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Prologue

The Accelerating Medicines Partnerships® (AMP®) Bespoke Gene Therapy Consortium
(BGTC) recognized the need for a comprehensive playbook that would serve as a guiding
framework for the development and regulatory submission of adeno-associated virus (AAV)
gene therapies for rare diseases. Building out this playbook to support the key processes up to
a sponsor’s first-in-human (FIH) trial required a collaborative and modular approach. Version 1.0
of the playbook is designed to serve as a one-stop-shop guide and roadmap to investigational
new drug (IND) submission for these innovative gene therapies.

To ensure the playbook’s credibility and integrity, the BGTC embarked on an ambitious journey
to consolidate external information with their own internal expertise. The goal was to generate a
operational playbook that would serve AAV drug developers of all backgrounds, but primarily
those who could benefit from simplified language, guidelines, and templates for this complex
process (e.g., family groups, non-profits, patient foundations, academic research labs, small
biotechs, but not necessarily large pharmaceutical companies.

The process for developing this playbook started with collating source documents, such as FDA
regulatory guidances, publications, and other publicly available resources. These foundational
guidelines were supplemented with the BGTC’s extensive expertise and experience in gene
therapy regulatory processes. The initial playbook structure, reflected in the Table of Contents,
was framed around key milestones common to a sponsor’s typical regulatory journey from
research and development (R&D) to pre-clinical through clinical development. The BGTC
intends to continue enrichment of the playbook in subsequent versions by incorporating
learnings from through standardize output — leveraging BGTC subject matter expertise (SMEs),
defining efficiencies, platform strategies and from accrued knowledge based on FDA
interactions. These invaluable insights formed the bedrock of the playbook, ensuring that it
would encapsulate the latest advancements and emerging best practices.

As the playbook took shape, it became evident that this collaborative endeavor had the potential
to revolutionize the field of gene therapy, particularly through continued evolution capturing
learnings from the BGTC projects and advances across healthcare and drug development. Not
only would it provide researchers and developers a unified resource to navigate the intricate
regulatory landscape of AAV gene therapies, but it would also facilitate harmonization and
streamlining among various stakeholders, including researchers, regulatory bodies, clinicians,
and ultimately, benefiting patients with these rare diseases.

The BGTC Regulatory Playbook is a collective effort of the BGTC SMEs and it sets the stage for
a paradigm shift in rare disease gene therapy development. With the BGTC leading the charge
and drawing upon the collective experience, expertise, and passion of the scientific community,
this playbook aims to serve as a guiding light, enabling researchers and developers to bring
safe, effective, and transformative gene therapies to patients in need.
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Chapter 1: Introduction to the BGTC Regulatory Playbook

1.1.BGTC Vision and Philosophy

What is the BGTC?

Launched in October 2021, the Bespoke Gene Therapy Consortium (BGTC) is the
first initiative of the Accelerating Medicines Partnerships® (AMP®) program with a
mission-driven focus for rare diseases. The AMP® is a public-private partnership
among the NIH, the U.S. Food and Drug Administration (FDA), multiple
pharmaceutical and life sciences companies, nonprofits, and other organizations.

Coordinated by the FNIH, AMP BGTC brings together partners from across the
healthcare ecosystem to foster development of gene therapies for rare diseases
that currently have no commercial interest.

Why BGTC?

There are over 10,000 rare diseases that are caused by genetic defects with over 30 million
people in the United States living with the devastating effects of these rare diseases. These
patients often lack access to effective treatment, as knowledge and research funding for many
rare diseases often lags compared to more prevalent diseases. With the current approach of
targeting one-rare-disease-at-a-time, there are no effective business models to return the
investments needed to bring a single rare disease therapy for a small population to market. [1]
A gene therapy frequently treats a disease by replacing the malfunctioning gene responsible for
the condition with a “working version” of the gene by using a delivery system often called a
“vector.” Adeno-associated virus (AAV) gene therapies have been successfully used as
interventions to treat genetic disorders and have received U.S. Food and Drug Administration
(FDA) approval for human use.

The good news is that these gene therapies can be tailor-made for a very small population or
even a single individual. However, the development process for these “bespoke” therapies is
complex, expensive, and hampered by a lack of common biologic, manufacturing, and
regulatory standards.

This is where the BGTC comes in.

Utilizing the successful AMP® model for public-private partnerships, the BGTC aims to
streamline product development and the navigation of the regulatory process, making AAV gene
therapies for rare diseases more accessible to patients who need them. The solution .involves
two areas of focus, as shown in Figure 1 below:

1. Exploring AAV Basic Biology and Translational Implications
2. Advancing Access to AAV Technologies & Vectors for Bespoke Clinical Applications
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Figure 1: The BGTC'’s two critical pathways for AAV gene therapy research [1]
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By leveraging up to eight clinical trial test cases and the unparalleled combined expertise of the
Consortium partners, we have developed a “playbook” for streamlining product development
and navigation of the regulatory pathway for AAV gene therapies.

The BGTC Regulatory Playbook highlights the second objective, Advancing Access to AAV
Technologies, acting as operational guide with the tools to embark on the regulatory process.
In future versions of the playbook BGTC plans to decode efficiencies that streamline
development and provide standards such as minimum requirements (e.g., manufacturing,
pre-clinical testing, etc.) derived from our work to enable future investigations with AAV gene
therapies for various genetic disorders.

1.2. Streamlined Approaches to Bespoke Gene Therapy Development

The BGTC seeks to overcome the current obstacles faced during the development of gene
therapies by streamlining approaches in four different sectors:

1) Basic Research

2) Clinical Research

3) Manufacturing and Production
4) Regulatory Requirements

See Figure 2 below for an overview of the BGTC’s specific goals. [1]
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Figure 2: BGTC goals for streamlining processes for the development of bespoke gene therapies
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This playbook is a manifestation of “streamlined testing” and “standardized submissions,” taking
a comprehensive and systematic approach to AAV gene therapy development. It covers all
aspects of the development process up to IND submission and first-in-human studies.

Supplementing future iterations of the playbook, we plan to also include templates and minimum
requirements (e.g., manufacturing, pre-clinical testing, etc.) to distill a more repeatable
regulatory process for AAV gene therapies (see Figure 3 below). The minimum requirements as
they apply to the BGTC approach will get to the core of what is considered necessary and
sufficient for a safety and efficacy evidence package in your regulatory submission to the FDA.
This means reducing redundancies and leveraging available information to increase efficiencies
in a typically complex and inefficient process.

The BGTC approach highlights best practices and recommendations to enable you to strike the
right balance between meeting FDA data requirements and accelerating your submission
as much as possible. You may refer to the Chapter 2: Platform-based Approach for AAV Gene
Therapies for more information on how this approach further supports and defines what we
collectively call “minimum requirements”.
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Figure 3: Overview of BGTC Regulatory Playbook contents
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This playbook helps you prepare for each stage of development, as well as answer the question
“Am | ready?” each step of the way. At key milestones, we’ve provided Readiness Assessments
and guidance for applying the BGTC approach in preparing for the INTERACT and Pre-IND
meetings (see Chapter 4: INTERACT Meeting and Chapter 5: Pre-IND Meeting). This is
intended to support you in reaching the optimal state of preparation at these milestones. We
will guide you in applying one or more elements of the BGTC approach at critical timepoints
throughout your regulatory journey.

Please read on to understand more about the BGTC approach as it relates to minimum
Chemistry, Manufacturing, and Controls (CMC), pre-clinical, and other requirements.

1.3.Minimum CMC CQAs and Analytic Methods

What are CQAs?
@ Critical Quality Attributes (CQAs) are essential components in the development
and manufacturing of pharmaceutical products. CQAs are the physical, chemical,
biological, or microbiological characteristics that must be controlled within specific
limits to ensure the safety, efficacy, and consistency of a product. Analytic
methods are the tools used to measure and monitor these CQAs. The
development and validation of these analytic methods are critical steps in the drug
development process, and the FDA places significant emphasis on their accuracy,
precision, and reproducibility.

The FDA requires that all pharmaceutical products meet specific CQAs to ensure their safety
and efficacy. Establishing a minimum set of CQAs is necessary to streamline the
manufacturing of gene therapies for rare genetic diseases. With the rarity of the diseases in
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question, the number of anticipated patients in clinical trials may limit manufactured drug
substance and drug product batches. In some cases, the pre-clinical and clinical lot may be the
same. [2]

Keeping in mind these limitations on batch production and material availability, it is simply not
feasible to perform extensive testing to ensure appropriate characteristics and specifications for
these assets. Therefore, the BGTC Manufacturing Sub-team is actively working to establish a
set of CQAs applicable across the current portfolio of selected indications, and generally
applicable to AAV gene therapies in rare diseases. This minimum set of CQAs will be made
available in future iterations of the BGTC Regulatory Playbook.

Even though a CQA can never truly be considered “non-critical,” because of AAV gene
therapies being a platform modality and involving very well-controlled, highly similar processes,
the BGTC can state with high confidence that certain attributes are unlikely to drift out of safe or
efficacious ranges. If there is sufficient prior data that can be leveraged, an attribute may not be
critical.

With this assumption, the BGTC has focused on a minimum set of CQAs scored on a Risk
Priority Scale. Such a minimum set of CQAs would also provide uniformity across different
qualified manufacturers and different gene therapy products, thereby benefitting the AAV gene
therapy field more broadly.

The BGTC Manufacturing Sub-team continuously coordinates with the other Sub-teams on
vector manufacturing for pre-clinical and clinical testing, and continues to develop proposals for
optimized lot release assays, harmonized and validated vector quality tests, advanced product
manufacturing capability, and standardized regulatory submission packages.

1.4. Minimum Pre-clinical Testing

Pre-clinical/ non-clinical testing refers to the in vitro and in vivo animal testing conducted to
evaluate the safety and efficacy of a therapy. Under the FDA requirements, you as a sponsor
are to submit data showing the toxicity and pharmacologic effects of your therapy.

