PREFACE
Remove this Preface before finalizing and distributing the clinical trial protocol.

This Clinical Trial Protocol Template is a suggested format for Phase 2 or 3 clinical trials supported by the
National Institutes of Health (NIH) that are being conducted under a Food and Drug Administration
(FDA) Investigational New Drug Application (IND) or Investigational Device Exemption (IDE).
Investigators for such trials are strongly encouraged to use this template when developing protocols for
NIH supported clinical trial(s). However, others may also find this template beneficial for other clinical
trials not named here.

This template is provided to aid the investigator in writing a comprehensive clinical trial protocol that
meets the standard outlined in the International Conference on Harmonisation (ICH) Guidance for
Industry, E6 Good Clinical Practice: Consolidated Guidance (ICH-E6). In order to facilitate review by NIH
and FDA, investigators should retain the sections in the order provided.

How To Use This Template
Throughout this template, the user will find three different types of text: instruction, explanatory and
example.

Instruction and explanatory text are indicated by italics and should either be replaced in your protocol
with appropriate, trial specific text or deleted. Footnotes to instructional text should also be deleted.

Example text is included to further aid in protocol writing and should either be modified to suit the drug
or device, design and conduct of the planned clinical trial or deleted. Example text is indicated in
[regular font]. Within example text, a need for insertion of specific information is notated by <angle
brackets>.

If this document is used to develop your clinical trial protocol, as noted above, instruction and
explanatory text must be deleted and example text must be removed or revised to suit your study.
Alternatively, an accompanying blank protocol template shell is provided and may be used. The blank
protocol template shell does not contain instruction, explanatory and example text. It only includes the
headers below which the writer can add protocol text for the specific study. The headers include styles
to generate a table of contents.

Version control is important to track protocol development, revisions and amendments, and to ensure
that the correct version of a protocol is used by all staff conducting the study. With each revision,
update the version number and date located on the bottom of each page. When making changes to an
approved and “final” protocol, it is recommended to maintain a summary of the changes.
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NIH: NIH Grants Policy Statement, Section 8.2 Availability of Research Results: Publications,
Intellectual Property Rights, and Sharing Research Resources
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<Title>

The title should be easy to remember, recognizable by administrative support staff, and sufficiently
different from other protocol titles to avoid confusion. Brevity with specificity is the goal.
Protocol Identifying Number: < Number>
Principal Investigator: < Principal investigator>
IND/IDE Sponsor: <Sponsor name, if applicable>

Do not include IND/IDE number

Sponsor means an individual or pharmaceutical or medical device company, governmental agency,
academic institution, private organization, or other organization who takes responsibility for and
initiates a clinical investigation.

Funded by: < NIH Institute & Center (IC)>
Draft or Version Number: v.<x.x>

<Day Month Year>

All versions should have a version number (v.0.x (for draft) or v.x.0 (for final); i.e., v0.1 for the first draft
and v.1.0 for the first final version) and a submission date. Use the international date format (day month
year) and write out the month (e.g., 23 June 2015).
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<Protocol Title> Version <x.x>

Protocol <#> <DD Month YYYY>

AE Adverse Event

ANCOVA | Analysis of Covariance

CFR Code of Federal Regulations

CIOMS Council for International Organizations of Medical Science

CLIA Clinical Laboratory Improvement Amendments

CMP Clinical Monitoring Plan

CMS Centers for Medicare and Medicaid Services

CRF Case Report Form

CRO Contract Research Organization

DCC Data Coordinating Center

DHHS Department of Health and Human Services

DSMB Data Safety Monitoring Board

eCRF Electronic Case Report Forms

FDA Food and Drug Administration

FDAAA Food and Drug Administration Amendments Act of 2007

FFR Federal Financial Report

GCP Good Clinical Practice

GLP Good Laboratory Practices

GMP Good Manufacturing Practices

GWAS Genome-Wide Association Studies

HIPAA Health Insurance Portability and Accountability Act

IB Investigator’s Brochure

ICH International Conference on Harmonisation

ICH E6 International Conference on Harmonisation Guidance for Industry, Good Clinical Practice:
Consolidated Guidance

ICMJE International Committee of Medical Journal Editors

IDE Investigational Device Exemption

IND Investigational New Drug Application

IRB Investigational Review Board

ISO International Organization for Standardization

LSMEANS | Least-squares Means

MedDRA | Medical Dictionary for Regulatory Activities

MOP Manual of Procedures

MSDS Material Safety Data Sheet

NIH National Institutes of Health

NIH IC NIH Institute & Center

OHRP Office for Human Research Protections

Pl Principal Investigator

QA Quality Assurance

QcC Quality Control

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SMC Safety Monitoring Committee

SOC System Organ Class

SOP Standard Operating Procedure

upP Unanticipated Problem

us United States
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<Protocol Title> Version <x.x>
Protocol <#> <DD Month YYYY>

STATEMENT OF COMPLIANCE

Provide a statement that the trial will be conducted in compliance with the protocol, ICH E6 and the
applicable regulatory requirements.

Example text provided as a guide, customize as needed:

(1) [The trial will be carried out in accordance with Good Clinical Practice (GCP) as required by the
following (use applicable regulations depending on study location and sponsor requirements;
examples follow):

* United States (US) Code of Federal Regulations (CFR) applicable to clinical studies (45 CFR
Part 46, 21 CFR Part 50, 21 CFR Part 56, 21 CFR Part 312, and/or 21 CFR Part 812)
* ICHE6

All key personnel (all individuals responsible for the design and conduct of this trial) have
completed Human Subjects Protection Training.]

