Scenario D4

L "Drug" means any article that is (1) recognized by the FDA as an approved drug; (2) intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease; or
(3) not a food or dietary supplement but is intended to affect the structure or any function of the body. In the context of FDA-regulated clinical investigations, drugs include not only
prescription and over-the-counter drug products, but also biologics, foods, dietary supplements, cosmetics, and tobacco products when the intended use in the study meets meets

the definition above.

This decision tree is provided for educational purposes only and should not be considered an official regulatory document.
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Scenario # Description & example

Buck-IRB Cheat Sheet: FDA-Regulated Drug Research

This cheat sheet reflects the five most common drug research scenarios. It does not account for every possible scenario or IND exemption.

FDA regulatory

ht

Buck-IRB Application Pages

Required documentation and documents

that should reflect drug information

o the use is dictated by protocol
o used according to label (“on label”)
e may or may not be focus of research

Examples:
Lidocaine administered during research
biopsy; lidocaine not focus of research

Comparison of three commonly prescribed
antibiotics following surgery; participants are
randomized to one of three drugs

Investigation: Yes
IND: No*

e Research Methods & Activities

e Drugs or Biologics

e Drugs (Supplemental Questions)
o Alternatives to Study Participation
e Risks, Harms, and Discomforts

As applicable*
e Funding & Financial Conflicts (if support
provided by drug manufacturer)

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

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

o Monitoring (if greater than minimal risk)

Scenario D1 | Drug(s) not administered per protocol, Clinical Required Required
may or may not be focus of research investigation: No* | e  None e Protocol
IND: No*
Examples: - As applicable* As applicable
Exercise intervention in ex-smokers currently e Funding & Financial Conflicts (if support Consent form (should not include risks
using nicotine patch (drug) vs. current rovided by d fact of drugs)
S provided by drug manufacturer)
o Participant Population (if drug(s) are
Comparison of three commonly prescribed related to eligibility criteria)
antibiotics following surgery; treating e Confidentiality of Data (if drug
physicians {not researchers) deferming manufacturer will receive study data)
appropriate dose/drug for their patients
Scenario D2 | Approved drug(s) administered and: Clinical Required Required

e Approved labeling for each drug
(package insert, generic drug
monograph)

e Protocol

e Consent form

As applicable
e Recruitment materials

o  Subject materials/instructions, etc.
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Buck-IRB Cheat Sheet: FDA-Regulated Drug Research

Description & example

Buck-IRB Application Pages

Required documentation and documents

Scenario #

FDA regulatory
oversight

that should reflect drug information

o use dictated by protocol

o used “off-label” (different
indication, dose, route of
administration, population, or drug
combination)

o Off-label use does not significantly
increase the risk or decrease the
acceptability of the risk of the drug
product

Example:

Participants receive experimental (“off-label’)
combination therapy of two approved drugs
where off-label use is widely recognized as
standard of care and/or where existing
literature suggests low risk of adverse drug
interactions

investigation: Yes
IND: No*

e Research Methods & Activities

e Drugs or Biologics

e Drugs (Supplemental Questions)
o Alternatives to Study Participation
e Risks, Harms, and Discomforts

As applicable*
¢ Funding & Financial Conflicts (if support
provided by drug manufacturer)

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

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

e Monitoring (if greater than minimal risk)

Scenario D3 | Approved drug(s) administered and: Clinical Required Required
e the use is dictated by protocol :llw\lvsls:l(gatlon: Yes o Research Methods & Activities e Approved labeling for each drug
e used “off label” (different indication, ¢ Drugs or Biologics (package insert, generic drug
dose, route of administration, e Drugs (Supplemental Questions) monograph) or Investigator's Brochure
population, or drug combination) e Alternatives to Study Participation IND Documentation: FDA IND “study
o off-label use significantly e Risks, Harms, and Discomforts may proceed letter” (for investigator-
increases the risk or decreases the initiated studies) or IND# on protocol (if
a(r:g:&t;?bility of the risk of the drug As applicable* sponsor is external to Ohio State)
P e Funding & Financial Conflicts (if support | ®  Protocol
Example: provided by drug manufacturer) e Consent form
Participants receive experimental (“off-label’) e Participant Population (if drug(s) are
combination'therap)./ of two approved drugs related to eligibility criteria) As applicable
manufacturer will receive study data) e Subject materials/instructions, etc.
o Monitoring (if greater than minimal risk)
Scenario D4 | Approved drug(s) administered and: Clinical Required Required

e Approved labeling for each drug
(package insert, generic drug
monograph) or Investigator's Brochure

e Documentation of IND exemption from
FDA (if available) or explanation of
how study meets IND exemption
criteria

e  Protocol

e Consent form

As applicable
e Recruitment materials

o  Subject materials/instructions, etc.
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Scenario #

Buck-IRB Cheat Sheet: FDA-Regulated Drug Research

Description & example

FDA regulatory
oversight

Buck-IRB Application Pages

Required documentation and documents

that should reflect drug information

Scenario D5

Unapproved drug(s) administered; may
or may not be object of study

Examples:
First-in-human study of novel drug therapy

Evaluation of cranberry juice as treatment for
urinary tract infection

Unapproved formulation of approved drug
(e.g., compounded at commercial
pharmacy/’homemade” formulation) is
administered

Clinical
investigation: Yes
IND: Yes

Required

Research Methods & Activities
Drugs or Biologics

Drugs (Supplemental Questions)
Alternatives to Study Participation
Risks, Harms, and Discomforts

As applicable*

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

Participation Population (if drug(s) are
related to eligibility criteria)

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

Monitoring (if greater than minimal risk)

Required

Investigator's Brochure for each
unapproved drug

IND Documentation: FDA IND “study
may proceed letter” (for investigator-
initiated studies) or IND# on protocol (if
sponsor is external to Ohio State)

Protocol
Consent form

As applicable

Recruitment materials
Subject materials/instructions, etc.

* Unless data will be submitted to FDA. If the drug manufacturer is sponsoring the research (including providing study drug) or will receive study data, the study is likely FDA-
regulated and may require an IND.

*Buck-IRB page designated “as applicable” are not represented in the Buck-IRB Screenshots that follow.
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Buck-IRB Screenshots — Scenario D1

Drug Scenario D1
Drug(s) NOT administered per protocol; may or may not be focus of research

Research Methods & Activities

Use the boxes provided below to provide information on all interventions and activities that are to be performed in
the research. Based on the selections chosen in the list of activities and components, completion of additional form
pages may be necessary to provide required information for IRB review.

Identify and describe all interventions and interactions that are to be performed solely for the
research study.

As drugs are not part of the research intervention, they should not be described
here (except to differentiate groups of participants or to describe analysis of data
related to the drug(s)).

Check all research activities and/or components that apply.

Anesthesia (general or local) or sedation

Audio, video, digital, or image recordings

Bichazards (e.g., rDNA, infectious agents, select agents, toxins)
Biological sampling (other than blood)

Blood drawing

Coordinating center

Data repositories (future unspecified use, including research databases)
Data, not publicly available

Data, publicly available (e.g., census data, unrestricted data sets)
Deception

Devices

Diet, exercise, or sleep modifications

Drugs should NOT be

Drugs or biclogics (including dietary supplements/ingredients) checked in this scenario

Emergency research

Office of Research, Responsible Research Practices, Rev. 09/10/20 Page 1 of 2



Buck-IRB Screenshots — Scenario D1

Focus groups

Food supplements

Gene transfer

Genetic testing

Internet or e-mail data collection
Magnetic resonance imaging (MRI)

Materials that may be considered sensitive, offensive, threatening, or
degrading

Mon-invasive medical procedures (e.g., EKG, Doppler)
Observation of participants (including field notes)

Oral history (does not include dental or medical history)
Placebo

Pregnancy testing

Program Protocol (Umbrella Protocol)

Radiation (e.q., CT or DEXA scans, X-rays, nuclear medicine procedures)
Randomization

Record review (which may include PHI)

Specimen research

Stem cell research

Storage of biological materials (future unspecified use, including
repositories)

Surgical procedures (including biopsies)
Surveys, questionnaires, or interviews (group)
Surveys, guestionnaires, or interviews (one-on-one)

Other (Specify)
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Buck-IRB Screenshots — Scenario D2

Drug Scenario D2
Legally marketed drug(s) used per label; use dictated by protocol

Research Methods & Activities

Use the boxes provided below to provide information on all interventions and activities that are to be performed in
the research. Based on the selections chosen in the list of activities and components, completion of additional form
pages may be necessary to provide required information for IRB review.