The BGTC'’s goal for pre-clinical testing is to streamline the process of going from proof-of-
concept studies to a first-in-human trial. To that end, the BGTC Pre-clinical Sub-team has been
developing a minimum set of animal toxicology studies that meet the threshold of adequate
safety data for IND submissions while reducing the use of non-human primates (NHPs) as much
as possible. These toxicology minimum packages will be based on route of administration —
e.g., systemic AAV gene therapies administered intravenously (I1V) will have different
considerations compared to ocular (subretinal/intracorneal) or central nervous system via
cerebrospinal fluid (intrathecal/intracerebroventricular/intracisterna magna). These minimum set
of animal toxicology studies will be made available in future iterations of the BGTC Regulatory
Playbook.

These minimum pre-clinical testing requirements we intend to include in the next version of the
playbook are limited to toxicology at the moment and address animal species, dose, and length
without including details such as number of animals to be used in each study. From here, the
BGTC intends to integrate pharmacology and toxicology plans into an overall broader strategy
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to define a standard clinical dosing strategy that can be applied for AAV gene therapies. It is
important to note that in addition to the parameters listed above, there are other product
development considerations a sponsor will encounter that are equally important, such as the
delivery device, age and disease severity of the target population, prospect of direct benefit for
pediatric target populations, etc.

1.5.How To Use This Playbook

The BGTC Regulatory Playbook is designed with usability in mind to ensure it is easy to
navigate regardless of your level of expertise. It is organized into sections that cover specific
aspects of AAV gene therapy development to take you from your first preclinical studies all the
way through to IND submission. The BGTC’s goal is to provide you with a workflow and
guidance for your regulatory submissions to ensure seamless execution and increase your
candidate’s likelihood of IND acceptance.

Now, consider the regulatory process as a “mountain,” and this playbook as your most trusted
“navigator” to get you to the summit — “Study may proceed”. See Figure 4 below.

Figure 4: Role of the BGTC Regulatory Playbook
Study may proceed

a

IND
submission

Pre-IND
Meeting

INTERACT
Meeting

=

This playbook provides detailed guidance on the FDA'’s regulatory requirements, best practices,
and key considerations for successful AAV gene therapy development. You will find tips for
preparing and conducting various FDA meetings, as these are key milestones in your
development path.

A Milestone

’ Hurdle

BGTC playbook

We have also included considerations to inform your clinical trial design, rare disease patient
engagement, as well as study site management, IND maintenance and long-term follow-up.
These aspects are particularly challenging when pursuing ultra-rare diseases and so we have
included some industry considerations to support your planning of these components.
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For easier filing, we have created a portfolio of templates focused on AAV gene therapies which
are annotated with industry expertise and SME guidance from members across the BGTC.
These templates will be plug-and-play, and you will be able to utilize them for the different
sections as we will highlight throughout this playbook. Don’t worry, we will tell you when to use
which template, and link these templates within the playbook as well.

Now, we’ll get into a high-level overview of what you can expect in each section of this
playbook. Click on the chapters in Figure 5 below to skip to the specific content and choose
your own adventure.

Figure 5: Playbook drilldown
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Overall, this playbook is designed to be an essential tool for the AAV gene therapy community
in streamlining the navigation of the US regulatory landscape. Please note, while the playbook
is focused on a successful submission to the US FDA, sponsors should also communicate with
regulatory agencies besides the US, where they consider conducting their clinical trial(s). We
have designed the playbook to be flexible and adaptable to the specific needs of your asset. By
following the guidance and best practices outlined in the playbook, you can address the safety,
efficacy, and regulatory compliance of your gene therapies in development, while also doing
your part to help advance the field of bespoke gene therapy.

References

1. AMP® Bespoke Gene Therapy Consortium (BGTC). FNIH. (2023, May 31).
https://fnih.org/our-programs/AMP/BGTC
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Chapter 2: Platform-based Approach for AAV Gene Therapies

What is a “platform-based” approach?

There is no standard definition for “platform-based” technology as this is something that has yet
to be officially defined by the FDA in the context of gene therapies. There have however, been
developments on a conceptual definition for this phrase in the US:

a) Janet Woodcock, the former FDA Principal Deputy Commissioner, has alluded to the
concept previously: “may be large number of related drugs using a ‘platform technology,’
i.e., small modifications needed to address different mutations within the same gene. [1,
2]

b) The FDA has described continuous manufacturing as a “platform” — in the FDA guidance
on "Continuous Manufacturing of Drug Substances and Drug Products”, a “platform
approach” was described in the context of process validation, considering elements such
as prior facility experience in implementing a similar process and control system,
availability of product-specific data arising from late-stage product development, etc. [3]

On the other hand, the EMA describes “platform technology” as a “technology that has already
been approved for another medicinal product and has therefore been (at least partly)
characterized previously.” [3]

Within the context of the BGTC Regulatory Playbook, at this stage we describe a “platform-
based approach” as an overall concept rather than a specific definition when it comes to AAV
gene therapies with the mission of progressing use cases as part of the BGTC work.

The idea of a platform-based approach is centered on streamlining pre-clinical product
development and navigation of the regulatory requirements by:
1) leveraging existing data and information or prior knowledge based on similar
elements with approved/developed AAV gene therapy products
2) developing minimum requirements based on this platform-based approach to increase
efficiency of development and regulatory submissions
These concepts are pursued while still prioritizing meeting the threshold for safety.

A platform-based approach uses the principle that various aspects of gene therapies can be
sufficiently similar to the ones used in prior approved therapies, especially specific components
which require product-specific testing. Thus, leveraging prior knowledge, learnings, and data
about specific components and addressing key questions can pave the way for you to adopt the
platform-based approach effectively.
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Why pursue a platform-based approach for rare disease?
There are over 10,000 different rare diseases impacting the human population, of which around
85% are thought to be monogenic disorders.

Monogenic disorders are ones caused by mutations in a single gene

and are responsible for about 200 newly identified diseases each year

Even though recent advances in the medical and biotech field have allowed for approval of
novel therapies, only 5% of the rare diseases have a specific regulatory approved treatment.
With the current pace of only 3-5 rare diseases getting their first specific treatment approved
each year, ~2000 years will be needed until specific treatments have been developed and
approved for all rare monogenetic disorders. Additionally, the traditional one-disease-at-a-time
approach s too inefficient to address the needs of the large number of patients with rare
diseases, and too costly with limited return on investment for commercial interest [4].

To address the operations problems that currently lie with gene therapies, various departments
of the NIH collaborated to initiate the platform vector gene therapy (PaVe-GT) pilot project in
2019. PaVe-GT aims to increase the efficiency of clinical trial startup by using the same gene
delivery system and common manufacturing methods for multiple rare disease gene therapies.
PaVe-GT will identify redundancies and leverage data from one product to the other, with the
overall aim to increase the efficiency in preclinical testing and clinical trial start up from one
disease to the next. The experience and learnings from the project, in the form of templates,
regulatory packages and program results, are being made publicly available on the PaVe-GT
website: https://pave-gt.ncats.nih.gov/. [4]
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Through the use of a platform approach, sponsors may not only see reduction in time, cost, and
risks but also an improvement in efficiency and submission process, as shown below.

Reduce Time

Faster regulatory approval for AAV gene therapies - as the
manufacturing/analytical processes will have been validated and optimized

Reduce Cost

Reduction in overall development cost - as the use of prior optimized/validated
processes can prevent redundant experiments

Improve Efficiency

Sponsors can ensure that they follow regulatory requirements — in return can
prevent setbacks and delays in the overall approval process

Reduce Risks

De-risk submission by having prior data from approved/pre-approved gene
therapy products as a template to refer to during the regulatory process

L\

Thus, to effect meaningful change in the current trajectory of rare disease therapeutic
development, a platform-based approach which focuses on biological and modality-relevant
commonalities across different diseases, rather than a one-disease-at-a-time approach, is
needed.

How does the platform-based approach apply to AAV gene therapies?

The AAV as a vector is fundamentally a platform modality — a programmable multipurpose
vehicle that delivers a variety of different therapeutic payloads to disease-specific target cells.

6 AAV vectors are “intrinsically disease-agnostic because their applicability
for a particular disease is governed more by their biodistribution as a
function of capsid serotype, route of administration and dose, the genetic
mechanism to address (for instance, loss of function versus gain of

function), and the expression cassette used, rather than by
pathophysiological specifics of the disease under consideration.” [4]

We can leverage the fact that AAV modularity of functions facilitates the swapping of
transgenes, selection of regulatory elements (enhancer, promoter, etc.), and other alterations of
the capsid, lending itself as a modality that is very amenable to the platform-based approach.
This can lead to optimized AAV vector production protocols, improvements in AAV target gene
expression, and other standardized and harmonized minimum sets of requirements (please
refer to_ Chapter 1: Introduction to the BGTC Requlatory Playbook for more information on
minimum requirements).
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Where the BGTC approach comes in

The BGTC Regulatory Playbook expands on PaVe-GT’s valuable pilot work initiated in 2019
and its dissemination goals, thus bringing the platform-based approach to life. Future versions
of this playbook will identify recommended minimum requirements for pre-clinical and CMC
sections and streamlining considerations for various sections of the product development
process.

The aim is to utilize the learnings gained with each asset, translate the information into a
continually enhanced and validated set of minimum requirements, and apply this knowledge into
future versions of the BGTC Regulatory Playbook and overall program — with opportunities for
increased specificity based on serotypes, routes of administration, affected organ/tissue, etc.

The evolution of the platform-based approach through the BGTC Regulatory Playbook
highlights further opportunities for FDA interaction and a subsequent positive feedback loop for
the success of future AAV gene therapies.
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Chapter 3: Formal FDA Meeting Types

The FDA holds various meetings to facilitate collaboration among sponsors, health care
professionals, and other key stakeholders involved in the drug development and regulatory
processes [2]. With a shared public health goal of providing safe, effective, and high-quality
drugs to the public as early as possible, engaging in meetings with the FDA at critical junctures
in the drug development process expedites the evaluation process and minimizes time and
resources spent. These formal FDA meetings serve as opportunities to address questions and
issues, to receive valuable scientific and regulatory advice, and ultimately to enhance the
efficiency and effectiveness of the development program [1,2].

While the pertinent meetings for early investigations will be focused on FDA feedback from pre-
IND Meeting (Type B Meeting in the list below) and potentially INTERACT, the playbook
provides for context, the types of meetings that are available to the sponsor as a program
advances throughout development.