OR

(2) [The trial will be conducted in accordance with the ICH E6, the Code of Federal Regulations on
the Protection of Human Subjects (45 CFR Part 46), and the <NIH IC> Terms of Award. The
Principal Investigator will assure that no deviation from, or changes to the protocol will take
place without prior agreement from the sponsor and documented approval from the
Institutional Review Board (IRB), except where necessary to eliminate an immediate hazard(s) to
the trial participants. All personnel involved in the conduct of this study have completed Human
Subjects Protection Training.]

| agree to ensure that all staff members involved in the conduct of this study are informed about their
obligations in meeting the above commitments.

Principal Investigator:

Print/Type Name

Signed: Date:
Signature

NIH-FDA Clinical Trial Protocol Template —v0.1 20160205 Vi



<Protocol Title>
Protocol <#>

Version <x.x>
<DD Month YYYY>

PROTOCOL SUMMARY

Title:
Précis:

Objectives:

Endpoint

Population:

Phase:
Number of Sites

enrolling participants:

Description of Study
Agent :

Study Duration:

Participant Duration:

<Full title>

Provide a brief overview of the study design, including sample size, study
groups, schedule of interventions, schedule for specimen or data collection,
and analyses to be performed.

The précis should be only a few sentences in length. A detailed schematic
describing all visits and assessments (schedule of events) should be
included in the Schematic of Study Design.

Insert objectives that are the same as the objectives contained in the body
of the protocol. Include the primary objective and important secondary
objectives.

<Primary Objective:

Important Secondary Objectives: >

Insert endpoints that are the same as the endpoints contained in the body
of the protocol. Include the primary endpoint and important secondary
endpoints.

<Primary Endpoint:

Important Secondary Endpoints: >

Specify sample size, gender, age, demographic group, general health
status, geographic location.

<2or3>

Insert a list of participating sites. If greater than 3 sites, indicate number
(quantity) of sites only and refer to Section 1, Key Roles for a complete list
of participating sites.

Describe the agent/intervention. If agent/intervention is a drug or biologic,
include dose and route of administration. For other agents (e.g., device),
provide brief description.

Estimated time (in months) from when the study opens to enrollment until
completion of data analyses.

Time (in months) it will take for each individual participant to complete all
participant visits

NIH-FDA Clinical Trial Protocol Template —v0.1 20160205 vii



<Protocol Title> Version <x.x>
Protocol <#> <DD Month YYYY>

SCHEMATIC OF STUDY DESIGN

This section should include a diagram that provides a quick “snapshot” of the study and ideally be limited
to 1 page. Below are examples of schematics that show the level of detail needed to convey an overview
of study design. Depending on the nature of your study, one example may be more appropriate than
another. Regardless, the examples included here are intended to guide the development of a schematic
that is appropriate to the planned study design and will need to be customized for the protocol. If you
utilize Example 1, complete the tables with study-specific information and adapt the table(s) to illustrate
your study design. If you utilize Example 2, 3, or 4, revise with study-specific information and adapt the
diagram to illustrate your study design (e.g., changing method of assignment to study group, adding
study arms, visits, etc.). The time point(s) indicated in the schematic should correspond to the time
point(s) in Section 7.3, Study Schedule, e.g., Visit 1, Day O; Visit 2, Day 30 * 7, etc.

Example #1 provided as a guide, customize as needed: Table format (e.g., dose escalation)

Cohort A ARM 1 Sample Size Intervention 1

Cohort A ARM 2 Sample Size Intervention 2

Include instructions for progressing to next phase (if applicable):

Interim Analysis

Cohort B ARM 1 Sample Size Intervention 1

Cohort B ARM 2 Sample Size Intervention 2

NIH-FDA Clinical Trial Protocol Template —v0.1 20160205 viii



<Protocol Title> Version <x.x>
Protocol <#> <DD Month YYYY>

Example #2 provided as a guide, customize as needed: Flow diagram (e.g., randomized controlled trial)
Prior to

Total N: Obtain informed consent. Screen potential subjects by inclusion and exclusion
Enrollment criteria; obtain history, document.

Randomize

Arm 1
N subjects

Arm 2
N subjects

Perform baseline assessments.

. . <list specimens to be collected, examinations or imaging or laboratory assays to be
V_ISIt 1 . performed, questionnaires to be completed OR refer to Section 7.3.7, Schedule of
Time Point Events Table>

Administer initial study intervention.
Visit 2 Repeat study intervention (if applicable).
Time Point

4

Visit 3 Follow-up assessments of study endpoints and safety
<list specimens to be collected, examinations or imaging or laboratory assays to be

Time Point performed, questionnaires to be completed OR refer to Section 7.3.7, Schedule of
Events Table>

Visit 4 Follow-up assessments of study endpoints and safety

Time Point <list specimens to be collected, examinations or imaging or laboratory assays to be

performed, questionnaires to be completed OR refer to Section 7.3.7, Schedule of

Events Table>

Visit X

Time Point Final Assessments

<list analyses to be performed OR
refer to Section 7.3.7, Schedule of
Events Table>
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Example #3 provided as a guide, customize as needed: Process diagram (e.g., randomized controlled
trial)

\Week/Day (Insert time) Nl

eTotal n=x

*Obtain informed consent

eScreen potential subjects by inclusion and exclusion criteria
*Obtain history, document

WS GRS =) ) Randomization

eTreatment Group 1 (n=y)
ePlacebo (n=z)

WEEGBEVAIE e S f Baseline assessments/ Study Intervention

e<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires
to be completed OR refer to Section 7.3.7, Schedule of Events Table>

e Administer initial study intervention

WEEGBEVAE S a =k Follow-up assessments of study endpoints and safety

e<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires
to be completed OR refer to Section 7.3.7, Schedule of Events Table>

WEEGBEVAE = E Follow-up assessments of study endpoints and safety

e<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires
to be completed OR refer to Section 7.3.7, Schedule of Events Table>