Identify and describe all interventions and interactions that are to be performed solely for the
research study.

Describe the research use of drug here, including how administration is dictated
by the protocol (e.g., randomization, timing, dose, etc.).

Check all research activities and/or components that apply.
If the research
Anesthesia (general or local) or sedation < includes the use of

an anesthetic
(lidocaine, eftc.),
this box should be
checked.

Audio, video, digital, or image recordings

Biochazards (e.g., rDNA, infectious agents, select agents, toxins)

T ——
Biological sampling (other than blood)

Blood drawing

Coordinating center

Data repositories (future unspecified use, including research databases)
Data, not publicly available

Data, publicly available (e.qg., census data, unrestricted data sets)
Deception

Devices

Diet, exercise, or sleep modifications

Drugs or biologics (including dietary supplements/ingredients)

Emergency research
Focus groups

Food supplements
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Buck-IRB Screenshots — Scenario D2
Gene transfer
Genetic testing
Internet or e-mail data collection
Magnetic resonance imaging (MRI)

Materials that may be considered sensitive, offensive, threatening, or
degrading

Non-invasive medical procedures (e.g., EKG, Doppler)
Observation of participants (including field notes)

Oral history (does not include dental or medical history)

Placebo Select if pregnancy
testing is necessary
Pregnancy testing <+ prior to drug
administration

Program Protocol (Umbrella Protocol)

Radiation (e.g., CT or DEXA scans, X-rays, nuclear medicine procedures)

Randomization <

Record review (which may incjude PHI)

Select if subjects will
be randomized to an
approved regimen

Specimen research

Stem cell research

Storage of biological materials (future unspecified use, including
repositories)

surgical procedures (including biopsies)
Surveys, questionnaires, or interviews (group)
sSurveys, questionnaires, or interviews (one-on-one)

Other (Specify)
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Buck-IRB Screenshots — Scenario D2

Drugs or Biologics

Select from the options below to request inclusion of drugs or biologics (e.g., vaccines, cellular products, blood- or
plasma-derived products) in the proposed research. Include only those drugs or biologics that are to be administered

as part of the research protocol (i.e., not those administered for routine care or evaluation). Enter as many drugs or
biologics as required for the research.

The College of Medicine Office of Research (COM/OR) provides assistance to investigators obtaining INDs for human
subjects research. A COM/OR representative will meet with investigators to review the FDA requirements of sponsor-
investigators. For assistance, contact the College of Medicine Office of Research at 614-292-2595.

For assistance with drug accountability and recordkeeping procedures, contact the OSUMC Department of Pharmacy
at 614-293-8470. For more information on the requirements for conducting research involving investigational drugs
or biologics, see HRPP policy Research Involving Investigational Drugs.

FDA APPROVED PRODUCTS ADD DRUG

You have listed no FDA Approved Products.

INVESTIGATIONAL DRUGS/BIOLOGICS OR
INVESTIGATIONAL /RESEARCH USE OF FDA APPROVED PRODU(

Add each legally marketed drug that
You have listed no Investigational Products. will be administered per label, even if
multiple drugs will be used for the
same purpose (e.g., two anesthetics
beina used per protocol)

Office of Research, Responsible Research Practices, Rev. 09/10/20 Page 3 of 9
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Buck-IRB Screenshots — Scenario D2

FDA Approved Products

Includes drugs or biologics approved for this indication, route/dose, or study population.

Name of drug or biologic Name of drug(s)

Generic name or active ingredients of

Generic name or active ingredient drug(s)

Brand name Brand name(s)

Note that this is the approved
Dose and dosage form (e.g., 10mg tablet) | dosage/route of administration, as the
drugs are used per label in this scenario.

Frequency and route of administration

Describe frequency of use and route of administration (Note: if frequency/route
of administration differs from the approved labeling, Scenario 3 or 4 will apply
rather than Scenario 2)

Provide a brief description of the drug/biologic (e.g., drug class, mode of action).

Describe drug here.

Provide the proposed rationale for choice of this agent in the research (compared to other drugs
that could have been used).

Explain why the drug is being used in this research.

Summarize the potential side effects (including serious warnings and more common side effects).

Provide a snapshot of the most common side effects; these may be summarized
by grouping side effects into general categories (e.g., "mild to moderate short-
term GI side effects”), as opposed to listing individual symptoms. Do not copy a
comprehensive list of potential risks from the drug packaging.

Office of Research, Responsible Research Practices, Rev. 09/10/20 Page 4 of 9



Buck-IRB Screenshots — Scenario D2

Is preparation or repackaging of the supplied product necessary before administration or
dispensing?

Yeg No

State who will perform these activities and where they will be performed.

Note: This question appears only when “Yes” is selected above.

Provide a copy of the drug or biologic manufacturer’s approved labeling (i.e., package insert),
Investigator’s Brochure (IDB), or other equivalent information.

UPLOADED FILES

No files have heen uploaded.

See next page for an

example of approved Click Select Files to add files to this form.

labeling. files greater than 20MB, please see instructions for large files.

For approved products, ensure that the package insert is readable. See Drugs at FDA or the manufacturer’s website for
printable versions.

SELECT FILES

Use this link to
download up-to-date
approved labeling

Office of Research, Responsible Research Practices, Rev. 09/10/20 Page 5 of 9
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Page 1 of approved label for Tylenol (example)

Buck-IRB Screenshots — Scenario D2

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed 1o use
Acetaminophen Injection safely and elfectively. See full prescribing
information for Acetaminophen Injection.

Acetaminophen Injection, for intravenows use
Initial 1.5 Approval: 1951

WARNING: RISK OF MEDICATION ERRORS AND
HEFATOTOXICITY

Kee full prescribing information for complete boved warning

daily limits, amd often invelve more than one acelaminophen-containing
product. (5.1).

Take care when prescribing, preparing, and administering A inuph
Injection bo avidd dising errors which coulbd result in accidental overdose
and death. (5.3)

A inophen Injection ins acetaminsphen. Acetaminsphen has

been associated with cases of acule liver f.iu;:..ll.tlm resuliing in liver
tramsplant and death. Mosi of the cases of liver injury are ssseciaied with
the wse of acetaminophen al doses that exceed the recommended ma dimum

e e e e | P DO AT OIS AN DS AGE e e e e e

Acetaminophen inpection s indicated for the:

- Mamagement of mild 1o moderate pain (1)

s Managemen! of moderate o severe pain with adjunctive opaoid
analgesacs. (1)

- Reduction of fiever. (1)

s e smmnnen s [ AGE AND ADMINISTRA THON s s e s

s Agetaminophen ingection may be given as a single or repeated dose.
(2.1)

s Agetammnophen imjection should be sdminisgered only as a |3 mmie
miravesous infusion. (2.4)

Addulis and Adalescents Weighing 50 kg and Over:

. 1 DM mg every & hours or 650 mg every 4 howrs 10 a maximum of
4 00 mg per day. Mimum dosing mierval of 4 hours. (2.2)

Addubts pnd Adolescents Weighing Under S0 lg:

o 15 mgkg every b hours or 12,5 mp/kg every 4 hours to a maximum of
T3 mgkg per day. Minimum dosing mterval of 4 howrs. (2.2)

Children:

o Children 2 1o 12 yeurs of age: 15 mp/kg every & hours or 12.5 mg/kg
every 4 hours 1o a maximum of 75 mg'kg per day. Minmmum dosing
mberval of 4 hours. (2.3}

e e e[S AGE FORMS AND STRENGTHS - e

- Imjection for mirsvenous infusion,

- Each 100 mL flexible plu:ln: contamer has | K mg acetamamophen (10

mg/ml). (3)

T L T T 11—

Acelaminophen is conlramndicated:
. In patients with known hypersensitivity 1o scetamanophen or 1o any of
the excipsents i the [V formulatson. (4}

. In patients with severe hepatic impairmenl or severe active liver disease.