There are six types of formal meetings under the prescription drug user fee act (PDUFA) that
occur between the FDA and the requesters, as shown in the Figure 1 below.

Figure 1: The six types of formal FDA meetings: Type A, Type B, Type B (End of Phase (EOP)),
Type C, Type D, and INTERACT

Formal FDA
Meeting types
]

| | [ | [ |
Type A Type B Té%ap? Type C TypeD  INTERACT

Now that you know what the different formal FDA meetings are, let’s proceed and briefly discuss
each of the different meeting types [1-3].

Type A

Before submitting a Type A meeting request, consider contacting the
review division or office to discuss the appropriateness

Type A meetings are held for currently stalled product development programs that are either
looking to proceed or address an important safety issue. Some examples of Type A meeting
types, as included in the FDA guidance, are:
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[J Dispute resolution meetings as described in the Code of Federal Regulations (CFR) (21
CFR 10.74, 312.48, and 314.103) and in the guidance for industry and review staff
Formal Dispute Resolution [4]: Sponsor Appeals

[l Meetings to discuss clinical holds where:

o The requester can seek input on how to address the hold
Or

o The FDA and requester have agreed that the development is stalled, and a new
path forward is needed

[J Special protocol assessment meetings after receipt of FDA Nonagreement Special
Protocol Assessment letter in response to the protocols submitted under the special
protocol assessment procedures

[1 Post-action meetings requested within 3 months by the sponsor after an FDA regulatory
action other than an approval

71 Meetings requested within 30 days of FDA issuance of a refuse-to-file letter. In order to
file an application over protest, applicants must avail themselves for this meeting (21
CFR 88 314.101(a)(3))

Type B

Examples of Type B meetings as included in the FDA guidance, are:

e Pre-investigational new drug application (Pre-IND) meetings

e Pre-emergency use authorization meetings

e Pre-new drug application (pre-NDA) / Pre-biologics license application (pre-BLA)
meetings

e Post-action meetings requested by the sponsor 3 months or more after an FDA
regulatory action other than an approval

e Meetings regarding risk evaluation and mitigation strategies (REMS) or post-marketing
requirements that occur outside the context of the review of a marketing application

¢ Meetings held to discuss the overall development program for products granted break
through designation status. A follow-up meeting can be considered either Type A or B,
depending on which criteria it meets

Type B (EOP)
Examples of Type B end of phase (EOP) meetings, as included in the FDA guidance, are:
e Certain End-of-Phase 1 meetings for products in consideration for marketing approval
under 21 CFR part 312 subpart E, or 21 CFR part 314 subpart H, or similar products)
e End-of-phase 2 / Pre-phase 3 meetings

Type C

Type C meetings are any other meeting than a Type A, Type B, Type B (EOP), Type D, or
INTERACT meeting regarding the development and review of a product. An example of a Type
C meeting, as included in the FDA guidance, is:
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A meeting to facilitate early consultations on novel use of biomarkers as surrogate
endpoints as the primary basis for product approval in the proposed context of use.

Type D

Type D meetings are focused on a narrow set of issues (should be limited to no more than two
focused topics) and should not require input from more than 3 disciplines or Divisions. Some
examples of a Type D meeting are:

A follow-up question that raises a new issue after a formal meeting (i.e., more than just a
clarifying question about an FDA response from a prior meeting)

A narrow issue on which the sponsor is seeking Agency input with only a few associated
questions

A general question about an innovative development approach that does not require
extensive, detailed advice [3]

INTERACT

INitial Targeted Engagement for Regulatory Advice on CBER producTs (INTERACT) [3]

INTERACT meetings are for novel questions and unique challenges in early development (i.e.,
prior to filing of an IND) intended to facilitate IND-enabling efforts where the sponsor is facing a
novel, challenging issue that might otherwise delay progress of the product towards entry into
the clinic in the absence of this early FDA input. The sponsor must have selected a specific
investigational product or a product-derivation strategy to evaluate in a clinical study before
requesting an INTERACT meeting. These meetings are intended to provide FDA input on
issues that a sponsor needs to address early in a development program prior to a Pre-IND
meeting. Some examples of INTERACT meeting questions include:

Novel questions for all CBER products (i.e., questions where there is no existing
guidance or other information in writing the company could reference from FDA)
Choice of appropriate pre-clinical models or necessary toxicology studies for novel drug
platforms or drug candidates

CMC issues or testing strategies aimed to demonstrate product safety, adequate to
support first-in-human study

Overall advice related to the design of proof-of-concept or other pilot
safety/biodistribution studies necessary to support administration of an investigational
product in a first-in-human clinical trial

General recommendations regarding a future first-in-human trial in a target clinical
population where the population is novel and there is no prior precedent or guidance
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¢ Recommendations on approach for further development of an early-stage product with
limited CMC, pharmacology/toxicology, and/or clinical data that were collected outside of
aUS IND

For more information, please refer to Chapter 4: INTERACT Meeting.

What are the different formal FDA meeting formats?
There are three meeting formats for the formal FDA meeting types. They include:

1. Face-to Face Interactions
2. Teleconference Meetings
3. Written Response Only

Note: The FDA now considers “face-to-face” meetings to include “in-person meetings and virtual
meetings on IT platforms that allow for both audio and visual communication.” Therefore, for the
INTERACT and Pre-IND chapters in this playbook, we focus on teleconference and written
response options. Please refer to the latest Update on In-Person Face-to-Face Formal Meetings
with the FDA for more information.

How to request a formal FDA meeting?

When requesting a meeting, a written request must be submitted to the FDA through the
appropriate pathway (electronic or paper submission) and to the respective review division or
office. To get more information around eCTD requirements and exceptions, please refer to the
FDA guidance: Guidance for Industry: Providing Regulatory Submissions in Electronic Format:
Certain Human Pharmaceutical Product Applications and Related Submissions using the eCTD

Specifications.

It is important to ensure that the meeting request includes adequate information for the FDA to
assess the objective of the meeting and identify the appropriate members needed to discuss the
proposed agenda items. Key items that the meeting request must include are:

e The proposed meeting format
e The date you anticipate sending the meeting background package to the FDA by
o Brief statement showcasing the purpose of the meeting

Pro tip: In the statement you can include a summary of completed or upcoming
studies and/or data that you intend to discuss at the meeting. Additionally, it is
recommended that you include a small table highlighting the major results, enough
to facilitate the discussion while not including details of the study design.

o List of specific objectives and areas of input, and outcomes expected from the meeting
o Proposed agenda with the estimated time needed for each discussion item
e List of planned attendees from the sponsors’ side — including their names and titles
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o List of requested FDA attendees and/or discipline representatives

Pro tip: Requesting for the FDA staff who are not essential to the review process
can affect the ability to hold the meeting within the proposed time frame of the
meeting type. Thus, while requesting the attendance of a nonessential FDA staff,
you should provide justification for their attendance and state whether a later
meeting will be acceptable to accommodate the attendees.

Some of the other things that a meeting request can include are:

e Application number

e Product name

¢ Chemical name, established name, and/or structure

e Proposed regulatory pathway

e Proposed indications

e Dosage form, route of administration (ROA)

e Pediatric study plans or human factors engineering plans (if any)

e List of proposed questions, grouped by the FDA discipline, and a brief explanation for
the purpose of each question.

Overall, it is important for you to define the specific areas of input needed from the FDA. In case
there is a change in the planned attendees between the request and the meeting, please
provide the FDA with an updated list of attendees (names, titles, and affiliations).

How to prepare the meeting package?

Sponsors need to submit a meeting package for each meeting type. Please refer to Table 1 for
a summary of meeting package timelines for each of the meeting types. The purpose of the
meeting package is to provide the FDA with a summary of relevant product information that may
be needed in response to the issues raised. The contents of the meeting package are intended
to be aligned with the meeting objectives and organized. It is recommended that the package is
a numbered document with a table of contents, appropriate indices, appendices, and cross
references. Some of the information that it should include are:

e Application number

e Product name

e Chemical name, established name, and/or structure

e Proposed regulatory pathway

e Proposed indications

e Dosage form, route of administration (ROA)

e Pediatric study plans or human factors engineering plans (if any)

e List of attendees

e Background section including a brief history of the development program and its current
status

o List of proposed questions, grouped by the FDA discipline, and a brief explanation for
each
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For a list of additional things you can include, please refer to the FDA guidance: Formal
Meetings Between the FDA and Sponsors or Applicants of PDUFA Products (quidance for

industry).

How the FDA assesses and responds to meeting requests

Even though you as a sponsor, can request any meeting format for the formal FDA meeting
types, ultimately the FDA assesses each meeting request and determines whether the request
should be granted and its appropriate format. You can find a summary of the response and
scheduling time frame for each meeting in Table 1.

If a meeting is granted:

The FDA will notify the sponsor in writing regarding the meeting type and format. For
(written responses only) WRO requests, the FDA'’s letter will include the date that they
intend to send their responses by. For face-to-face and other meeting formats, the FDA
will schedule the meeting on the next available date within the scheduling time frame for
each meeting type. If the meeting date is past the specified time frame for each meeting
type, it is important to ensure that the date is within 14 calendar days of the requested
day.

If a meeting is denied:

The FDA will notify the sponsor and include a letter explaining the reason for denial. It is
important to note that the denials will be based on a substantive reason and not due to
absence of a minor element in the request or package. These are examples of why a
meeting request can be denied:

e Premature for the stage of product development
e Meeting package does not provide adequate information for a discussion
A follow up request to schedule a meeting will be considered a new request.

In case of rescheduling or cancelling a meeting:

At times, circumstances arise that may lead to rescheduling or cancelling of a formal
FDA meeting. In the case that the meeting needs to be rescheduled, appropriate steps
must be taken to ensure the meeting is rescheduled as soon as possible after the
original date. Some examples of when a meeting can be rescheduled, as per the FDA
guidance, include:

e The FDA review team determines that the meeting package submitted is
inadequate or needs additional information or needs further discussion with the
sponsor and foresees the sponsor providing the additional information needed
within the submission time frame

e The sponsor provided insufficient time to the FDA review committee to look
through the materials sent, despite submission within the specified time frames
and appropriateness of context

e If the sponsor sends additional questions to the FDA intended for discussion at
the meeting, after the submission of the meeting package, which requires
additional review time
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¢ The essential attendees are not available for the scheduled time and date
However, if the meeting is cancelled, the FDA will consider the follow up request to
schedule a meeting as a new request. As per the FDA guidance, here are some
examples of when a meeting can be cancelled:

¢ If a meeting package is not received by the FDA within the specified time frame
of the meeting type or is inadequate

o If the sponsor determines that the preliminary FDA responses to their questions
from the meeting package are sufficient and additional discussion is not needed

Thus, it's important that both you, the sponsor, and the FDA take reasonable steps to
avoid rescheduling or cancelling of a meeting, unless necessary [1].