WS BEVAE R g F End of Study Assessments

e<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires
to be completed OR refer to Section 7.3.7, Schedule of Events Table>

W BEVE e F Follow-up Telephone Call
e<List questionnaires to be completed OR refer to Section 7.3.7, Schedule of Events Table>
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Example #4 provided as a guide, customize as needed: Timeline diagram (e.g., randomized controlled

trial)
Week -2 to -1 Screening
Study Drug N=
Day -1 Randomization
Placebo N=
Week 1 Titration
# in-clinic visits
Weeks 2 - 25 Maintenance and
# telephone
contacts
Week 26 Dose Taper
Week 27 End of Study Assessments (EOS)
Week 28-29 Follow-up Phone Call
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1 KEY ROLES

Provide a list of persons, companies, and/or groups serving in key roles in the conduct or oversight of the
trial. This should include the sponsor’s medical expert for the trial (medical monitor), investigator
responsible for conducting the trial (principal investigator (Pl)), qualified clinician responsible for the
site’s clinical decisions (site investigator), and any clinical laboratory(ies) or other institutions involved in
the trial. Other key roles may include the NIH point of contact (program director or officer), regulatory
specialist, biostatistician, data coordinating center (DCC), data management center, data manager, or
industry partner.

Include the following information for each individual:

Name, degree, title
Institution Name
Address

Phone Number
Email

<Insert text>

2 INTRODUCTION: BACKGROUND INFORMATION AND SCIENTIFIC RATIONALE

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include relevant background information and scientific rationale for the
clinical trial.

2.1 BACKGROUND INFORMATION
Include:

e The name and description of the study agent (i.e., intervention/investigational products(s))

e A summary of findings from nonclinical in vitro or in vivo studies that have potential clinical
significance

e A summary of relevant clinical research

e Discussion of important literature and data that are relevant to the trial and that provide
background for the trial (reference citations should be listed in Section 17, Literature
References)

e Applicable clinical, epidemiological, or public health background or context of the study

e Importance of the study and any relevant treatment issues or controversies

<Insert text>
2.2 RATIONALE

State the problem or question under study (e.g., describe the disease and current limitations of
knowledge or therapy). Include a statement of the hypothesis. Include a justification for the route of
administration, dosage, dosing regimen of the study agent, intervention periods, and selection of study
population. Describe the rationale for the type and selection of control (e.g. placebo, no treatment,
active drug, dose-response, historical). Discuss known or potential problems associated with the control
group chosen in light of the specific disease and therapies being studied.
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<Insert text>
2.3 POTENTIAL RISKS AND BENEFITS

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include a discussion of known risks and benefits, if any, to human
participants.

| 2.3.1 KNOWN POTENTIAL RISKS
Include a discussion of known potential risks from either clinical or nonclinical studies. If a package insert
from a licensed or approved product is available, it should be used as the primary source of risk
information. If the product is investigational, the Investigator’s Brochure (IB) should be the primary
source of the risk information. In addition, relevant published literature can also provide relevant risk
information. If the risk profile cannot be described from the package insert or the IB, the risk information
discussion will result from published literature and should be included and referenced appropriately.

Describe in detail any physical, psychological, social, legal, economic, or any other risks to participants by
virtue of participation in the study that the Pl foresees, addressing each of the following:

e Immediate risks

e Long-range risks

* Rationale for the necessity of exposing human participants to such risks

e Why the value of the information to be gained outweighs the risks involved

o Ifrisk is related to proposed procedures included in protocol, any alternative procedures that
have been considered and explanation on why alternative procedures not included

<Insert text>

| 2.3.2 KNOWN POTENTIAL BENEFITS
Include a discussion of known potential benefits from either clinical or nonclinical studies. If a package
insert from a licensed or approved product is available, it should be used as the primary source of
potential benefit information. If the product is investigational, the IB should be the primary source of the
potential benefit information. In addition, relevant published literature can also provide potential
relevant benefit information. If the potential benefit cannot be described from the package insert or the
IB, the potential benefit information discussion will result from published literature and should be
included and referenced appropriately.

Describe in detail any physical, psychological, social, legal, economic, or any other potential benefits to
participants by virtue of participation in the study that the Pl foresees, addressing each of the following:

* Immediate potential benefits

e long-range potential benefits

Note: Payment to participants, whether as an inducement to participate or as compensation for pain and
inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a
benefit.
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<Insert text>
3 OBJECTIVES AND PURPOSE

Provide a detailed description of the primary objective and any secondary objectives of the study. An
objective is the reason for performing the study in terms of the scientific question to be answered. The
primary objective is the main question. This objective generally drives statistical planning for the trial
(e.g., calculation of the sample size to provide the appropriate power for statistical testing). Secondary
objectives are goals that will provide further information on the use of the intervention.

Express each objective as a statement of purpose (e.g., to assess, to determine, to compare, to evaluate)
and include the general purpose (e.g., feasibility, acceptability, efficacy, effectiveness, safety) and/or
specific purpose (e.g., dose-response, superiority to placebo, effect of an intervention on disease
incidence, disease severity, or health behavior).

<Insert text>

4 STUDY DESIGN AND ENDPOINTS

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include a description of the study design and endpoints.
4.1 DESCRIPTION OF THE STUDY DESIGN

The scientific integrity of the trial and the credibility of the data from the trial depend substantially on
the trial design. A description of the trial design should be consistent with the Protocol Summary and
include:

* Adescription of the type/design of trial to be conducted (e.g., placebo-controlled, double-
blinded, parallel design, open-label, dose escalation, dose-ranging)

*  Phase of the trial

e The number of study groups/arms

*  Single or multi-center

*  Name of study agent/intervention(s)

* Changes in scheduling, such as dose escalations

*  Any stratifications.