(4]

ses s s smmmnnnssn WY A RMINEGS AND PRECALTIHOMS s e s e
- Aglrnasiruiion ul‘m.':ln'nmu[ﬂu.-n 0 dises hagher than recommended (by

all routes of admamstraiion and from all acelaminophen-conlmiming

pnu:hu:h in.'hd.ing L1uubi|ﬂ.i|11pl1)d|ld:|'| Ay result in bqnb: :il:ljl.l.l.')’.,
meclinding the risk of hver failore and death. (5.1)

= Do not excend the maximum recommended daily dose of scetaminophm
(bry all routes of admmisiration and all acetaminophen-contaning
products including combination products). (3.1)

#  Take cane when prescribing, preparing, and admimistenng
acelaminophin mjecion to avoed dosmyg errors which could resalt in
accadental overdose and death. (5.3)

- Use caution when sdomin: 'nq:bm in F mpents with the
fu|l|:\~:u3 comditions: llth: :mpui.rmeu[ or active hqnﬂ.u. disese, m
cases of alcobolism, chromiec malnutrition, sevens hypovolemia, or severe
renal impai [ i 1 < 30 mlman). (5.1}

- D‘iuumuznxlammwhﬂ'l irumel:lid.:i)’ al the first appearance of skin
rash and if sympioms asocmbed with allergy or hypersensitviny occur.
Do noot use m patients with soetaminophen allergy. (5.2, 5.4)

s e e e e e A LY ERSE B AL T HON S s s e s e
The mest common adverse reactions i patbents treated with acetaminophen
were nausea, vomiling, headache, and msomnia in adult patients and meusen,
womiling, conslipation, prriis, agiation, smd stelectasis mn pediaine patients.
(b1}

Ta report SUSPFECTED ADVERSE REAUTIONS, contact
Fresenius Kabi USA, LLC, Vigilance & Medical AMairs at 1-800-551-
TIT6 or FIA at 1-B00-F DA- 1088 or www, fda_gov/'medwaich,

= e e = UL % T AL TN S e e e e e e

- Substances that mduce or regulate hepatic cytochrome enzyme CYP2EL
may alter the metabolism of mlﬂmmnplullml Incnese ils |!|:ﬂ.|:|l’.1n||.'
potenoal. (71§

& Chronse ol scetaminophen use at a dose of 4,000 my'day has been
shown Lo catse an ncrease m international normalised mti (INR) in
some patients who have been stabihized on sodism warfarin as an
anlicoagulant. (7.2)

s Pregnancy: Category C. There are no studies. of mirnvenous
acetaminophen in pregnant women, Use only if clearly needed. (K1)

- Mursmg Mothers: Caution should be exercised when admamistered 1o a
LTSI Woman. (K35

s Pedamc Use The effectiveness of acetaminophen for the inetment of
ncule pain and Fever has ot been studied m pediatnic patients less than 2
years of age. The safety and effectiveness of acetammophen in pediatne
patients okler than 2 yeurs is supported by evadence from adequate and
well-controlled studses m adults with additiomal safity and
pharmacokinetic data for tas age group. (3.4)

& Ceenatric Use: No overall differences m safety or effectivenes were
ohserved between geriatne and younger subjects. (8.5

- Hepatsc Impairment: Acelammophen 15 contrambicated m pabients with
severe hepatic mpaimsent or severe active liver disense and should be
wsedd wath cauhion 1n patients with hepatx imparment or active liver
disease, (4, 5.1, H.6)

- Hemal Impasrment: In cases of severe renal imparment, longer dosing
mtervals and a reduced ital duly dose of scetaminophen may be
warmnbed. (5.1, 8.7)

Hevised: 1002005

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: RISK OF MEDICATION ERRORS AND HEPATOTOXICITY
1 INDICATHINS AND USALE
I DOSAGE AND ADMINISTRATION
2.1 Ceenenal Dosing Infonmaton
2.2 Recommended Dosage: Adults and Adolescents
23 Recommended Dosage: Children
2 Istructions for Istrmvenous Adminmisirston
3 DOSAGE FORMS ANDSTRENGTHS
4 CONTRAININUATIHONS
5 WARNINGS AND PRECALUTIONS
3.1 Hepatic Injury
8.1 Serous Skin Resctions
53 Rask of Medication Erromn

Reference ID: 3839318

54 Allergy amd I[mrwnuuln'uy
6 ADVERSE REACTIONS
6.1 Climcal Tral Expenence
T DRUG INTERACTHONS
7.0 Effects of Other Substances on Acstuminophen
12 Anficoagulsnis
B USEIN SPECIFIC POPULATIONS
Bl Pregrancy
B2 Labor and Delivery
K3 Nursmg Muothers
B4 Pediatnic Use
B3 Cheriatric Lse
K6 Patients with Hepatic lmpairment
KT Putients with Renal lmpainment
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Buck-IRB Screenshots — Scenario D2

Drugs (Supplemental Questions)

Does the research involve the use of Botox, Xeomin, Dysport or any formulation containing
botulinum toxin at any dose?

Select Yes or No as appropriate

Yeg No
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Buck-IRB Screenshots — Scenario D2

Alternatives to Participation

Other than choosing not to participate, are there any alternatives to participating in the research?

Yes No

List the specific alternatives to participation, including available procedures or treatments that may
be advantageous to the subject.
Alternatives to participating in a therapeutic study may include the following:

e Receiving different drug(s) or other treatment

e Receiving the drug(s) at a dose, frequency, and/or route of administration
determined by one’s physician (as opposed to the protocol)

e Enrolling in a different clinical trial

There may or may not be alternatives to participating in non-therapeutic studies.
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Buck-IRB Screenshots — Scenario D2

Risks, Harms & Discomforts

Describe all reasonably expected risks, harms, and/or discomforts that may apply to the
research. Discuss severity and likelihood of occurrence. As applicable, include potential risks to an
embryo or fetus if a woman is or may become pregnant.

General study risks go here. Do not duplicate risks of drugs listed elsewhere or
copy a comprehensive list of side effects from drug labeling.

Describe how risks, harms, and/or discomforts will be minimized.

Address mitigation of general study risks rather than individual side effects of
study drugs.
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Buck-IRB Screenshots — Scenario D3

Drug Scenario D3

Legally marketed drugs used off-label; does not meet IND exemption criteria

Research Methods & Activities

Use the boxes provided below to provide information on all interventions and activities that are to be performed in
the research. Based on the selections chosen in the list of activities and components, completion of additional form
pages may be necessary to provide required information for IRB review.

Identify and describe all interventions and interactions that are to be performed solely for the
research study.

Describe the research use of drug here. Describe how the drug is dictated per the
protocol (e.g., randomization, timing, etc.).

Check all research activities and/or components that apply.