For more information on how to respond to the FDA regarding the meeting request, please refer
to the EDA guidance: Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA
Products (guidance for industry).

Steps to take while conducting a meeting

The formal FDA meetings will be chaired by an FDA staff member. It is important to note that no
audio or visual recordings of the discussions at the meetings are allowed. Presentations are not
needed as the topics of discussion have already been shared in the meeting package. However,
if you plan on making a presentation, please discuss it with the FDA project manager in
advance. Additionally, it is recommended that at the end of the meeting, either a representative
from the FDA or from the sponsors summarize the key discussion points, agreements, and
action items, to ensure mutual understanding.

You can find more detailed information and guidance (agendas, outlines, dos and don’ts, etc.)
on conducting the formal FDA meetings in the respective chapters of this playbook.
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Meeting Minutes

FDA meeting minutes are official records of the meetings documenting the meeting outcomes,
agreements, disagreements, and action items. The FDA will issue the official finalized minutes
to the sponsor within 30 days, after the meeting has been conducted. For more information of

(e

can provide a nuanced perspective on the sponsor’s position.
However, please note that the minutes should be a report of the

topic(s) discussed and not include any new information.

e

ven though the minutes issued by the FDA are generally considered
final, the sponsor has the option of sending their meeting minutes to
the FDA prior to the release of the final minutes. This additional step

4

what will be included within the FDA meeting minutes, please refer to the FDA guidance: Formal
Meetings Between the FDA and Sponsors or Applicants of PDUFA Products (quidance for

industry).

Summary of the different meeting management procedural goals

The table below provides a comprehensive timeline for each of the meeting types.

Table 1. Summary of timelines for FDA meeting types [1,3]

FDA Pre:?r[r:ﬁ]a Sponsor FDA
FDA Receiot Re onse;y response to | Scheduled FDA Meeting
Meeting Response of P d%e to the FDA’s Meeting Minutes to
Type to sponsor . preliminary | date (days sponsor (if
Meeting sponsor . g .
(days) Package (if responses (if | from receipt applicable)
applicable) applicable) | of request)
With Latest - 2 o
A 14 meeting | days before W'éhm 30
) ays
request | the meeting
Latest - Latest - 2 30 days after
B 21 30 days davs before Within 60 meeting. With
before ys belk days WRO, the WRO
) the meeting )
meeting will serve as
Latest - 3 meeting minutes
Latest -
Latest - 5 days after I from FDA.
* 50 days o Within 70
B (EOP¥) 14 days before receiving
before . . days
. the meeting | preliminary
meeting
responses
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Latest - Latest - 3
47 days Latest -5 days after
C 21 before days before receiving
meeting the meeting | preliminary
responses
. No later Latest - 3
D 14 W't.h than 5 days days_a_fter Within 50
meeting receiving
request before preliminary days
meeting responses
Preliminary
responses will be
annotated and
resent within 30
_ No later Latest - 3 calgndar days if
INTERACT o Wlt_h than 5 days days_a_fter Within 75 advice provided
meeting before receiving days changes as a
request meeting preliminary result of the
responses meeting. With
WRO, the WRO
will serve as
meeting minutes
from FDA.

*EOP = End of Phase [1,3]

What does this playbook focus on?

For this playbook, we are focusing on the INTERACT, Pre-IND, and IND submissions and

meeting types.

Figure 2: Schematic representing the focus of the playbook
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Chapter 4: INTERACT Meeting

4.1.Readiness Assessment

Welcome to the chapter on the FDA INTERACT meeting for AAV gene therapies, a potentially
beneficial step in the BGTC Regulatory Playbook for companies developing these innovative
treatments. INTERACT stands for INitial Targeted Engagement for Regulatory Advice on CBER
producTs, and it is one of two early engagement meetings (besides the Pre-IND) that you can
have with the FDA Center for Biologics Evaluation and Research (CBER) prior to submitting
your IND. [1]

The INTERACT meeting provides a unique opportunity for sponsors like yourself to engage with
the FDA in a pre-submission setting, to discuss key aspects of your development plan and
receive early and non-binding feedback on your program. This early feedback can be invaluable
in guiding you towards a successful regulatory submission using the BGTC approach and can
help to avoid potential delays in the IND process.

In this chapter, we will provide an overview of the INTERACT meeting, its role in the regulatory
process for AAV gene therapies, and how it differs from the Pre-IND meeting. We will also
discuss the benefits of participating in this meeting and provide guidance on how to prepare for
a successful interaction with the FDA.

Before embarking on this journey, it will be helpful for you to do a readiness assessment. This
assessment is designed to ensure you are at an appropriate stage to request a meeting, which
can reduce the chances of rejection of the meeting and maximize success.

Should | consider
an INTERACT

meeting?

I’'m convinced! But am
| ready for an
INTERACT meeting?

What is an
INTERACT

meeting?

I’'m doing it! What
do | need to know?

What is an INTERACT meeting?
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INTERACT meetings are formal meetings held between sponsors of innovative investigational
biological products and CBER to obtain early advice from the FDA on chemistry,
manufacturing, and controls (CMC), pharmacology/toxicology, and/or clinical aspects of their
AAV gene therapy development program. [1]

How is this different from a Pre-IND meeting?

An INTERACT meeting is not intended to take the place of Pre-IND meeting noris it a
prerequisite to requesting a Pre-IND meeting and is considered when early nonbinding
feedback would be important to shape investigational plans. Like Pre-IND meetings, they are
not a required FDA meeting.

The main difference for the INTERACT meeting is the phase of development and therefore, the
types of questions you will be asking the FDA. The INTERACT meeting allows you to obtain
preliminary feedback on your investigational product earlier in development than the Pre-IND
stage, thus the background content in the request and package effects a much earlier stage of
development.

Another difference is that you need to submit your meeting package together with your
INTERACT meeting request letter (whereas you can submit together or separately for Pre-IND).

Should | consider an INTERACT meeting?

CBER recognizes that the development of AAV gene therapies in rare disease can introduce

unique challenges related to unknown safety profiles, complex manufacturing processes, new
technologies and equipment, incorporation of innovative devices, and the use of cutting-edge
testing methodologies that can benefit from early FDA input.

An INTERACT meeting can provide great value for you in:

e Assisting your early product characterization and design of pre-clinical proof-of-concept
studies

e Identifying critical issues around proof-of-concept studies, manufacturing-related
questions, or other deficiencies you can address early in development, before
approaching the Pre-IND

This feedback is a step toward o de-risk and accelerate your drug development process. [1]

Am | ready for an INTERACT meeting?

Overall, you can consider an INTERACT meeting if you have begun the development process
for your asset but not yet reached the stage of Pre-IND meeting readiness.

You should have proof-of-concept data from in vitro and in vivo pre-clinical studies to
demonstrate preliminary evidence of efficacy and safety for discussion at the INTERACT
meeting — it would be premature to request a meeting if you do not — but you should not be as
far along as having conducted your pivotal pre-clinical studies (e.g., definitive toxicology studies)
—in fact, this would be considered too advanced for INTERACT. [2]
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Please see below for a checklist to guide you in assessing if you are at the appropriate timing
for an INTERACT meeting.

., Pro tip: Note that these are best practice recommendations for when an INTERACT meeting
s -~ would be most useful to a sponsor. The FDA denies about two-thirds of all INTERACT meeting
- O ~ requests, with the most common reason being that the meeting request is submitted too early or
= too late in development. In order to increase the likelihood of securing a meeting, do your best to
check off as many items on this list to ensure you are at the optimal stage of readiness!

Table 1: Readiness Assessment for INTERACT meeting: Check to confirm completion of these
tasks for optimal stage of readiness

Readiness Assessment

O A defined investigational product and formulation, or product-derivation strategy
Pre-clinical O A defined indication
O Proof of concept data (in vitro and/or in vivo)
O  An identified animal model for pharmacology studies (if applicable)
CMC O A defined “bench top” manufacturing process, working towards defined GMP process
O Ideas for/preliminary purity and potency testing
Clinical O Preliminary dose range working towards a definitive dose range
Patient 0O Preliminary engagement with patients and/or patient advocacy groups
Engagement O Understanding of patient journey, primary symptoms/endpoints, and major unmet needs

Prior to proceeding, let us do one final check to ensure you are ready to initiate the INTERACT
meeting preparation.

®

No Consider completing
these requirements
Yes before trying

Y

Do you have more ready at this
current stage than what is listed in
the checklist?

Yes Consider taking the

Pre-IND readiness
assessment

No

Proceed to INTERACT meeting

preparation
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Things to be aware of before continuing

Not all product development programs qualify for an INTERACT meeting — in fact, as mentioned
before, a majority of these meetings are denied mostly due to stage of development. You should
be able to avoid this using our checklist above.