<Insert text>
4.2 STUDY ENDPOINTS

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include the methods for assessing how the study objectives are met. A
study endpoint utilizes a specific measurement or observation to assess the effect of the study variable
(study agent). Study endpoints should be prioritized and should correspond to the study objectives and
hypotheses being tested. Give succinct but precise definitions of the study endpoints used to address the
study’s primary objective and secondary objectives (e.g., specific laboratory tests that define safety or
efficacy, clinical assessments of disease status, assessments of psychological characteristics, behaviors or
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health outcomes). Include the study visits or time points at which data will be recorded or samples will
be obtained.

|4.2.1 PRIMARY ENDPOINT
The primary endpoint used to determine primary efficacy should be clearly specified. Although the critical
efficacy measurements may seem obvious, the protocol should clearly articulate how the selected
primary endpoint(s) is linked to achieving the primary objective. This section should include an
explanation of why primary endpoint(s) was chosen and its importance and role in the analysis and
interpretation of study results. Generally, there should be just one primary endpoint that will provide a
clinically relevant, valid, and reliable measure of the primary objective. Additional primary endpoints
may require an adjustment to the sample size calculations and p-value threshold.

<Insert text>

| 4.2.2 SECONDARY ENDPOINTS
Secondary endpoints should be clearly specified and may include, for example, endpoints related to
efficacy, safety, or both. The protocol should clearly articulate how the selected secondary endpoints are
linked to either adding more information about the primary objective or addressing secondary objectives.
This section should include an explanation of why secondary endpoints were chosen and their
importance and role in the analysis and interpretation of study results.

<Insert text>

4.2.3 EXPLORATORY ENDPOINTS
Exploratory endpoints should be specified.

<Insert text>

5 STUDY ENROLLMENT AND WITHDRAWAL

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include a description of the study population, participant recruitment,
and issues related to participant withdrawal. The study population should be appropriate for the stage of
the study and the development stage of the study agent.

Use the following guidelines when developing participant eligibility criteria to be listed in Sections 5.1
Participant Inclusion Criteria and 5.2 Participant Exclusion Criteria:

e The eligibility criteria should provide a definition of participant characteristics required for study
entry/enrollment.

e [f participants require screening, distinguish between screening participants vs enrolling
participants. Determine if screening procedures will be performed under a separate screening
consent form.

e The risks of the intervention should be considered in the development of the inclusion/exclusion
criteria so that risk is minimized.

e The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do not
state age >18 years old as an inclusion criterion and age <18 years old as an exclusion criterion).

e |dentify specific laboratory tests or clinical characteristics that will be used as criteria for
enrollment or exclusion.
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e [freproductive status (i.e., pregnancy, lactation, reproductive potential) is an eligibility criterion,
provide specific contraception requirements (e.qg., licensed hormonal or barrier methods).

5.1 PARTICIPANT INCLUSION CRITERIA

Provide a statement that individuals must meet all of the inclusion criteria in order to be eligible to
participate in the study and then list each criterion. Women and members of minority groups and their
subpopulations must be included in accordance with the NIH Policy on Inclusion of Women and
Minorities as Participants In Research Involving Human Subjects.

Some criteria to consider for inclusion are: provision of appropriate consent and assent, willingness and
ability to participate in study procedures, age range, health status, diagnosis or symptoms, background
medical treatment, laboratory ranges, and use of appropriate contraception. Additional criteria should
be included as appropriate for the study design and risk.

Example text provided as a guide, customize as needed:

[In order to be eligible to participate in this study, an individual must meet all of the following criteria:

e Provision of signed and dated informed consent form

e Stated willingness to comply with all study procedures and availability for the duration of the
study

e Male or female, aged <specify range>

e In good general health as evidenced by medical history or Diagnosed with <specify
condition/disease> or Exhibiting <specify clinical signs or symptoms or physical/oral examination
findings>

o <Specify laboratory test> results between <specify range>

e Ability to take oral medication and be willing to adhere to the medication regimen

e For females of reproductive potential: use of highly effective contraception

e For males of reproductive potential: use of condoms]

<Insert text>
5.2 PARTICIPANT EXCLUSION CRITERIA

Provide a statement that all individuals meeting any of the exclusion criteria at baseline will be excluded
from study participation and then list each criterion. If women and minorities are excluded, provide a
clear and compelling rationale and justification to establish to the satisfaction of the relevant
Institute/Center Director that inclusion is inappropriate with respect to the health of the subjects or the
purpose of the research. Limited English proficiency cannot be an exclusion criterion.

Some criteria to consider for exclusion are: pre-existing conditions or concurrent diagnoses, concomitant
use of other medication(s) or devices, known allergies, other factors that would cause harm or increased
risk to the participant or close contacts, or preclude the participant’s full adherence with or completion of
the study. Additional criteria should be included as appropriate for the study design and risk.

Example text provided as a guide, customize as needed:

[An individual who meets any of the following criteria will be excluded from participation in this study:
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e < Specify any condition(s) or diagnosis, both physical or psychological, or physical exam finding
that precludes participation>

e < Specify use of disallowed concomitant medications>

e Presence of <specific devices (e.g., cardiac pacemaker)>

e Febrile illness within <specify time frame>

e Pregnancy or lactation

e Known allergic reactions to components of the study agent

e Treatment with another investigational drug or other intervention within <specify time frame>

e Current tobacco or tobacco use within <specify timeframe>

e Household contacts who are immunocompromised]

<Insert text>
5.3 STRATEGIES FOR RECRUITMENT AND RETENTION

Identify strategies for participant recruitment and retention. Specify approach(es) for conforming with
NIH Policy on Inclusion of Women and Minorities as Participants In Research Involving Human Subjects.
Include numbers of women and minorities expected to be recruited, or provide justification if women
and/or minorities will not be recruited.