Anesthesia (general or local) or sedation

Audio, video, digital, or image recordings

Biohazards (e.g., rDNA, infectious agents, select agents, toxins)
Biological sampling (other than blood)

Blood drawing

Coordinating center

Data repositories (future unspecified use, including research databases)
Data, not publicly available

Data, publicly available (e.g., census data, unrestricted data sets)
Deception

Devices

Diet, exercise, or sleep modifications

Drugs or biolagics (including dietary supplements/ingredients)

Emergency research
Focus groups

Food supplements
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Buck-IRB Screenshots — Scenario D3
Gene transfer
Genetic testing
Internet or e-mail data collection
Magnetic resonance imaging (MRI)

Materials that may be considered sensitive, offensive, threatening, or
degrading

Non-invasive medical procedures (e.g., EKG, Doppler)
Observation of participants (including field notes)

Oral history (does not include dental or medical history)

Placebo <

Select if applicable to the
research study

o0

Pregnancy testing <

Program Protocol (Umbrella Protocol)
Radiation (e.g., CT or DEXA scans, X-rays, nuclear medicine procedures)
Randomization <

Record review (which may incjude PHI)

Select if subjects will be
SDECirT'IEFI FESEEIrEh randomized

Stem cell research

Storage of biological materials (future unspecified use, including
repositories)

surgical procedures (including biopsies)
Surveys, questionnaires, or interviews (group)
sSurveys, questionnaires, or interviews (one-on-one)

Other (Specify)
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Buck-IRB Screenshots — Scenario D3

Drugs or Biologics

Select from the options below to request inclusion of drugs or biologics (e.g., vaccines, cellular products, blood- or
plasma-derived products) in the proposed research. Include only those drugs or biologics that are to be administered
as part of the research protocol (i.e., not those administered for routine care or evaluation). Enter as many drugs or
biologics as required for the research.

The College of Medicine Office of Research (COM/OR) provides assistance to investigators obtaining INDs for human
subjects research. A COM/OR representative will meet with investigators to review the FDA requirements of sponsor-
investigators. For assistance, contact the College of Medicine Office of Research at 614-292-2595.

For assistance with drug accountability and recordkeeping procedures, contact the OSUMC Department of Pharmacy at
614-293-8470. For more information on the requirements for conducting research involving investigational drugs or
biologics, see HRPP policy Research Involving Investigational Drugs.

FDA APPROVED PRODUCTS + ADD DRUG

You have listed no FDA Approved Products.

INVESTIGATIONAL DRUGS/BIOLOGICS OR ADD DRUG

INVESTIGATIONAL /RESEARCH USE OF FDA APPROVED PRODUCT

You have listed no Investigational Products.

Each drug used off-label in the research
should be listed separately, even if the drugs

share an IND number
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Buck-IRB Screenshots — Scenario D3

Investigational Drugs/Biologics or Investigational/Research
Use of FDA Approved Product

Includes drugs or biologics that are not approved for this indication, route/dose, or study population.

Name of drug or biologic Name of drug(s)

. o . Generic name or active ingredients of
Generic name or active ingredient

drug(s)
Brand name, if applicable Brand name(s)
Manufacturer Manufacturer

The drug/biologic is (select one)

Investigational

Approved, but its use in this research is investigational

UPLOADED FILES

Provide a copy of the drug or Mo files have been uploaded.
biologic manufacturer’s

approved labeling (i.e.,

package insert).

Appears if "Approved, but its use in this

research is investigational” is selected. Click Select Files to add files to this form.

See Drugs at FDA or the manufacturer’s For files greater than 20MB, please see instructions for large files.
website for printable versions.

Most research in this scenario will
not utilize an Investigator’s Brochure

and will instead provide approved SELECT FILES
drug labeling (example below)
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Buck-IRB Screenshots — Scenario D3

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights die not include all the information needed to use
Acelaminophen Injection safely and elfectively. See full preseribing
infsrmation for Acetaminophen Injection.

Acelaminophen Injection, for intravenous use
Initial 1.5, Approval: 1951

WARNING: RISK OF MEDICATION ERRORS AND
HEPATOTOXICITY

See full prescribing information for complete baved warming

Take care when prescribing, preparing, and

ing A

and death, {5.3)

product. (5.0).

Injection to avoid dising errors which could result in accidental overdose

A inophen Injection ins acetaminophen. Acetaminophen has
been associaied with cases of acuate liver failure, ol limes resulling in liver
transplant and death. Most of the cases af liver injury are sssociaied with
the wse aof acetaminophen al doses that exceed the recommended ma simuom
duily limits, and often invelve more than one aceta minsphen-containing

e e e e e | N L AT WS AND LS AGE e e e e e

Acetaminophen injection i indicated for the:

. Management of mild 1o moderate pain_ (1)

o Managemen! of moderate 1o severe pain with adjunctive opioid
analgesacs. (1)

. Reduction of fever. (1)

o Acetaminophen injection may be given as a sangle or repeated dose.
(2.1}

o Acetaminophen mjection should be sdministersd only s a 13 mnute
miravenous infusion. (2.4)

Adlults and Adolescents Weighing 50 kg and Over:

o | 00 mg every & hours ar 650 mg every 4 howrs 1o 2 maximum of
A 00 mg per day. Minmum dosing mierval of 4 hours. (2.2)

Adlubts and Adolescents Weighing Under S0 kg

- 15 mg'kg every 6 hours or 12,5 mg/kg every 4 hours b a maximum of

75 mg'kg per day. Minimum dosing miterval of 4 howrs, (2.2)

U lklelren:

- Children 2 1o 12 yeurs of age: 15 mg'kg every 6 hours or 12,5 mg'kg
every 4 hours 10 o maximum of 78 mg'kg per day. Minmuem dosing
miterval of & hours. (2.3)

e [ MR AGE FORMS AND STRENGTHS - e

o Injection for mirsvenous infusion,

- Each 10 mL flexible Flu:l.n: contaaer has |0 mg scetamanophen | 10

mg/mlLj. 3

O 1 T 1 —

Acelamimaphen s contramcdicated:

. In patients with known hypersensativity 1o scetaminophen or 1o any of

the excipsents i the IV Formulatson. (4)

- In putients with severe hepatic imparment or severe active liver disease,

4

smnsmnnn snmn snems snsses YW 4 NGNS AN PRECALT NS s e e s caanen
L3 Administration af u.-.':l.unumph:n in doses higher than recommended [ by

all rowtes of admamistration amd from all uuﬂmmqﬂwn-cmtummg

pl'udu:h inchd.i:ngl:uubim pn)dud.-t'l may result Ilqnb: :iujlu')’,
i:ru.'lmliugﬁe risk of hver Eatlure and death. (5.1}

- Dumnuwdﬁemhmmru:nmlumduldaﬂyduurufumwm
(by all routes of admmistration and all acetammophen-conlaning
products including combination products). (5.1)

#  Take care when prescribing, preparing, and administering
acetaminophen mjsction o avoed dosang errors which could result in
accadental overdose and death. (5.3)

#»  Use caution when administering acetaminophen in patients with the
following conditions: hepati: imparment or active hepatic dissise, m
cases of alcobolsm, chrome malnutrition, sevene hypovolemia, or severe
remal impairment (creatinine clearance < 30 ml/min). (5. 1)

»  Dhscontmue scetammophen mmediately al the first appearance of skin
rash and if symptoms assocmated with allergy or hypersensitivity occur.
Do nal s im partienits with ac mophen allergy. (5.2, 5.4)

- = ADVERSE REACTIN S e e e e

The mos! common ad reaciions n patients treated with acetaminophen

were nausea, vormiting, headache, and msommia in adult patients and muses,

vomiling, consiipalion, primius, agitation, and atelectasis in pediatne patients.