The stage of your product development program may be premature if: [1]

You do specify the investigational clinical product
You do not provide pre-clinical proof-of-concept or other pilot data
You have not conducted any pre-clinical studies proof-of-concept studies with your asset

On the other hand, a request may be too advanced for an INTERACT meeting and more
appropriate for a Pre-IND meeting if: [1]

You have indeed completed proof-of-concept and some safety studies

You are at the point of design and conduct of definitive toxicology studies

You have defined the manufacturing process to be used for the clinical studies and
developed assays and preliminary lot release criteria

The pre-clinical testing and manufacturing process for your product uses the same or a
similar platform as for other product(s) you have previously submitted to the Office of
Therapeutic Products (OTP)

Clinical data exists from previous studies for the same product and clinical indication

Some other reasons for INTERACT meeting denials include: [1]

A meeting was previously held for the same asset, and no substantially new information
has been added

Missing meeting package in the meeting request

Meeting package is deficient or has too many gaps, limiting the ability for constructive
feedback during the meeting

The feedback requested is outside the scope of the INTERACT meeting. For instance, if
questions included in the package are solely focused on jurisdiction or regulatory
pathway. OTP does not use INTERACT meetings to answer questions about:

o Whether a product is appropriately regulated as a drug, device, and/or biological
product or combination product, or what Center or Office should be the lead in
review. For these questions, contact the OTP Policy Group at
OTP_ADP@fda.hhs.gov or submit a Request for Designation (RFD) (see
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/how-
write-request-designation-rfd).

o Whether it is appropriately regulated solely under Section 361 of the PHS Act
and regulations in 21 CFR Part 1271. For these questions, visit the Tissue
Reference Group website at https://www.fda.gov/vaccines-blood-biologics/tissue-
tissue-products/tissue-reference-group or contact the Tissue Reference Group in
OTP at TissueReferenceGroup@fda.hhs.gov

Now that you know the most common causes for concern, you can proceed to your INTERACT
meeting planning with the necessary information.
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4.2. Meeting Request

Figure 1: Meeting Request and Written Response Only (WRO) Timeline

FDA response

‘ o Meeting scheduling or WRO response Any annotations of
(anytime within 21 days . o . o
: (anytime within 75 days of request receipt) preliminary FDA responses
of request receipt)
Day 0 Day 21 Day 75 Day 105
Meeting (or WRO) Latest for meeting
request and MIP sent to be held

I request receipt

As of the date of this playbook, INTERACT Meetings are requested via email with the request
and meeting information package (MIP) submitted to: cberdcc_emailsub@fda.hhs.gov,
with OTPRPMS@fda.hhs.gov in cc line for Regulatory Management Staff awareness. [1]

The OTP will send an acknowledgment email following receipt of request, followed by a a
decision to grant or deny the meeting through email communication. If you are granted a
meeting, it will generally be scheduled within approximately 21 calendar days of request receipt,
or reasons for denial will be sent also by Day 21. The meeting will be held via teleconference
within approximately 75 calendar days of the request receipt and will usually be 1 hour in
duration (see Figure 1 for timeline). [2]

Now that you know what to expect with the meeting request process, let’s get into the guidelines
for the meeting package which you need to prepare before requesting an INTERACT meeting.

4.3.Meeting Information Package Preparation

For the INTERACT meeting, you must include your MIP together with your request. This
package must be no more than 50 pages (average length 20-30 pages) and much less
substantial than what is expected for the Pre-IND MIP. Although the content of an INTERACT
briefing package is fairly limited relatively speaking, you must include sufficiently detailed
information for the FDA to be able to provide substantive feedback on your questions.

Please refer to the guidance below on how to prepare your package using the INTERACT
Meeting Request/Meeting Information Package template provided.

So, what should you include in your MIP?

You should generally include information on Chemistry, Manufacturing, and Controls (CMC),
pharmacology/toxicology, clinical information, and any other specific information that will enable
the FDA to respond to your questions.

It is important to include detailed questions with the briefing document, which will help the FDA
focus on addressing your specific issues. As specified by the Readiness Assessment above,
these questions will be high-level and reflect your early stage of development. According to the
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FDA guidance, the questions and topics that fall within the scope of the INTERACT meeting
include: [2]

¢ Novel questions for all CBER products in general (i.e., questions where there is no
existing guidance or other information in writing you can easily reference from the FDA)

¢ Choice of appropriate pre-clinical models or necessary toxicology studies

e CMC issues or testing strategies aimed at demonstrating product safety

e Overall advice related to the design of proof-of-concept or other pilot
safety/biodistribution studies necessary to support administration of your product in a
first-in-human clinical trial

e General recommendations regarding a future first-in-human trial in your target clinical
population where the population is novel and there is no prior precedent or guidance

¢ Recommendations on approach for further development of your product with limited
CMC, pharmacology/toxicology, and/or clinical data that were collected outside of a US
IND

Some example questions you may consider including in your MIP are:
¢ Chemistry, Manufacturing and Controls (CMC)

o Innovative technologies for the qualification of new cell substrates.

o Product-manufacturing (e.g., cell sources, donor eligibility determination for allogenic
cellular products and qualification of international donors).

o Product dependent and manufacturing process dependent reagents, starting
materials and critical product components.

o Qualification of a novel delivery device related to a specific investigational product.

o Discussion of complex software issues and strategies to support device use in
clinical studies.

¢ Pharmacology/Toxicology

o Overall advice related to the design of proof-of-concept or other pilot
safety/biodistribution studies necessary to support administration of an
investigational product in a first-in-human clinical trial.

o Specific questions on the adequacy of the selected animal models; study design
(e.g., endpoints, dose levels, route of administration, dosing regimen); and
acceptability of innovative preclinical testing strategies, products and/or delivery
modalities.

o Advice on modification of a preclinical program or study design, as applicable, to
ensure judicious use of animals.

You can also provide a high-level overview of the proposed target product profile and an outline
of your clinical development plan (e.g., clinical protocol synopsis) so that the FDA can view the

CMC and pre-clinical data you provide in the context of the clinical trial and ascertain if the data
provided adequately supports the proposed clinical trial plan.

Next, let’s dive into each of the different sections of the INTERACT package and what’s
important to note in each of them.
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4.3.1. Chemistry, Manufacturing, and Controls (CMC)

In this section you will introduce your product to the FDA by providing a summary of your
investigational product and the proposed indication. To simplify the process, consider breaking
this out into:

1. A high-level description of your product, manufacturing process, and proposed
characterization and lot release tests

2. Your position and justification for your questions

3. References to published information related to your drug, with copies of the publications

You may find that the manufacturing details of your critical material suppliers (e.g., vector

supplier) are proprietary and it may be challenging to provide that information, even at a high

level, in the INTERACT package. In this case, we suggest working with those suppliers to

understand if a drug master file (DMF) is on file with the FDA (see IND Section 7.3.3 Drug

Master File (DMF)) and only providing high-level descriptions, per INTERACT expectations.

Drug master files (DMF) provide the FDA with confidential, detailed information about
the facilities, processes, or articles that you may have used in the manufacturing,

processing, and storage of your products. For more information on the different types of

DMFs and what to include in each, please refer to Drug Master File (DMF) Submission
Resources | FDA.

Pro tip: If you are working with a commercial AAV, it is possible that the supplier has a
< Y.’_. Drug Master File (DMF) on file with the FDA, which describes the characteristics and
- Q = production of the AAV vector. The supplier may be able to assist you in providing these

- details in the MIP and should they have a DMF, it may be possible to refer to it when
you submit the INTERACT meeting package, and later Pre-IND and IND.

4.3.2. Pharmacology/toxicology
At the INTERACT meeting stage, the main focus of pre-clinical studies is proof-of-concept
pharmacology/toxicology conducted in vitro and in vivo with your product. You should provide:
o Proof of Concept Studies

A comprehensive summary of all pre-clinical in vitro and in vivo studies conducted thus far using
your drug and the results obtained. Don’t forget to include publications relevant to your
development program, and copies as well, similar to the CMC section.

o Protocol Outlines

In this section, you want to showcase a detailed discussion, with protocol outlines regarding the
additional pre-clinical proof-of-concept studies you think you need to conduct to adequately
support administration of the intended clinical product in the target patient population. The goal
of this meeting is to validate this with the FDA.
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At this stage, you do not have to include questions on the acceptability of definitive pre-clinical
safety studies — those are more appropriate for the Pre-IND meeting.

4.3.3. Clinical

Since this is early-stage, clinical comments are generally kept at high-level recommendations to
guide the overall clinical development program rather than focusing on details of a specific
protocol. Please note, it is not uncommon for the FDA to defer to Pre-IND for a discussion on
clinical topics.

To prepare you for the Pre-IND and IND submission, you can include:

e Your disease of interest

e The target study population

¢ Any available natural history information/data on the condition
¢ Available treatment options for the condition, and

e A brief outline of first-in-human study

Once you’'ve submitted the request and package, it's time to prepare for the actual meeting.

4.4.Preparation for the INTERACT meeting

If you are granted an INTERACT meeting, congratulations. The OTP will try to inform you in
advance if any specific review discipline will not be able to participate (e.g., if any review team is
not available due to workload/competing priorities). [1]

In the case of a teleconference, the FDA will send written responses to your questions in the
meeting package no later than 1 day before the meeting to facilitate the discussion. For WRO
meetings, the response is provided on the committed date. Please note that no additional
questions will be accepted, but if you find the written responses provided by CBER sufficient
and not warranting further discussion, you may cancel the meeting. [2]

If managed wisely and well prepared for, the INTERACT meeting can prove important for
getting the right early input from the FDA. Below are some guidelines to make the most of a
teleconference INTERACT meeting.
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Dos
v As your MIP will be relatively limited Approach the INTERACT meeting
(compared to Pre-IND), include process when you are too advanced or
sufficient detail for questions premature — consider the alternatives
v"Highlight most important questions for Be discouraged by a F2F meeting
discussion that have no substantive denial — you can still get valuable FDA
references or have not been addressed feedback from the written response
by any initial FDA feedback Be overwhelmingly detailed or include
v Take advantage of the INTERACT new material or questions that were not
meeting setting to get early advice part of the MIP— FDA may not be able
v" Summarize important points, to provide commentary in this setting
agreements, clarifications, and action Attempt to answer every question from
items to take into Pre-IND preparation the MIP — time will be limited so
v" Listen closely, be objective, and have organize questions in order of priority
your team also take excellent notes as Hide any concerns. Open dialogue is
official meeting minutes are not issued the purpose of this early interaction

4.5. Post-meeting follow-up

For INTERACT meetings, official meeting minutes will not be issued to sponsors. Additionally,
any meeting minutes prepared and sent to CBER by the sponsor will not be reviewed or
evaluated for accuracy.

In rare cases of INTERACT meeting resulting in changes to the initial advice provided,
preliminary responses will be annotated and re-sent to you within 30 calendar days. In the case
of a WRO, the WRO will serve as meeting minutes from FDA. [1]

If you've taken advantage of the INTERACT meeting, you're may have gained some direction
that helps your continued regulatory journey towards the Pre-IND meeting.