If appropriate, include justification for inclusion of vulnerable participants and recruitment strategy.
Vulnerable participants include those who lack consent capacity, including the mentally ill, prisoners,
cognitively impaired participants, pregnant women, children, and employee volunteers. Include
safeguards for protecting vulnerable populations. Please refer to the Office for Human Research
Protections (OHRP) guidelines when choosing the study population. Note that these regulations apply if
any participants are members of the designated population even if it is not the target population (for
example, if a participant becomes a prisoner during the study).

If participants will be compensated or provided any incentives (e.g. vouchers, iPads) for study
participation, describe amount, form and timing of any such compensation in relation to study activities
(include financial and non-financial incentives). Describe who will receive incentives (if not the
participant). For example, if minors, state whether the minor or the parent/guardian will receive the
incentive. If incapacitated adult, state if payment will be provided to the participant or to a guardian.

If the study requires long-term participant participation, describe procedures that will be used to
enhance participant retention (e.g., multiple methods for contacting participants, visit reminders,
incentives for visit attendance).

In addition, consider inclusion of the following information:

e Target sample size; identify anticipated number to be screened in order to reach the target
enrollment (should be consistent with information contained in Section 10.5, Sample Size)

e Anticipated accrual rate

e Number of sites and participants to be enrolled from U.S. and outside U.S.

e Source of participants (e.g., inpatient hospital setting, outpatient clinics, student health service,
or general public)

e Recruitment venues

e How potential participants will be identified and approached

e Types of advertisements planned (e.g. national newspaper, local flyers; specific names are not
needed)
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<Insert text>
5.4 PARTICIPANT WITHDRAWAL OR TERMINATION

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

Participants may withdraw voluntarily from the study or the Pl may terminate a participant from the
study.

5.4.1 REASONS FOR WITHDRAWAL OR TERMINATION

Provide a list of reasons participation may be terminated. It may be appropriate to provide distinct
discontinuation criteria for participants and cohorts. If so, both sets of criteria should be listed separately
and the distinction between the two must be stated clearly. Also note that participants may withdraw
voluntarily from the study at any time.

Example text provided as a guide, customize as needed:

[Participants are free to withdraw from participation in the study at any time upon request.
An investigator may terminate participation in the study if:

e Any clinical adverse event (AE), laboratory abnormality, or other medical condition or situation
occurs such that continued participation in the study would not be in the best interest of the
participant

e The participant meets an exclusion criterion (either newly developed or not previously
recognized) that precludes further study participation.]

<Insert text>

| 5.4.2 HANDLING OF PARTICIPANT WITHDRAWALS OR TERMINATION
Describe efforts that will be made to continue follow-up of withdrawn or terminated participants or
participants who discontinue study agent but remain in the study for follow-up, especially for safety and
efficacy study endpoints (if applicable). Every effort must be made to undertake protocol-specified safety
follow-up procedures to capture AEs, serious adverse events (SAEs), and unanticipated problems (UPs).
In studies of implantable devices, a discussion should be included of any pertinent information that will
be provided to withdrawn or terminated patients (e.g., how to replace batteries, how to obtain
replacement parts, who to contact).

This section should include a discussion of replacement of participants who withdraw or discontinue
early, if replacement is allowed. This section should not include a discussion of how these participants
will be handled in the analysis of study data. This should be captured in the Section 10, Statistical
Considerations.

<Insert text>

5.5 PREMATURE TERMINATION OR SUSPENSION OF STUDY

List possible reasons for termination or temporary suspension of the study (e.g., study closure based on
PI decision or sponsor/funder decision). For any study that is prematurely terminated or temporarily

suspended, the Pl will promptly inform the IRB and sponsor and provide the reason(s) for the termination
or temporary suspension. State what criteria or review will be done to determine if study can resume.
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Example text provided as a guide, customize as needed:

[This study may be temporarily suspended or prematurely terminated if there is sufficient reasonable
cause. Written notification, documenting the reason for study suspension or termination, will be
provided by the suspending or terminating party to <investigator, funding agency, the IND/IDE sponsor
and regulatory authorities>. If the study is prematurely terminated or suspended, the Pl will promptly
inform the IRB and will provide the reason(s) for the termination or suspension.

Circumstances that may warrant termination or suspension include, but are not limited to:

e Determination of unexpected, significant, or unacceptable risk to participants
e Demonstration of efficacy that would warrant stopping

e Insufficient compliance to protocol requirements

e Data that are not sufficiently complete and/or evaluable

e Determination of futility

Study may resume once concerns about safety, protocol compliance, data quality are addressed and
satisfy the sponsor, IRB and/or FDA.]

<Insert text>

6 STUDY AGENT

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should describe the study agent that is being tested for safety and
effectiveness in the clinical investigation, and any control product being used in the clinical investigation.
The study agent may be a drug (including a biological product), imaging agent, or device subject to
regulation under the Federal Food, Drug, and Cosmetic Act that is intended for administration to humans
and that has been or has not yet been approved by the FDA. Note: This also includes a product with a
marketing authorization when used or assembled (formulated or packaged) in a way different from the
approved form, when used for an unapproved indication or when used to gain further information about
an approved use.

Note: If multiple study agents are to be evaluated in the trial, Section 6.1 Study Agent(s) and Control
Description should clearly differentiate between each product. Address placebo or control product within
each part of Section 6.1. If the control product is handled differently than the study agent, be sure to
state how they are each handled separately. If the control product is handled the same as the study
agent, state as such. In addition, all sections may not be relevant for the trial. If not relevant, note as
not applicable in that section.