(6.1}

Ta report SUSPECTED ADVERSE REACTIONS, contact
Fresemius Kabi USA, LLC, Vigilance & Medical Alfairs at 1 -800-551 -
TITh or FINA at 1-H00-F DA-LEE or wwow fldagov medwatch,

wnmsmmn e mmm e m R L G 1% T HA T LI S s s e

®  Substances that mduce or regulate hepatic cylochrome enzyme CYP2EL
may alter the metabolism of acetammophen and incrense 115 hepatotoe
podential. (7.1}

o Chronie orl scetammophen use &t a dose of 4,000 myg/day has been
shown o cause an mcrease i inlermabional normalized mipo { INK) i
somve patients who have been siabihzed on sodium warfarin as an
anticoagulant. (7.2}

o Pregmancy: Category C. There are no studies of miravenous
acetaminophen m pregnant women. Use only i clearly nesded. (8.1)

o MNursmg Mothers: Caution should be exercised when administered 1o a
mursing woman. (£.3)

o Pedatric Uses The effectiveness of acetaminophen for the treatment of
acube pam and fever has not been studied in pediatric patients less than 2
years of age. The safey and effectiveness of acetammophen in pediatnc
patients older than 2 yeurs is supported by evidence from adeguate and
wiell-controdled snsdses i adults with additsonal safety and
pharmacokinetic data for this age groep. (5.4)

o Chenatric Uses Mo overnll dafferences mn safety or elfectiveness were
ohserved between geriatnc and younger subjects, (8.5)

- Hepabic Impairment: Acelammophen 15 conlrumsdicated m patients with
severe hepalic mpaimeent or severe active liver disense and should be
el with caution in patients with hepatx imparment or active liver
disease, (4, 5.1, B.6)

- Henal Impasrmeent: |n cases of severe remal imparrment, knger dosing
entervals and a redeced total daily dose of scetaminophen may be
warrnnbed, (5.1, 8.7}

Revised: 1IVI01S

FULL PRESCRIBING INFORMATION; CONTENTS*

WARMNING: RISK OF MEDICATION ERRORS AND HEPATOTOXICITY

1 INDICATIONS AND USAGE
I DOSAGE AND ADMINISTRATION
21 Cenersl Dosing Inlormation
21 Recommended Dosage: Adulis and Adolescents
11 Recommended Dosage: Clildren
24 Imstructions for Intmvenows Admanisiratson
3 IHSAGE FORMS AND STRENGTHS
A4 CONTHAININOATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Hepatic Injury
5.2 Hemous Skin Reactions
33 Rask of Medication Errors

Reference ID: 3839318

54 Allergy amd I[ypcnn:rulln.'ny
& ADVERSE REACUTIONS
6.1 Chmical Trial Experience
T DRUG INTERACTHINS
1.1 Effects of Other Substances on Acetaminophen
7.2  Anticoagulanis
§  USE INSPECIFIC POPULATIONS
Bl Pregnancy
B2 Labor and Delivery
3 hun.m.y_ Mlthers
BA  Pecatric Lse
B3 Cheratric Lse
K6 Patients wath Hepatic Imparment
BT Patients with Renal leopairment
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Buck-IRB Screenshots — Scenario D3

Frequency and route of administration

Describe frequency and route of administration as dictated by the protocol. Clearly
identify how administration differs from approved labeling, as applicable.

Provide a brief description of the drug/biologic (e.g., drug class, mode of action).

Briefly describe drug

Does the drug/biologic have an Investigational New Drug (IND) number?

Yes No

Investigational New Drug #

Provide the IND# for the drug or combination of drugs.

Note: Documentation confirming the IND number must accompany the submission.
Acceptable forms of documentation are as follows:

e Preferred documentation: FDA IND Study May Proceed letter (see example
below).
o This document is required for clinical investigations initiated by Ohio State
investigators.
o The letter can be uploaded on the Other Files/Comments page of Buck-
IRB or in the “approved labeling” upload box above.
e Alternative documentation: IND number is identified on the protocol document.
This method is acceptable when the IND sponsor is external to Ohio State.
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Buck-IRB Screenshots — Scenario D3

Page 1 of IND Study May Proceed letter from the FDA (example)

P,

e

_/ DEPARTMENT OF HEALTH AND HUMAN SERVICES

o MEAERy
e

oy Food and Drug Administration
Silver Spring MD 20993

D [

STUDY MAY PROCEED

1D
Principal Investigator

niversity

Dear Dr. |

Please refer to your Investigational New Drug Application (IND) submitted under section 505(1)
of the Federal Food, Drug, and Cosmetic Act (FDCA) for nivolumab.

We have completed our safety review of your application and have concluded that you may
proceed with vour proposed treatment use for relapsed or refractory classical Hodglin
Lymphoma.

ADDITIONAT. IND RESPONSIBIT.ITIES

As sponsor of this IND. you are responsible for compliance with the FDCA

(21 U.S.C. §§ 301 et. seq.) as well as the implementing regulations [Title 21 of the Code of
Federal Regulations (CFR)]. A searchable version of these regulations is available at
http:/'www.accessdata.fda gov/scripts/cdrh/cfdocs/cfefi/f CFRSearch.cfm.  Your responsibilities
mclude:

+  Reporting any unexpected fatal or life-threatening suspected adverse reactions to this
Division no later than 7 calendar days after imitial receipt of the information
[21 CFR 312.32(c)(2)].

+  Submit 7-day reports electronically in eCTD format via the FDA Electronic Submissions
Gateway (ESG). To obtain an ESG account. see information at the end of this letter.

+  Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other
clinical, animal. or in-vitro studies that suggest significant human risk, and (3) a clinically
important increase in the rate of a serious suspected adverse reaction to this Division and to all
investigators no later than 15 calendar days after determining that the information qualifies for
reporting [21 CFR 312.32(c)(1)]. Submit 15-day reports to FDA electronically in eCTD format
via the ESG; and
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Buck-IRB Screenshots — Scenario D3

State who holds the IND (sponsor, investigator, other)

State who holds the IND

Describe the process for investigational drug accountability, storage, and recordkeeping to ensure
that the drug will be used according to the approved protocol, under the direction of approved
investigator(s).

Indicate if the OSUWMC Investigational Drug Service (IDS) will handle storage
and dispensing of the drug; if not, describe alternative arrangements, including
record keeping.

For an investigator-held IND, describe the process for assuring compliance with FDA regulations
pertaining to sponsors (e.g., recordkeeping, reporting).

This section should describe how serious adverse events are reported, to whom,
and the time frame in which it is done.
Reminder: Sponsor here refers to sponsor-investigator (i.e., the PI).

Study phase

Phase I

Phase II

Phase III

Phase IV (post marketing)

Other

Summarize the potential side effects (including serious warnings and more common side effects).

Provide a snapshot of the most common side effects, with particular attention to
how the off-label use increases the risks (or decreases the acceptability of the
risks) associated with use of the drug.

Side effects may be grouped into general categories (e.g., “"mild to moderate
short-term GI side effects”), as opposed to listing individual symptoms. Do not
copy a comprehensive list of potential risks from the drug packaging.
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Is preparation or repackaging of the supplied product necessary before administration or
dispensing?

Yes No

State who will perform these activities and where they will be performed.

Note: This question appears only when “Yes” is selected above.
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Drugs (Supplemental Questions)

Does the research involve the use of Botox, Xeomin, Dysport or any formulation containing
botulinum toxin at any dose?

Yes No Select Yes or No as

appropriate
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Alternatives to Participation

Other than choosing not to participate, are there any alternatives to participating in the research?
Yes No

List the specific alternatives to participation, including available procedures or treatments that may
be advantageous to the subject.
Alternatives to participating in a therapeutic study may include the following:

e Receiving different drug(s) or other treatment

e Receiving the drug(s) at a dose, frequency, and/or route of administration
determined by one’s physician (as opposed to the protocol)

e Enrolling in a different clinical trial

There may or may not be alternatives to participating in non-therapeutic studies.
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Risks, Harms & Discomforts

Describe all reasonably expected risks, harms, and/or discomforts that may apply to the
research. Discuss severity and likelihood of occurrence. As applicable, include potential risks to an
embryo or fetus if a woman is or may become pregnant.

General study risks go here. Do not duplicate risks of drugs listed elsewhere or
copy a comprehensive list of side effects from drug labeling.

Describe how risks, harms, and/or discomforts will be minimized.

Address mitigation of general study risks rather than individual side effects of
study drugs.
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Drug Scenario D4

Legally marketed drugs used off-label; meets IND exemption criteria

Research Methods & Activities

Use the boxes provided below to provide information on all interventions and activities that are to be performed in
the research. Based on the selections chosen in the list of activities and components, completion of additional form
pages may be necessary to provide required information for IRB review.

Identify and describe all interventions and interactions that are to be performed solely for the
research study.

Describe the research use of drug(s) here. Describe how the drug is dictated per
the protocol (e.g., randomization, timing, etc.).

Check all research activities and/or components that apply.