Templates

o INTERACT Meeting Request/Meeting Information Package template

References

1. Center for Biologics Evaluation and Research. (n.d.). OTP Interact meeting. U.S. Food
and Drug Administration. https://www.fda.gov/vaccines-blood-biologics/cellular-gene-
therapy-products/otp-interact-meeting

2. Center for Biologics Evaluation and Research. SOPP 8101.1: Regulatory Meetings with
Sponsors and Applicants for Drugs and Biological Products.
https://www.fda.gov/media/84040/download
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Chapter 5: Pre-IND Meeting

5.1.Readiness Assessment

Before embarking on the Pre-IND meeting and IND submission journey, it is essential for a
sponsor (the entity responsible for a drug's development) to conduct a thorough readiness
assessment. This assessment is designed to ensure that the data and information to be
presented to the FDA at this stage of your drug’s development are complete, accurate, and high
quality, which can improve the chances of success for the Pre-IND meeting and IND
submission.

Should | consider a
Pre-IND meeting?

I’'m convinced! But am |
ready for a Pre-IND

meeting?

What is a

Pre-IND I'm doing it! What
meeting? do | need to know?

What is a Pre-IND meeting?

A Pre-IND meeting is a Type B FDA meeting intended to obtain Agency feedback to guide your
first-in-human/Phase 1/2 clinical strategy and IND submission. It is typically a sponsor’s first
formal meeting with the FDA (the INTERACT meeting is technically the first formal FDA
meeting, but meetings are often denied). The purpose of the Pre-IND meeting is to provide an
opportunity for the sponsor to ask questions, prior to IND submission, related to pre-clinical and
CMC plans as well as the initial clinical study design.
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®

The pre-IND meeting is more than just a productive exchange of information, it is
also an avenue to obtain meaningful FDA agreement or advice on specific areas
to address given the proposed plan.

Should | consider a Pre-IND meeting?

While a Pre-IND meeting is not required prior to submission of an IND, it offers many
advantages and is therefore, highly recommended. [1]

BGTC Regulatory Playbook Version 1.0

Accelerate
The Pre-IND meeting will facilitate IND review by:

e Recognizing and avoiding unnecessary pre-clinical studies and instead,
identifying the necessary safety and pharmacology pre-clinical studies appropriate
for your AAV gene therapy asset and disease of interest. This also minimizes
wasted time and costs in your overall program.

¢ Identifying inadequate or missing required CMC tests in the manufacturing
process that could lead to IND clinical hold (an order issued by a regulatory
agency, such as the FDA, which stops or suspends clinical trials for your
investigational drug). For more information on grounds and procedures for clinical
holds, refer to this guidance by the FDA. [5]

e Confirming that the Phase 1 clinical study is designed to meet its intended
objectives while maintaining subject safety.

e Discussing any concerns or potential IND hold ups prior to submission of the IND.
Addressing these with the FDA gives you an opportunity to correct these when
you have time on your side.

¢ |dentifying possible designations that will advance the clinical trial or marketing
application review process. Through this meeting, you may wish to discuss the
proposed designations with the FDA.

These suggestions will expedite the IND preparation process and reduce the time in
which your therapeutic candidate or AAV product will get to clinical trials.

Close gaps

Your organization may be new to drug development, and it is likely that your product
is intended to treat a serious or life-threatening disease, and/or is intended to treat a
population with a currently unmet medical need. The Pre-IND meeting will assist you
in resolving any unique development aspects in your IND and answer any questions
you may have with time to resolve them before submission. Alternately, it would also
be where you put forth proposals to the FDA and agree to a common plan forward
given the unique and tailored development process for AAV products.
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This may help avoid clinical holds or FDA requests for change due to gaps in your
submission.

Build a relationship with the FDA
The Pre-IND meeting is an important opportunity to introduce your organization and

investigational therapy to the FDA. The regulatory process should be viewed as a
collaborative approach between the sponsor and the FDA. This meeting will serve
both introductory and informational purposes, particularly with regards to scientific
strategies, which will benefit future product development — data-driven rationale
should be utilized to gain feedback on plans to accelerate product development.

Gaining early Agency insight and ensuring the endpoints and goals of your program
are well-defined and complete will go a long way in your regulatory journey.

Although the FDA may be open to some communication (requests for advice) post Pre-IND
meeting/before IND submission, only one Pre-IND meeting is granted per IND, so make it count.

[1]

Am | ready for a Pre-IND meeting?

Now that you know the value of a Pre-IND meeting, it is important to consider if you are at the
right stage to request one.

A readiness assessment can help identify any gaps or areas of concern in the development of
your AAV gene therapy product and enable your team to address these issues proactively.

Please see below for a checklist to guide you in assessing if you are ready for a Pre-IND
meeting. Completing the elements in the checklist is the first step to increasing the likelihood of
a successful meeting and eventual IND submission.

Pro tip: Note that these are best practice recommendations for when a Pre-IND meeting would
be most useful to a sponsor. You may have completed or not yet completed many of the tasks in
the stages listed below and still be granted a Pre-IND meeting, so do your best to check off as many
items on this list to ensure you are at the optimal stage of readiness for the Pre-IND!
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Table 1: Readiness Assessment for Pre-IND meeting: Check to confirm completion of these
tasks for optimal stage of readiness

Readiness Assessment

O Completed dose range finding studies and planning confirmatory GLP dose range studies
pre-clinical O Completed pilot in vivo pharmacology and toxicology studies and planning GLP pivotal
pharmacology/toxicology studies
O Planning GLP biodistribution studies

CMC O Preliminary defined processes, testing and specifications for Master Cell Bank (MCB), Working

Cell Bank (WCB) and Drug Substance (DS) and Drug Product (DP) manufacturing

O Specifically, tests for safety should be identified and qualification/validation are in process.
Potency tests are typically not expected to be completed at Pre-IND, but ideas on these types
of tests should be presented

O Near completion or completion of GMP lots. At a minimum, engineering runs representative of
GMP production should be in process

O Preliminary testing and design of stability studies for DS, DP, and Point of Care (POC) delivery
(e.g., reconstitution of frozen product and administration through syringe)

Clinical O Ideally, a completed clinical study synopsis should be prepared and included in the Pre-IND
meeting package. If a final synopsis is not ready, at a minimum, a clinical study concept sheet
which includes details on the population, inclusion/exclusion criteria, endpoints, dosing and
dose escalation regimen, dose rationale, safety, and efficacy (if applicable) measurements and
analysis, study time points and overall duration

Patient O Engagement with patients/patient advocacy groups to capture patient voice and ensure
Engagement representation throughout the journey

Prior to proceeding, let us do one final check to ensure you are ready to initiate the Pre-IND
meeting preparation.

@

No Consider an
INTERACT
Yes meeting instead

Proceed to Pre-IND meeting

preparation

Things to be aware of before continuing

Some examples of recurrent problems that present themselves in Pre-IND meetings include [2]:

e Clinical trial design elements in the study synopsis — €.g., unsupported or lacking
rationale for starting dose, missing specific safety assessments or time points,
missing data safety monitoring board review
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¢ Anything less than the minimal chemical, manufacturing, and controls (CMC)
information. Refer to Section 5.3.6 for recommendations

¢ Anything less than the minimal toxicology and pharmacology studies to support
the proof-of-concept (POC). Refer to Section 5.3.7 for recommendations

e A study design that does not comply with Good Clinical Practices (GCPs)

e Limited data supporting dose range

Now that you know the most common causes for concern, you can proceed to your Pre-IND
meeting planning with the necessary information.

5.2.Meeting Request

Figure 1: Meeting Request and Written Response Only (WRO) Timeline

Meeting package

FDA response submission (no later Meeting scheduling or WRO response Meeting minutes to sponsor
(anytime within 21 days  than 30 days before (anytime within 60 days of request by the FDA (no later than 30
of request receipt) scheduled meeting) receipt) days after meeting)
Day -30 Day 0 Day 21 Day 30 Day 60 Day 90
PIND number request Meeting (or WRO) Latest due date for meeting Latest for meeting
request sent/ package submission to be held
request receipt (depending on meeting date)

Before requesting a Pre-IND meeting, it is highly recommended that you have a solid draft of
your meeting information package (MIP) before you send the meeting request, as often
decisions/questions are worked out as the MIP is being drafted. It is also possible to have a
Written Response Only (WRO) in lieu of a meeting — you may request one, or the FDA might
determine a WRO is more appropriate for providing feedback and advice.

@ So, what is the Pre-IND meeting information package (MIP)?

The MIP, sometimes known as a briefing package, is a detailed document
sent to the FDA in support of the Pre-IND meeting request. The goal of the
MIP is to provide information, relevant to the discussion topics of the meeting
request, to not only enable the FDA to prepare adequately for the meeting
but also to achieve a focused and productive exchange of information.

Additionally, the timely submission of the MIP is crucial to provide sufficient
time for meeting preparation and for accommodating adjustments within the
meeting agenda and pre-meeting communications. The FDA requires that
the MIP be submitted 30 days prior to the scheduled meeting date (See
Figure 1 for a recommended timeline for Pre-IND meeting).

A Pre-Submission Tracking Number (PSTN) should be requested 30 days prior to the planned
meeting request submission date. To do this, send an email to ‘cberrims@fda.hhs.gov’ and
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request this number. The emails should contain: Sponsor Name, Sponsor Address, Authorized
Regulatory Contact, Name, Description, Code of Investigational Therapy, Indication and
Anticipated Submission Date. CBER will respond with a unique PSTN that should be referenced
in your paperwork when you are ready to submit the Meeting Request through the FDA
Electronic Submission Gateway (FDA ESG). The timing for all this should occur approximately
two months prior to your desired meeting time frame.

It is important to include enough information in order for the FDA to accept the Pre-IND meeting
request and also identify the proper staff to discuss your proposed agenda items. Fortunately,
the meeting request can be thought of as a summary version of your MIP — a lot of content may
eventually go into the MIP and will set your team up well for the meeting.

Use the Pre-IND Meeting Request template to prepare your meeting request.