6.1 STUDY AGENT(S) AND CONTROL DESCRIPTION

No text is to be entered in this section; rather it should be included under the relevant subheadings
below. However, if study is IND exempt or IDE is waived, provide justification here.

The following subsections should include a description of the study agent and control product. Product
information can usually be obtained from:
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e B for investigational drug or biologic

e Package insert for a licensed or approved drug or biologic

e Proposed labeling and/or material safety data sheet (MSDS) for investigational device
e Final labeling for a marketed device.

|6.1.1 ACQUISITION
Describe how the study agent and control product will be acquired and shipped to the investigator (e.g.,
a study agent may be supplied by the manufacturer or IND/IDE sponsor, an approved product may be
acquired from the hospital pharmacy).

<Insert text>

| 6.1.2 FORMULATION, APPEARANCE, PACKAGING, AND LABELING
Describe the formulation, appearance, packaging, and labeling of the study agent and control product as
supplied. Information in this section can usually be obtained from the IB or the package insert. The
package insert may be attached as an appendix to the protocol. This section should include the name of
the manufacturer of the study agent and control product. Also, discuss availability of product (e.g.,
investigational or commercially marketed) and if the product proposed is available for human use in the
form, route, dose planned in this trial or if product must be formulated to meet the trial plan.

<Insert text>

| 6.1.3 PRODUCT STORAGE AND STABILITY
Describe study agent’s and control product’s storage needs. Include storage requirements and stability
(e.qg., temperature, humidity, security, and container). Provide additional information regarding stability
and expiration time for studies in which multidose vials are utilized (i.e., the seal is broken).

<Insert text>

| 6.1.4 PREPARATION
Describe the preparation of study agent and control product, including what preparation is required by
study staff and/or study participant. Include thawing, diluting, mixing, and reconstitution/preparation
instructions, as appropriate. Detailed information may be provided in a separate document such as a
Manual of Procedures (MOP) or standard operating procedure (SOP).

<Insert text>

| 6.1.5 DOSING AND ADMINISTRATION
Describe the procedures for selecting each subject's dose of study agent and control product. The timing
of dosing (e.g., time of day, interval) and the relation of dosing to meals should be described. Any specific
instructions to study participants about when or how to take the dose(s) should be described. Include any
specific instructions or safety precautions for administration of the study agent. Discuss the maximum
hold time once thawed/mixed, if appropriate, before administration.

<Insert text>

| 6.1.6 ROUTE OF ADMINISTRATION
Describe the planned route of administration (e.g., oral, nasal, intramuscular).

<Insert text>

|6.1.7 STARTING DOSE AND DOSE ESCALATION SCHEDULE
State the starting level of the study agent and control product.
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If applicable, describe the dose escalation scheme and treatment regimen (using exact dose, rather than
percentages). State any minimum period required before a participant’s dose might be raised to the next
higher dose or dose range.

<Insert text>

| 6.1.8 DOSE ADJUSTMENTS/MODIFICATIONS/DELAYS

If applicable, the protocol should state the conditions under which a dose change will be made, particularly
in regard to failure to respond or to toxic or untoward changes in stipulated indicators (e.g., white blood
cell count in cancer chemotherapy). Address dose modifications for specific abnormal laboratory values
of concern or other AEs that are known to be associated with the planned study agent. The protocol must
state explicitly the dose-limiting effects that are anticipated. Provide criteria that will be used to determine
dose escalations. If a participant is responding positively to treatment, the protocol should specify whether
treatment would progress to still higher doses. If appropriate, provide a dose de-escalation schema with
treatment modifications. Do not restate reasons for withdrawal of participants. Cross-reference relevant
sections, as appropriate.

<Insert text>

6.1.9 DURATION OF THERAPY

Discuss the duration of therapy for each active phase and what duration is the minimum necessary for an
“evaluable” participant (should be consistent with Section 10, Statistical Considerations and/or
Statistical Analysis Plan (SAP)).

<Insert text>

| 6.1.10 TRACKING OF DOSE
Discuss what procedures will be in place to monitor dosing and adherence for each participant.

<Insert text>

| 6.1.11 DEVICE SPECIFIC CONSIDERATIONS
If conducting a study with a device, the following information should be included, otherwise note as not-
applicable:

* Deuvice size(s)

*  Device model(s)

* Deuvice settings and programming (if applicable)
* Duration of implant or exposure (if applicable)

*  Frequency of exposure (if applicable)

<Insert text>
6.2 STUDY AGENT ACCOUNTABILITY PROCEDURES

Describe plans for how and by whom the study agent(s) will be distributed including participation of a
drug repository or pharmacy, frequency of product distribution, amount of product shipped,
documentation of adequate and safe handling, and plans for return of unused product.

<Insert text>
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7 STUDY PROCEDURES AND SCHEDULE

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

The following subsections should include a description of study procedures and outline the schedule of
visits and procedures to be performed at each visit.

Allowable windows should be stated for all visits. The schedule must include clinic visits and all contacts,
e.g., telephone contacts. To determine the appropriate windows, consider feasibility and relevance of
the time point to study endpoints (e.g., pharmacokinetic (PK) studies may allow little or no variation,
with required time points measured in minutes or hours, whereas a 6-month follow-up visit might have a
window of several weeks). Further details should be provided in the MOP.

7.1 STUDY PROCEDURES/EVALUATIONS

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

In the following subsections, describe procedures for collection of all study data including clinical
observations, laboratory results, biospecimens, images, questionnaire responses.

| 7.1.1 STUDY SPECIFIC PROCEDURES
All procedures listed here should be specific to the study and not part of standard clinical care.