Anesthesia (general or local) or sedation

Audio, video, digital, or image recordings

Bichazards (e.g., rDNA, infectious agents, select agents, toxins)
Biclogical sampling (other than blood)

Blood drawing

Coordinating center

Data repositories (future unspecified use, including research databases)
Data, not publicly available

Data, publicly available {e.g., census data, unrestricted data sets}
Deception

Devices

Diet, exercise, or sleep maodifications

Drugs or biclogics (including dietary supplements/ingredients)

Emergency research
Focus groups

Food supplements
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Gene transfer

Genetic testing

Internet or e-mail data collection
Magnetic resonance imaging (MRI)

Materials that may be considered sensitive, offensive, threatening, or
degrading

Non-invasive medical procedures (e.g., EKG, Doppler)
Observation of participants (including field notes)

Oral history (does not include dental or medical history)

Placebo <«

Select if applicable to the
research study

W<

Pregnancy testing

Program Protocol (Umbrella Protocol)

Radiation (e.g., CT or DEXA scans, X-rays, nuclear medicine procedures)

Randomization <

Record review (which may influde PHI)

Specimen research

Select if subjects will be
Stem cell research randomized

Storage of biological materials (future unspecified use, including
repositories)

surgical procedures (including biopsies)
Surveys, questionnaires, or interviews (group)
sSurveys, questionnaires, or interviews (one-on-one)

Other (Specify)

Office of Research, Responsible Research Practices, Rev. 09/10/20
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Drugs or Biologics

Select from the options below to request inclusion of drugs or biologics (e.g., vaccines, cellular products, blood- or
plasma-derived products) in the proposed research. Include only those drugs or biologics that are to be administered
as part of the research protocol (i.e., not those administered for routine care or evaluation). Enter as many drugs or

biologics as required for the research.

The College of Medicine Office of Research (COM/OR) provides assistance to investigators obtaining INDs for human
subjects research. A COM/OR representative will meet with investigators to review the FDA requirements of sponsor-
investigators. For assistance, contact the College of Medicine Office of Research at 614-292-2595.

For assistance with drug accountability and recordkeeping procedures, contact the OSUMC Department of Pharmacy at
614-293-8470. For more information on the requirements for conducting research involving investigational drugs or
biologics, see HRPP policy Research Involving Investigational Drugs.

FDA APPROVED PRODUCTS + ADD DRUG

You have listed no FDA Approved Products.

INVESTIGATIONAL DRUGS/BIOLOGICS OR ADD DRUG
INVESTIGATIONAL /RESEARCH USE OF FDA APPROVED PRODUCT

You have listed no Investigational Products.

Each drug used off-label in the research

should be listed separately
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Investigational Drugs/Biologics or Investigational/Research
Use of FDA Approved Product

Includes drugs or biologics that are not approved for this indication, route/dose, or study population.

Name of drug or biologic Name of drug(s)

. o . Generic name or active ingredients of
Generic name or active ingredient

drug(s)
Brand name, if applicable Brand name(s)
Manufacturer Manufacturer

The drug/biologic is (select one)

Investigational

Approved, but its use in this research is investigational ]

UPLOADED FILES
Provide a copy of the drug or Mo files have been uploaded.
biologic manufacturer’s

approved labeling (i.e.,

package insert).

Appears if "Approved, but its use in this

research is investigational” is selected. Click Select Files to add files to this form.

See Drugs at FDA or the manufacturer’s For files greater than 20MB, please see instructions for large files.
website for printable versions.

Most research in this scenario will not

utilize an Investigator’s Brochure and
will instead provide approved drug
labeling (example below)
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Buck-IRB Screenshots — Scenario D4

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed te use
Acetaminoghen Injection safely and effectively. See full preseribing
infsrmation for Acetaminophen Injection.

Acelaminoghen Injection, for intravenons use
Imitial U5 Approval: 1951

WARNING: RISK OF MEDICATION ERRORS AND
HEPATOTOXICITY

See full prescribing informaton for complete baved worming
Take care when prescribing, preparing, and administering Ac i

and death, (5.3)

produet. (5. 1)

Injection ta aveid dising errors which coubd result in accidental overilose

A inophen Injection ins acetaminsphen. Acetaminophen has
been associated with cases of scuie liver Tailure, al times r\elﬂ.ﬁq im liver
tramsplant and death. Most of the cases of liver injury are associated with
the wse of scetaminophen at doses thit exceed the recommended ma dmum
daily limits, and often invelve more than one acela minsphen-containing

s s e s | N DM A TIONG ANDY LS AL E s s s e s e

Acetaminophen injection s indicated for the:

. Management of mild 1o moderate paim. (1)

o Managemen! of moderale o severe pain with adjunctive opaoid
analgesics. (1)

- Reduction of fever. (1)

e e e [ AGE. AND ADMINISTRA TION e oo

. Acetaminophen injection may be given as a saingle or repested dose.
(2.1)

s Acetaminophen mgection should be sdminisered only as a 13 mmue
mtravenous miusion, (2.4)

Adults and Adolescenis Weighing 50 kg and {hver:

L] 100 myg every & hours or 630 mg every 4 howrs 1o a maximem of
4,000 mg per day. Miamum dosing mierval of 4 hours. (2.2)

Adabts and Adalescenis Weighing Under S0 ky:

. 15 mg'kg every 6 hours or 12,5 mp'ky every 4 hours 1o 8 maximum of

75 mg'kg per day. Minimum dosing miterval of 4 howrs. (2.2)

U hilglren:

o Children 2 1o 12 years of age: 15 mg/kg every 6 hours or 12,5 mg'ke
every 4 hours 1o o maximum of 78 mgkg per day. Minimem dosing
mterval of 4 hours (2.3}

smmmmem e (IR AGE FORMS AND STRENGTHS - e s ane

o Injeciion for miravenous imnfusion,

. Easch 100 mL flexible Plu!ln: contaser has |0 mg scetamanophen | 10

mg'mlL). i3y

T 1 T [ ——

Acelaminophen is contramdicated:
. I patients wath known hypersensativity 1o scetamanophen or to any al
the excipeents s the IY formulatzon. (4}

. I patients with severe hepatic imparment or severe active liver discase,

(4]

rememmen s e e e W A RMINGS AND PRECALT HORS - e e e e e
- Aulnunasirulon ul‘m.':l.u'nmu[ﬂlm 10 doses hagher than recommended [ by

ull routes of admamistration amsd from all uuﬂmmqtcn-cmtummg

FI'l.IdI.I.‘B im.'hd.i:ng combanation pn)dud.-t'l may resull in I)qnhc :iujlu:)’.
mchsding the risk of hver failure and deth. (5.1)

. Do nat exceed the maximum recommended daily dose of acetaminophen
(by all routes of admmistration and all scetamnophen-conlaning
products including combination products). (5.1)

. Take care when prescribing, preparing, and administering
al.'zlaminupl:eu !’l.jEL‘IiJDII o avesd duumgu'm which could result in
accadental overdose and death. (5.3)

- Use caution when .hnini:lmq Ezhmlnuphcn n pﬂi.cnls with the
following conditions: hepatie impairment or active hepatic dissse, m
cases of alcoholsm, chrome malnutntion, sevens hypovolemia, or severe
renal impairment (creatinine clearance < 30 mlman). (5.1)

. Discontmue acetammophen mmediately al the frst appearance of skin
rash and if syrploms asaocmbed with a“ergy or I:}jmnm!iuvily [L==lt
Dy naot s in patients with ac moaphen allergy. (3.2, 5.4)

e e e e e ANV ERSE. REAC T ION S e e e e e
The mstl commuon ad reaclions in patients treated with acetaminophen
WETE MAlSes, unuu[ing, headache, and msomnia in adult palenis and musen,
vnuu[ing. oonslipalon, pnrillu, Ly 1 and atel i F[i-mu.
(6.1}

Toreport SUSPECTED ADVERSE REACTIONS, contact
Fresenius kabi USA, LLU, Vigilance & Medical Alfairs at 1-800-551-
U7 e FIA al 1-H00-F DA-L0BR or www fila_gos/ medwatch.