Pro tip: Similar to the INTERACT meeting, you have the option of preparing and submitting
your complete MIP as a “combined meeting request/MIP” at this stage. The meeting
request can be thought of as a way to stagger the information preparation by submitting an
abbreviated version while using the additional time to prepare the MIP, but a combined
submission will save 30 days since at the time of submission the FDA has all the information
they need.

Consider including the following details about your program in the meeting request [3]:

ok wh-~

The application number

The product name

The chemical name, established name, and/or structure

The proposed indication(s)

The meeting type being requested (i.e., Pre-IND is a Type B meeting)

Any proposed designations and general discussion about whether or not they are a
value-added for acceleration or market access for rare gene therapies

The meeting request should also include key information about the meeting itself, such as:

7.

8.
9.
10.
11.

Suggested dates and times (e.g., morning or afternoon) for the meeting that are
consistent with the appropriate scheduling time frame (see timeline) as well as dates and
times when you/your team are not available

A list of proposed questions, grouped by FDA discipline, with some brief explanation for
each question

The proposed meeting format - teleconference/videoconference, or WRO

The date you will send the MIP (see Figure 1 for the range of time you can do this)

A brief statement of the purpose of the meeting. This statement should include a brief
background of the issues you are facing with your program or outstanding concerns. It
can include a summary of completed or planned studies or data that you intend to
discuss at the meeting. You can also highlight the general nature of the questions to be
asked, and where the meeting fits in the overall development plans. You don’t have to
provide details of trial designs or completed studies — that should be included in the MIP
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— but you should provide enough information to facilitate the FDA’s understanding of the
issues

12. A list of the specific objectives or outcomes you expect from the meeting

13. A proposed agenda, including estimated times needed for discussion of each agenda
item

14. A list of planned attendees from your organization, including titles and affiliations

15. A list of requested FDA attendees and/or discipline representative(s)

Once you have submitted the request, the clock starts. If you are granted a meeting, you can
expect to have it scheduled approximately 60 days from the request, and you may proceed to
the next step.

If you are denied a meeting, the FDA will notify you according to the timeline described and
provide reasoning for denial. For WRO requests or if the FDA determines a WRO would suffice,
the FDA'’s letter will include the date the FDA intends to send the written responses. See Figure
4 below for more information on these options for FDA responses.

For additional information please visit OTAT Pre-IND Meetings | FDA [10]

5.3.Meeting Information Package Preparation

Now that you know about meeting requests, it is important for you to ensure that all the content
provided in the request and the MIP is up to date, accurate, and supports the intended
objectives of the meeting.

So, what should you include in your MIP?

Although the contents of the MIP will vary, they generally include product information, questions
for the FDA (grouped by discipline — CMC, Pre-clinical, Clinical), and any specific information
that will enable the FDA to respond to your questions.

For additional information, please follow the FDA guidance: Formal Meetings Between the FDA
and Sponsors or Applicants of PDUFA Products [7]

Next, let’s dive into each of the different sections of the Pre-IND MIP and what’s important to
note in each of them as you fill out the template. We have also provided you with a template for
the MIP, that you can find here.

5.3.1. Introduction, Purpose, and Objective of the Meeting
Introduction

In this section, you will introduce your product to the FDA by providing a summary of your
investigational product and the proposed indication. To simplify the process, consider breaking
your introduction into four sections as shown in Figure 2 below. Additionally, a description of
what information you should consider adding under each section is provided.
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Figure 2: Investigational Product Summary
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Purpose and objective of the meeting
In this section, you will be providing a brief statement summarizing what you intend to discuss
with the FDA. Consider including the following in your statement:

Figure 3: Key Discussion Points

The types of The general nature of Where the meeting fits A list of the specific
completed or planned the critical questions in overall development objectives/outcomes

studies/data that you
intend to discuss

to be asked plans from the meeting

5.3.2. Proposed Agenda of the Meeting and Attendees

Proposed agenda of the meeting

Follow the decision tree to understand how to approach this section of your Pre-IND MIP
preparation based on your meeting logistics. (Each of the routes were designed based on FDA

guidances and experiences from prior candidate submissions.)
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Figure 4: Pre-IND Meeting Request Potential Outcomes
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In the event that the FDA denies your pre-IND meeting request, you will need to address
the gaps/concerns described in the meeting denial. There are a variety of reasons why a
meeting can be denied, with the most common reason being that the applicant’s
development plan is not yet ready for pre-IND feedback. Further development and data
may need to be collected and summarized in an updated pre-IND package before
requesting a pre-IND meeting a second time.”

A _ Option 1- Planning a Teleconference Meeting:

If you are requesting a teleconference for the Pre-IND meeting, it will be important to
include the following (Note that a teleconference is not always granted. However,
written feedback from the FDA will always be provided, whether a teleconference is
requested/granted or not):

1. A clear and concise list of the specific agenda items that will be covered during
the meeting
a. Here you can include a list of specific questions you have for the agency
along with a brief statement about the background and purpose for each
2. An estimated amount of time needed for each agenda item

The following is an example of the “Proposed Agenda Template” in Table 2:
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Table 2: Proposed Agenda Template

Proposed Agenda Estimated Time (minutes)
Introductions and Objectives X
(E.g., Agenda Item 1: Specific questions
; XX
raised by sponsor)
(E.g., Agenda ltem 2: Meeting Summary) XXX

This way you can ensure that the meeting is focused and productive.

Option 2 —Written Response Only:

On the other hand, if you requested a WRO from the FDA, or if the FDA decides that a
WRO is more appropriate, then no proposed agenda is needed. Even if you requested a
teleconference, the Agency may determine that a written response to your questions
would be the most appropriate means for providing feedback and advice.

When it is determined that the meeting request can be appropriately addressed through
a WRO, the FDA will respond with the date they intend on sending the written response
to you, which is usually 60 days from the meeting request receipt date.

The FDA will take requests for clarification to the responses they have provided after
receipt of the WRO. If you believe a Pre-IND teleconference meeting is valuable and
warranted, and your needs may not be addressed through a WRO, then you may
provide a rationale in a follow-up correspondence explaining why a meeting is valuable
and warranted. The FDA will convert where possible, WRO to a teleconference meeting
for requests that include novel approaches to development and/or where precedents are
not well established.

You may refer to the PDUFA Reauthorization Performance Goals and Procedures Fiscal
Years 2023 Through 2027 or any latest PDUFA guidance for more information.

The FDA may deny the request for a teleconference meeting and choose the

WRO or deny the request altogether for several reasons (and the FDA'’s letter will
include an explanation of the reason for any denial). For instance, a meeting can
be denied because the application is at too premature of a stage in development,
or the request/MIP does not provide an adequate basis for the meeting
discussion.

The FDA may also choose the WRO option due to resource issues. However, this
option is not preferred as it limits the opportunity for discussion or clarification, so
denials are usually based on a substantive reason, e.g., not merely on the
absence of a minor element of the meeting request or meeting package items. [7]
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Attendees

In this section you will be providing the FDA with a list of individuals from your organization who
will attend the meeting. List their names along with their respective disciplines including
affiliations and titles. Usually, the FDA provides preliminary advice a few days prior to the
meeting date, after which the team should triage and decide the questions, they intend on
bringing up at the actual meeting. To improve productivity, we recommend that you first short-
list the questions you want to focus on and then match subject matter experts (SMEs) with
disciplines based on those question(s) to attend the meeting.

The FDA also encourages that you consider including patient

representatives in the meeting (either the patients themselves and/or
their family members/caregivers) where topics would benefit from

By doing so you will not only provide the FDA with an overview of whom to expect at the
meeting but also ensure that all key stakeholders are included for a productive discussion.

The following is an example of the “List of Attendees Template” in Table 3:

Table 3: List of Attendees Template

Name of Sponsor’s Affiliation / Role/Contribution
Attendeel/lnvestigator Collaborative Institute

Attendee 1 X CMC/Pharmacology/Toxicology/Clinical/
Biostatistics/ Principal Investigator etc.

Attendee 2 XX CMC/Pharmacology/Toxicology/Clinical/
Biostatistics/ Principal Investigator etc.

Attendee 3 XXX CMC/Pharmacology/Toxicology/Clinical/

Biostatistics/ Principal Investigator etc.

5.3.3. Product Background

In this section you will be providing the FDA with an overview of your product’s background,
rationale, and development plan. Key topics that you should consider highlighting in this section,
along with a brief description of what can be included under each section, are shown in the
Figure 5 below.
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Figure 5: Key Categories for Product Background
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5.3.4. Questions for the Agency Grouped by Discipline

This is the ‘meat’ of the Pre-IND MIP. In this section, your goal is to provide the FDA with a list
of the key questions for discussion grouped by discipline (CMC, Pre-clinical, Clinical) and a
summary of background and need for each. Since the FDA recommends limiting your questions
to less than 12, you should use this opportunity to ask critical questions related to your specific
development program; also refer to available FDA guidances applicable to your product.

For maximum efficiency, it is important to pose clear, focused questions, so that the FDA can
provide advice targeted to your specific product development program. If questions are too
broad or general, the response you get may also be general.

Another thing to keep in mind is that you should refrain from asking single multi-topic, all-
encompassing questions such as ‘are the starting material selection, manufacturing process
and analytical testing acceptable?’ Rather, you should ask specific and clear questions like the
following directional examples (tailored to your specific product, of course):

o Does the FDA agree that the proposed CMC package supports the intended clinical
investigation

Does the FDA agree with the proposed release specifications and testing strategy?
Does the FDA agree with the stability testing of the drug substance and drug product?
Is the assay qualification plan sufficient?

Is the delivery device compatibility plan sufficient [if a device is integral to your product
deliver]?

O O O O

5.3.5. Regulatory Background

A Regulatory Background section may not be applicable in all cases. Include this section if the
investigational product has been approved in other countries or has been approved by the FDA
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for another indication. Also, include whether prior meetings have taken place with the FDA on
the investigational product. Other types of questions not fitting in pre-clinical, CMC or clinical
topics may be presented in this section.

5.3.6. Chemistry, Manufacturing, and Controls Information Summary

The Chemistry, Manufacturing, and Controls (CMC) information summary describes the
manufacturing processes, controls, and analytical methods used for your investigational product
and is intended to provide an end-to-end view of the entire workflow and quality control
involved. This is an important part of the MIP that needs to be prepared with particularly great
care to demonstrate without a doubt to the FDA that you will have an efficacious and most
importantly, safe product to administer in humans.