List and describe all study procedures and evaluations to be done as part of the study. Possible content
includes:

o Medical history (describe what is included for history, e.g., time-frame considerations, whether
history will be obtained by interview or from medical records)

e Medication history (e.g., describe if a complete medication history is needed, or if only
medications currently taken should be included; prescription and over-the-counter medications).
Assessment of eligibility should include a review of permitted and prohibited medications.

e Physical examination (list the vital signs [including height and weight] and organ systems to be
assessed. Address details in the MOP.); if appropriate, discuss what constitutes a targeted
physical examination and at what visits it may occur.

e Radiographic or other imaging assessments. State the specific imaging required and, as
appropriate, provide description of what is entailed to perform the specialized imaging. Details
describing how to perform the imaging in a standard fashion may be described in a separate
document such as a MOP or SOP.

e Biological specimen collection and laboratory evaluations. If biological specimen and laboratory
procedures require further detail, they may be described in Section 7.2 Laboratory
Procedures/Evaluations below, or in a separate document such as a MOP or SOP. At minimum,
the biological specimens and purpose should be listed.

e Adiscussion of If the results of any study specific procedures (e.g., radiographic or other imaging
or laboratory evaluations) will be provided to participant.

e Counseling procedures

e Assessment of study agent adherence

e Administration of questionnaires or other instruments for patient-reported outcomes, such as a
daily diary.

NIH-FDA Clinical Trial Protocol Template —v0.1 20160205 11



<Protocol Title> Version <x.x>
Protocol <#> <DD Month YYYY>

<Insert text>

7.1.2 STANDARD OF CARE STUDY PROCEDURES
Describe and summarize all procedures completed during the study as part of regular standard of clinical
care.

<Insert text>
7.2 LABORATORY PROCEDURES/EVALUATIONS

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

Include content in this section if it is not already included in Section 7.1 Study Procedures/Evaluations,
otherwise note as not-applicable. This section header may be modified to describe other
procedures/evaluations such as Imaging Procedures/Evaluations or Surgical Procedures.

7.2.1 CLINICAL LABORATORY EVALUATIONS

List all laboratory evaluations to be done as part of the study (e.g., hematology, clinical chemistry,
urinalysis, pregnancy testing). Differentiate screening laboratory test(s) from those taken after
enrollment. Include specific test components and estimated volume and type of specimens needed for
each test. Specify laboratory methods to provide for appropriate longitudinal and cross-sectional
comparison (e.g., use of consistent laboratory method throughout study, use of single, central laboratory
for multi-site studies). If more than one laboratory will be used, specify which evaluations will be done by
each laboratory. In addition, compliance with Clinical Laboratory Improvement Amendments (CLIA) of
1988 should be addressed. If such compliance is not required, a brief discussion should be included
explaining why this is the case.

Examples include:

* Hematology: hemoglobin, hematocrit, white blood cells (WBC) with differential count, platelet
count.

*  Biochemistry: creatinine, total bilirubin, alanine aminotransferase (ALT), aspartate
aminotransferase (AST).

* Urinalysis: dipstick urinalysis, including protein, hemoglobin and glucose; if dipstick is abnormal,
complete urinalysis with microscopic evaluation is required.

*  Pregnancy test, usually to be done within 24 hours prior to study intervention and results must
be available prior to administration of study product.

<Insert text>

7.2.2 OTHER ASSAYS OR PROCEDURES

List special assays or procedures required to determine study eligibility or assess the effect of the
intervention (e.g., immunology assays, pharmacokinetic studies, images, flow cytometry assays,
microarray, DNA sequencing). For research laboratory assays, include specific assays, estimated volume
and type of specimen needed for each test. For procedures, provide special instructions or precautions or
refer to the study’s MOP. If more than one laboratory will be used, specify which assays will be done by
each laboratory.

<Insert text>

|7.2.3 SPECIMEN PREPARATION, HANDLING, AND STORAGE
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Special instructions for the preparation, handling, and storage of specimens should be explained clearly
in this section (or refer to the study’s MOP), including specific time requirements for processing, required
temperatures, aliquots of specimens, where they will be stored, and how they will be labeled.

<Insert text>

17.2.4 SPECIMEN SHIPMENT
State the frequency with which specimens are to be shipped and to what address. Include contact
information for laboratory personnel. Include days and times shipments are allowed, and any labeling
requirements for specimen shipping. Also, include any special instructions such as dry ice or wet ice or
the completion of a specimen-tracking log (or refer to the study’s MOP).
<Insert text>

7.3 STUDY SCHEDULE

No text is to be entered in this section; rather it should be included under the relevant subheadings
below.

This section should include a description of those procedures/evaluations planned throughout the study.
Consideration should be given to the level of detail included in the protocol versus the MOP, noting that
any changes to the protocol require a protocol amendment or will need to follow the plan outlined in
Section 14.3, Protocol Deviations.

7.3.1 SCREENING

Include a description of only those procedures/evaluations necessary to assess whether a participant
meets eligibility criteria. Discuss the sequence of events that should occur during screening and the
decision points regarding eligibility. List the time frame prior to enrollment within which screening
procedures/ evaluations must be performed (e.g., within 28 days prior to enrollment).

If a separate screening protocol is developed, describe how the screening protocol will be used to identify
participants for this study.

If an individual’s medical chart or results of diagnostic tests performed as part of an individual’s regular
medical care are going to be used for screening, written informed consent must be obtained prior to
review of that information and in accordance with Health Insurance Portability and Accountability Act
(HIPAA), as applicable.

The procedures/evaluations to be done may be listed individually in this section, or alternatively, refer to
Section 7.3.7, Schedule of Events.