wnnn s o s e e (VR L 7 1P T RLAL "L LI S s e s e e

- Substances that isduce or regulate hepatic cy enzyme CYP2EI
may alter the metabolism of lu:lammnph:n.lml Incremse ils h:pﬂ.nrmlw
potential, (7.1

. Chronse ol acetaminophen use al a dose of 4,000 my/day has been
shown Do cause an merease m inlermational nomaleed mt { INE)
s patients who have been stabilized on sodium warfarin as an
anticoagulant, (7.2}

mmn s LIS E 1IN SPECIFIC POPULATHON S s s s s

s Pregnancy: Category O, There are no studhes. of infravenous
acetaminophen m pregnant women., Use only if clearly needed. (8.1)

o Nursing Mothers: Caution should be exercied when administered 1o a
LTS WO, (K3

- Pediatric Use: The effectiveness of acetaminophen for the treatment of
acute pain and fever has not been studied i pediatric patients less than 2
years of age. The safety and effiectiveness of acetammophen in pediatnc
patients okler than 2 years 15 supported by evidence lrom adeguate and
well-controlled studses m adults with additional salety and
pharmacokinetic data for this age group. (3.4)

- Geriatric Use: Mo overall dafferences m safety or ellectiveness were
ohserved between geriatnc and younger subjects. (3.5)

- Hepatic mpairment:  Acelammophen 15 conlrnundscated m pabients with
severe hepatic mpainment or severe active liver diseuse and should be
wsee] with caution in palients with hepatx imparrment or active liver
thsease, (4, 5.1, §.6)

- Henal lmpasrmeent: |n cases of sevene remal impairment, longer dosing
mibervals snd & redisced total daily dise of scetaminophen may be
warranbed, (5.1, B.7)

Revived: 1NZ01S

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: RISK OF MEDICATION ERRORS AND HEPATOTOXICITY

T INDICATHINS AND USAGE
I DOSAGE AND ADMINISTRATION
21 CGeneral Dosing Inlommation
2.2 Recommended Dosage: Adults and Adolescents
13 Recommended Dosage: Children
24 Imtructions lor Istravenous Admamisiratson
3 DOSAGE FORMS AND STRENGTHS
A4 CONTRAININOCATIONS
5 WARNINGS AND FRECAUTIONS
.1 Hepatic Injury
32 Semous Skin Resctions
53 Risk of Medication Errors

Reference ID; 3839318

54 Allergy and Hypersemsativity
6 ADVERSE REACTIONS
6.1 Chinical Tral Expenence
T DRUG INTERAUTIONS
1.1 Effects of Dther Substances on Aceluminophen
72 Anticoagulanis
B USEINSPECIFIC POPULATIONS
K1 Pregnamcy
B2 Labor snd Delivery
B3 Nursmg Mothers
RAd  Pediainie Use
RS Cheriatric Lse
Rb Patients with Hepatic lmpairment
BT Fatienis with Renal Inspaimment
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Buck-IRB Screenshots — Scenario D4

Frequency and route of administration

Describe frequency and route of administration as dictated by the protocol. Clearly
identify how administration differs from approved labeling, as applicable.

Provide a brief description of the drug/biologic (e.g., drug class, mode of action).

Briefly describe drug

Does the drug/biologic have an Investigational New Drug (IND) number?

Yes

IRB approval cannot be granted until documentation of the IND (or exemption) has been provided

Explain how the use of the drug/biologic in this research meets one of the FDA exemptions from
the requirements for an IND or provide documentation of exemption from FDA (i.e., letter
indicating an IND is not required).

If an FDA letter confirming IND exemption is not available, explain how the use
of the drug meets the IND exemption criteria. For most studies, the rationale for
IND exemption should address the following:

Risk Assessment

e Specify how the use of the drug in the study differs from the approved labeling. Specifically,
consider:
o Indication(s) for use
Patient population
Route of administration
Dose
Combination with another drug product
o Modification of the drug product
e Provide evidence that the proposed off-label use in this investigation does not significantly
increase the risks (or decrease the acceptability of the risks) associated with the use of the drug
product. Consider, at a minimum:
o Potential for increased frequency/severity of side effects
o Impacts on drug effectiveness (e.g., if administered at a lower dose)
o Whether the off-label use is considered standard of care for the study population
o Availability of other therapies/treatments for the study population
As much as possible, provide/refer to literature supporting your risk assessment of off-label use.

o O O O

Attestation of additional exemption criteria

e Confirm that the product is lawfully marketed in the United States as a drug. (This should be
clear from the FDA-approved labeling provided above.)

e Confirm that the investigation will not be reported to FDA or otherwise used to support
approval of a new indication, a change in labeling, or a change in advertising.

e Confirm that study materials, including the consent form, will not promote the drug as safe or
effective for the purposes for which it is under investigation.
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Study phase

Phase I

Phase II

Phase III

Phase IV (post marketing)

Other

Provide the proposed rationale for choice of this agent in the research (compared to other drugs
that could have been used).

Explain why the drug is being used in this research, noting how it differs from on
label use.

Summarize the potential side effects (including serious warnings and more common side effects).

Provide a snapshot of the most commmon side effects, with particular attention to
how the off-label use increases the risks (or decreases the acceptability of the
risks) associated with use of the drug.

Side effects may be grouped into general categories (e.g., "'mild to moderate
short-term GI side effects”), as opposed to listing individual symptoms. Do not
copy a comprehensive list of potential risks from the drug packaging.

Is preparation or repackaging of the supplied product necessary before administration or
dispensing?

Yes No

State who will perform these activities and where they will be performed.

Note: This question appears only when “Yes” is selected above.
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Buck-IRB Screenshots — Scenario D4

Drugs (Supplemental Questions)

Does the research involve the use of Botox, Xeomin, Dysport or any formulation containing
botulinum toxin at any dose?

Yes No Select Yes or No as

appropriate
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Alternatives to Participation

Other than choosing not to participate, are there any alternatives to participating in the research?

Yes No

List the specific alternatives to participation, including available procedures or treatments that may
be advantageous to the subject.
Alternatives to participating in a therapeutic study may include the following:

¢ Receiving different drug(s) or other treatment

e Receiving the drug(s) at a dose, frequency, and/or route of administration
determined by one’s physician (as opposed to the protocol)

e Enrolling in a different clinical trial

There may or may not be alternatives to participating in non-therapeutic studies.
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Risks, Harms & Discomforts

Describe all reasonably expected risks, harms, and/or discomforts that may apply to the
research. Discuss severity and likelihood of occurrence. As applicable, include potential risks to an
embryo or fetus if a woman is or may become pregnant.

General study risks go here. Do not duplicate risks of drugs listed elsewhere or
copy a comprehensive list of side effects from drug labeling.

Describe how risks, harms, and/or discomforts will be minimized.

Address mitigation of general study risks rather than individual side effects of
study drugs.
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Buck-IRB Screenshots — Scenario D5

Drug Scenario D5
Unapproved drug(s) administered as part of the study

Research Methods & Activities

Use the boxes provided below to provide information on all interventions and activities that are to be performed in
the research. Based on the selections chosen in the list of activities and components, completion of additional form
pages may be necessary to provide required information for IRB review.

Identify and describe all interventions and interactions that are to be performed solely for the
research study.

Describe use of unapproved drug(s) in research.

Check all research activities and/or components that apply.

Anesthesia (general or local) or sedation

Audio, video, digital, or image recordings

Bichazards (e.g., rDNA, infectious agents, select agents, toxins)
Biological sampling (other than blood)

Blood drawing

Coordinating center

Data repositories (future unspecified use, including research databases)
Data, not publicly available

Data, publicly available (e.g., census data, unrestricted data sets)
Deception

Devices

Diet, exercise, or sleep modifications

Drugs or biologics (including dietary supplements/ingredients)

Emergency research
Focus groups

Food supplements
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Buck-IRB Screenshots — Scenario D5
Gene transfer
Genetic testing
Internet or e-mail data collection
Magnetic resonance imaging (MRI)

Materials that may be considered sensitive, offensive, threatening, or
degrading

Non-invasive medical procedures (e.g., EKG, Doppler)
Observation of participants (including field notes)

Oral history (does not include dental or medical history)

Placebo <«

Select if applicable to
the research study

< J <

Pregnancy testing <

Program Protocol (Umbrella Protocol)

Radiation (e.g., CT or DEXA scans, X-rays, nuclear medicine procedures)

Randomization - Select if su_bjects will
be randomized

Record review (which may include PHI)
Specimen research
Stem cell research

Storage of biological materials (future unspecified use, including
repositories)

surgical procedures (including biopsies)
Surveys, questionnaires, or interviews (group)
sSurveys, questionnaires, or interviews (one-on-one)

Other (Specify)
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Drugs or Biologics

Select from the options below to request inclusion of drugs or biologics (e.g., vaccines, cellular products, blood- or
plasma-derived products) in the proposed research. Include only those drugs or biologics that are to be administered
as part of the research protocol (i.e., not those administered for routine care or evaluation). Enter as many drugs or
biologics as required for the research.

The College of Medicine Office of Research (COM/OR) provides assistance to investigators obtaining INDs for human
subjects research. A COM/OR representative will meet with investigators to review the FDA requirements of sponsor-
investigators. For assistance, contact the College of Medicine Office of Research at 614-292-2595.

For assistance with drug accountability and recordkeeping procedures, contact the OSUMC Department of Pharmacy at
614-293-8470. For more information on the requirements for conducting research involving investigational drugs or
biologics, see HRPP policy Research Involving Investigational Drugs.

FDA APPROVED PRODUCTS + ADD DRUG

You have listed no FDA Approved Products.

INVESTIGATIONAL DRUGS/BIOLOGICS OR

INVESTIGATIONAL /RESEARCH USE OF FDA APPROVED PRODUCT

You have listed no Investigational Products.

Add each non-legally marketed drug that will be administered for any

purpose in the study.
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Buck-IRB Screenshots — Scenario D5

Investigational Drugs/Biologics or Investigational/Research
Use of FDA Approved Product

Includes drugs or biologics that are not approved for this indication, route/dose, or study population.

Name of drug or biologic Name of drug(s)

: L . Generic name or active ingredients of
Generic name or active ingredient

drug(s)
Brand name, if applicable Brand name(s)
Manufacturer Manufacturer

The drug/biologic is (select one)

Investigational

Approved, but its use in this research is investigational

UPLOADED FILES

. Mo files have been uploaded.
Provide a copy of the

Investigator’s Brochure or
equivalent information if not

available.
Appears if "Investigational” is selected

Click Select Files to add files to this form.
For files greater than 20MB, please see instructions for large files.

Provide the most up-to-date
Investigator’s Brochure (IB) for the
investigational drug(s) used in the study.
See next page for an example of an IB.
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IB example (title page only)

) NOVARTIS

Oncology Global Drug Development

BYL719

Alpelisib

Investigator’s Brochure

Document type: Investigator's Brochure

Edition number: Edition 11, replacing Edition 10 dated 12-Jul-2017
Release date: 05-Jul-2018

Safety cut-off date: 13-May-2018

Property of Novartis
Confidential
May not be used, divulged, published or otherwise disclosed
without the consent of Novartis

IB Template version 3.0, 02-Dec-20186
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Frequency and route of administration

Describe frequency and route of administration

Provide a brief description of the drug/biologic (e.g., drug class, mode of action).

Briefly describe drug

Does the drug/biologic have an Investigational New Drug (IND) number?

Investigational New Drug #

Provide the IND# for the drug or combination of drugs.

Note: Documentation confirming the IND number must accompany the submission.
Acceptable forms of documentation are as follows:

e Preferred documentation: FDA IND Study May Proceed letter (see example
below).
o This document is required for clinical investigations initiated by Ohio State
investigators.
o The letter can be uploaded on the Other Files/Comments page of Buck-
IRB or in the “approved labeling” upload box above.
o Alternative documentation: IND number is identified on the protocol document.
This method is acceptable when the IND sponsor is external to Ohio State.
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Page 1 of IND Study May Proceed letter from the FDA (example)

Py

g

_/ DEPAETMENT OF HEALTH AND HUMAN SERVICES

o MEAL gy
f

s Food and Drug Administration
Silver Spring MD 20993

o [
I >

Principal Investigator

STUDY MAY PROCEED

Dear Dr. -

Please refer to vour Investigational New Drug Application (IND) submitted under section 505(1)
of the Federal Food. Drug, and Cosmetic Act (FDCA) for nivolumab.

We have completed our safety review of vour application and have concluded that vou may
proceed with yvour proposed treatment use for relapsed or refractory classical Hodgkin
Lymphoma.

ADIMTIONAT. IND RESPONSIBIT.ITIES

As sponsor of this IND. you are responsible for compliance with the FDCA

(21 U.S.C. §§ 301 et. seq.) as well as the implementing regulations [Title 21 of the Code of
Federal Regulations (CFR)]. A searchable version of these regulations 1s available at
http:'www.accessdata fda. goviscripts/cdrh/cfdocs/cfefr/CFRSearch.efm. Your responsibilities
mclude:

+  Reporting any unexpected fatal or life-threatening suspected adverse reactions to this
Division no later than 7 calendar days after initial receipt of the information
[21 CFR 312.32(c)(2)].

+  Submit 7-day reports electronically in eCTD format via the FDA Electronic Submissions
Gateway (ESG). To obtain an ESG account. see information at the end of this letter.

*  Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other
clinical, animal, or mn-vitro studies that suggest significant human risk, and (3) a clnically
important increase in the rate of a serious suspected adverse reaction to this Division and to all
investigators no later than 15 calendar days after determining that the information qualifies for
reporting [21 CFR 312.32(c)(1)]. Subnut 15-day reports to FDA electromically 1n eCTD format
via the ESG; and
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State who holds the IND (sponsor, investigator, other)

State who holds the IND

Describe the process for investigational drug accountability, storage, and recordkeeping to ensure
that the drug will be used according to the approved protocol, under the direction of approved
investigator(s).

Indicate if the OSUWMC Investigational Drug Service (IDS) will handle storage
and dispensing of the drug; if not, describe alternative arrangements, including
record keeping.

For an investigator-held IND, describe the process for assuring compliance with FDA regulations
pertaining to sponsors (e.g., recordkeeping, reporting).

This section should describe how serious adverse events are reported, to whom,
and the time frame in which it is done.
Reminder: Sponsor here refers to sponsor-investigator (i.e., the PI).

Summarize the potential side effects (including serious warnings and more common side effects).

Provide a snapshot of the most common side effects; these may be summarized
by grouping side effects into general categories (e.g., "mild to moderate short-
term GI side effects”), as opposed to listing individual symptoms. Do not copy a
comprehensive list of potential risks from the drug packaging.

Is preparation or repackaging of the supplied product necessary before administration or
dispensing?

Yes No

State who will perform these activities and where they will be performed.

Note: This question appears only when “Yes” is selected above.
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Drugs (Supplemental Questions)

Does the research involve the use of Botox, Xeomin, Dysport or any formulation containing
botulinum toxin at any dose?

Yes No Select Yes or No as

appropriate
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Alternatives to Participation

Other than choosing not to participate, are there any alternatives to participating in the research?

Yes No

List the specific alternatives to participation, including available procedures or treatments that may
be advantageous to the subject.
Alternatives to participating in a therapeutic study may include the following:

e Receiving different approved drug(s) or other treatment
e Enrolling in a different clinical trial

There may or may not be alternatives to participating in non-therapeutic studies.
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Risks, Harms & Discomforts

Describe all reasonably expected risks, harms, and/or discomforts that may apply to the
research. Discuss severity and likelihood of occurrence. As applicable, include potential risks to an
embryo or fetus if a woman is or may become pregnant.

General study risks go here. Do not duplicate risks of drugs listed elsewhere or
copy a comprehensive list of side effects from drug labeling.

Describe how risks, harms, and/or discomforts will be minimized.

Address mitigation of general study risks rather than individual side effects of
study drugs.
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