Example text provided as a guide, customize as needed:
[Screening Visit (Day -X to -Y) <include a window that is appropriate for the study>

e Obtain informed consent of potential participant verified by signature on written informed
consent for screening form.

e Review medical history to determine eligibility based on inclusion/exclusion criteria.

e Review medications history to determine eligibility based on inclusion/exclusion criteria.

e Perform medical examinations needed to determine eligibility based on inclusion/exclusion
criteria.

e Collect blood/urine for <specify tests>.

e Schedule study visits for participants who are eligible and available for the duration of the study.
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e Provide participants with <specify instructions needed to prepare for first study visit>.]

<Insert text>

7.3.2 ENROLLMENT/BASELINE

Include a description of those procedures/evaluations necessary to assess or confirm whether a
participant still meets the eligibility criteria and may be enrolled and those procedures/evaluations that
are required at baseline for later endpoint comparison after study intervention (e.g., baseline signs and
symptoms prior to administration of study agent).

Discuss the sequence of events that should occur during enrollment and/or initial administration of study
agent. List any special conditions that must be achieved at this visit (e.g., results of the pregnancy test
must be negative and available prior to administration of study product). List the procedures for
administering the study agent and follow-up procedures after administration (e.g., assessment of vital
signs).

The evaluations to be done may be listed individually in this section or, alternatively, refer to Section
7.3.7, Schedule of Events.

Example text provided as a guide, customize as needed:
[Enrollment/Baseline Visit (Visit 1, Day 0)

e Obtain informed consent of potential participant verified by signature on study informed
consent form.

e Verify inclusion/exclusion criteria.

e Obtain urine pregnancy test.

e (Obtain demographic information, medical history, medication history, alcohol and tobacco use
history.

e Record vital signs, results of examinations, other assessments.

e Collect blood/urine for <specify baseline laboratory tests required for the study>.

e Administer the study treatment.

e <Specify procedures, instructions provided to participants, observations after the
intervention>.]

<Insert text>

7.3.3 FOLLOW-UP

Include a discussion of procedures/evaluations required to assess or confirm study endpoints and study
evaluations. Discuss the sequence of events that should occur during the visit, if applicable. Include, as
applicable, counseling, medications, assessment of AEs, etc. Consider specifying an appropriate range of
time, or visit window, when the visit should occur to allow feasible scheduling, safety and other data
collection considerations.

If multiple follow-up visits are planned, repeat for each visit, providing a study-appropriate window for
each visit.

The evaluations to be done may be listed individually in this section or, alternatively, refer to Section
7.3.7, Schedule of Events.
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Example text provided as a guide, customize as needed:
[Follow-up Visit (Visit 2, Day X+/-Y) include a window that is appropriate for the study

e Record adverse events as reported by participant or observed by investigator.

e Record vital signs, results of <specify examinations or other assessments, including the
information to be recorded>.

e Collect blood/urine for <specify follow-up laboratory tests>.

e Administer the study agent or provide additional medication to the participant, in accordance
with <specify procedures, instructions provided to participants>.

e Record participant’s adherence to treatment program.

Follow-up Visit (Visit 3, Day X+/- Y) include a window that is appropriate for the study

e Record adverse events as reported by participant or observed by investigator.

e Record vital signs, results of <specify examinations or other assessments, including the
information to be recorded>.

e Administer the study agent or provide additional medication to the participant, in accordance
with <specify procedures, instructions provided to participants>.

e Record participant’s adherence to treatment program.]

<Insert text>

| 7.3.4 FINAL STUDY VISIT
Include a discussion of procedures/evaluations required to assess or confirm study endpoints and study
evaluations. Define when the final study visit should occur. Describe provisions for follow-up of ongoing
AEs/SAEs. Consider discussing if or when participants will be informed of study results. Consider
specifying an appropriate range of time, or visit window, when the visit should occur to allow feasible
scheduling, data collection and study completion considerations.

The evaluations to be done may be listed individually in this section or, alternatively, refer to Section
7.3.7, Schedule of Events.

Example text provided as a guide, customize as needed:
Final Study Visit (Visit X, Day X+/- Y) include a window that is appropriate for the study

e Record adverse events as reported by participant or observed by investigator.

e Record vital signs, results of <specify examinations or other assessments, including the
information to be recorded>.

e Collect blood/urine for <specify final laboratory tests>.

e Record participant’s adherence to treatment regimen.

e Provide <specify final instructions> to participant.]

<Insert text>

7.3.5 EARLY TERMINATION VISIT
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Specify which of the procedures/evaluations required for the final study visit should be done at a
termination visit if early termination occurs and if the participant is willing. Clearly differentiate between
what procedures/evaluations are to be done in each of these circumstances.

<Insert text>

| 7.3.6 UNSCHEDULED VISIT
Specify how unscheduled visits(s) will be handled and documented.

<Insert text>

| 7.3.7 SCHEDULE OF EVENTS TABLE
This section should capture the procedures that will be accomplished at each study visit and correspond
to the descriptions in the above sections.
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Procedures
Informed consent X
Demographics X
Medical history X
Randomization X
Administer Investigational X X X X
Product
Concurrent meds X X X
Physical exam X X X X X X
Vital signs X X X X X X
Height X
Weight X X X X X X X X
Performance status X X X X X X X X
CBC w/diff, plts X X X X X X X X X X X X X X
Serum chemistry @ X X X X X X X X X X X X X X
Serum Pregnancy test® X
EKG (as indicated) X
Adverse event evaluation X X X
Radiologic evaluation/Imaging X X X X
Other tests, as appropriate
a:  Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium,
total protein, SGOT [AST], SGPT [ALT], sodium.
b:  Serum pregnancy test (women of childbearing potential).

<Insert table>

7.5 CONCOMITANT MEDICATIONS, TREATMENTS, AND PROCEDURES

Include content in this section if applicable, or if not already addressed elsewhere in this section,
otherwise note as not-applicable.
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This section should be 