You may find that the manufacturing details of your critical material suppliers (e.g., vector
supplier) are proprietary and it may be challenging to provide that information in the Pre-IND. In
this case, we suggest working with those suppliers to understand if a drug master file (DMF) is
on file with the FDA (see IND Section 7.3.3 Drug Master File (DMF)) and only providing high-
level descriptions for the Pre-IND.

Drug master files (DMF) provides the FDA with confidential, detailed information about
the facilities, processes, or articles that you may have used in the manufacturing,

processing, and storage of your products. For more information on the different types of
DMFs and what to include in each, please refer to Drug Master File (DMF) Submission
Resources | FDA.

At this point in your program’s development stage, you can include a high-level manufacturing
plan up to first-in-human / Phase 1/2 studies. Consider asking yourself the following questions:

?  Where is my organization sourcing all the different components of our drug product?
?  What is the current clinical trial plan in terms of regions? Is development conducted in
one country? Or primarily in one and secondarily in another/other countries?

You can then plan how to structure and lay out the CMC summary.

You may want to start with an overview of manufacturing plans from your current stage of
development until your first-in-human / Phase 1/2 studies (see Figure 6 below for an example).
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Figure 6: Manufacturing Plan Overview
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To best demonstrate your data and gain the confidence of the FDA in your process validation,
consider categorizing data you include in your CMC summary into the broad sections below.

o Drug substance and drug product: Vector production process

In this section, you can provide a summary description of your AAV vector gene therapy,
including its physical and chemical properties, composition, and manufacturing process. This
should include the method of production, purification, and characterization of the vector. As
noted previously, some of this information may be proprietary to your vector supplier, however a
summary description, or cross-reference to DMF or other documentation at most is expected for
the Pre-IND.

Describe your drug product and list out the components. Include cloning and sequencing
information on plasmids, sources for cells, e.g., bacteria cell banks for E. coli, American Type
Culture Collection (ATCC) or other sources for HEK293 cells, including an analysis of possible
contaminants from HEK293 cells.

o Quality characterization of the vector, cells, and all components used in the
process

The CMC information summary for the Pre-IND can provide information on the physicochemical
properties of the AAV vector, such as its size, shape, and purity. The stability of the AAV vector
is an essential factor that needs to be addressed as this demonstrates the long-term stability of
the vector under various conditions, such as temperature, pH, and storage time. Overall, quality
control measures that will be implemented to ensure the consistency and purity of the AAV
vector should be described — this includes osmolality, sterility, in-process testing, release
testing, and others. [6]

Pro tip: If you are working with a commercial AAV, it is possible that the supplier has a
Drug Master File (DMF) on file with FDA, which describes the characteristics and
production of the AAV vector. The supplier may be able to assist you in providing these
details in the MIP and should they have a DMF, it may be possible to refer to it when
you submit the Pre-IND meeting package and later, IND.
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Pre-Clinical Data Summaries

What are Pre-Clinical Data Summaries?

Pre-clinical studies are investigations that test the drug in a non-clinical setting with cells and/or
animal models to determine potential adverse/toxic effects before clinical trials. The pre-clinical
data summaries for AAV gene therapies would include information about the AAV vector used,

@ Can | ‘bypass’ some CMC summaries with a platform-based approach?

Since a platform approach may use similar upstream and downstream processes,
cell lines, raw materials, etc., testing related to the vector/capsid specifications for
components kept the same across, purification, shipping/compatibility, stability and
potentially other CQAs or evidence requirements might be exempt if that
data/information already exists. [8]

transgene expression, biodistribution, shedding, and reports of any adverse effects and/or
immune response. [4]

The goal for all non-clinical studies is to support Phase 1/2 safety and tolerability studies and
comply with good laboratory practice (GLP). The GLP regulations can be found in 21 CER Part
58.1: Good Laboratory Practice for Nonclinical Laboratory Studies.[8]

These regulations can provide you with the minimum requirements needed for your non-clinical
investigations, specifically on:

e Information regarding studies conducted — including protocols, operating procedures,
and study reports

e Personnel involved

e Facilities and equipment

o A system of quality assurance oversight for each study to help assure the safety of the
FDA-regulated product

Data about a drug’s activities and effects in animals helps establish boundaries for safe use of
the drug in subsequent human testing (clinical trials).

Before testing your product clinically, you must determine its toxicity. Usually, pre-clinical
studies will be animal studies foundational to the planned clinical investigations, but will provide
detailed information on pharmacology, biodistribution, safety exposure, dosing, and toxicity
levels.

Additionally, it is recommended that you provide summarized results of your completed pre-
clinical studies along with information on any planned studies. Providing this information will
help the FDA with background information and context to be able to answer any pre-clinical
questions you may have. To best convey your data, consider categorizing it into the broad
sections shown in Figure 7 below.
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Click on each bubble to get a brief description on what each section entails. For the FDA
guidance on specific details that go into each category, refer to the guidance titled Preclinical
Assessment of Investigational Cellular and Gene Therapy Products | FDA. [4]

Figure 7: Pre-clinical Data Summary Topics
(™
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o Proof of Concept Studies

In this section your goal is to provide the FDA with the feasibility and efficacy of your product in
a pre-clinical setting, such as in vitro models or animals. It is important for you to ensure that the
summarized results you provide in this section are well organized and include sections on study
design, methods and materials, statistics, etc., for ease of review by the FDA

reviewers. Furthermore, you can develop these summaries into study reports for the IND
submission.

o Toxicology Studies

In this section your goal is to provide the FDA with data sets from your toxicology studies
showcasing the safety and risk assessment of your product, prior to advancing to clinical
setting.

o Pharmacology Studies

Here, your goal is to provide the FDA with the key data sets that highlight the pharmacological
properties of your product including its interaction with the target site, absorption, metabolism,
elimination, and potential adverse effects. Additionally, if the intended target population or the
initial clinical trials are to be conducted in children, it is important that pre-clinical studies
demonstrate a prospect of “direct benefit" to the child.

o Studies of ROA devices (if applicable)

In this section your goal is to provide the FDA with studies showing the efficacy and
biocompatibility of your product’s device component. In addition, you should provide detailed
information about your device, the device description and the regulatory status of such device in
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the US.{if device delivery is a critical component of your product delivery, as in intrathecal
injection]

o Other Non-clinical studies (if applicable)

In this section you can provide the FDA with any other non-clinical data sets that support the
efficacy and feasibility of your product.

@

5.3.7. Clinical Data Summaries

In this section your goal is to provide the FDA with a summary of any clinical data that has been
accrued (only in the case that there have been prior use in patients). Additionally, you can also
use this section to disclose key findings from prior and/or ongoing human trials and information
regarding upcoming/planned ones as well. Long-term follow-up is another important piece of
data to provide to the FDA — you will need to provide the FDA with any data that may suggest
long-term performance of the product post-administration. Consider following the decision tree
below to determine the best approach, based on your development plan, you should use for
tackling this section.

If you don’t have natural history studies or prior clinical data

for your product (which is typical for BGTC candidates), then
please skip directly to planned/upcoming clinical studies
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@ ‘ Clinical Data Summary

Do you have clinical data for your product?

YES NO
[ Follow ROUTE A! ] Follow ROUTE B!
Provide your Provide clinical
product’s clinical efficacy evidence for
data summaries analogous product

Route A

If you have clinical data for your product, then your goal for this sub-section is to provide the
FDA with concise data summaries along with key learnings and findings from your studies.

Remember, full study reports or detailed data sets are generally not appropriate for Pre-IND
meeting information packages. Consider dividing your information into the following 3 sub-
sections

O Natural history studies
O Prior clinical experience
O Planned/Upcoming clinical studies

Click through each topic or scroll through them to learn more about what you can include under
each:

o Natural history studies

It may be helpful to include natural history studies to provide the scientific foundation upon
which your product development program can be built.
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Additionally, the data from the studies can be more informative in the Pre-IND phase to help
design efficacy trials.

In addition to natural history studies being highly encouraged for rare disease by the
FDA, there are ways in which they can help you in your clinical development plan. These
have been summarized into four sections below. (If you are curious to know more about
natural history studies and how exactly they tie into your clinical development plan, the
FDA has specific guidance you can find here: Rare Diseases: Natural History Studies for
Drug Development | FDA.) [11]

Figure 7: Benefits of Natural History Studies
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e Prior clinical experience
In the case that there is clinical data from your product, then it is recommended for you to
include a summary of the key learnings and findings along with key data sets under this sub-
section. If more than one study has been conducted, separate the section out by each
study. To ensure you are effectively communicating all aspects of the study conducted,
consider following the outline below for each:

O Study title
Study objectives and criteria for evaluation
Methodology
Diagnosis and main inclusion criteria
Treatment arms and dosing regimen
Study results (For easier visualization of your data, consider having it in a tabular or
graphical format)
Study site/s
0O Drug manufacturing site

OO0o0OoOono

|

You can include your study reports in the appendix section of your Pre-IND MIP.

e Planned/Upcoming clinical studies

Before moving on, it is recommended that you conclude the sub-section with a summary of
any planned/upcoming IND opening clinical study. This will be the critical part of the clinical
section. This includes providing the FDA with clinical study synopsis or draft outline for the
studies that you plan to conduct in your clinical development plan. Consider a tabular
description of all study-related events and assessments, including, but not limited to:

O Investigator/study center

O Trial design

0O Subject screening and enroliment (e.g., patient population or healthy normal
controls, inclusion, and exclusion criteria)

O Safety assessments

Efficacy evaluations

O Pharmacokinetics sampling (e.g., immunogenicity markers, viral vector shedding,
other laboratory detectable metabolites, biomarkers if applicable)

O Route of administration

Proposed treatment regimen

O Stopping rules (a set of criteria that specify when dosing an individual subject,
cohort and/or trial should be suspended)

O

O

At the time of Pre-IND, you may not have clinical data for your product yet. In this case, your
goal for this section is to provide the FDA with relevant clinical data from analogues and a brief
overview of the clinical investigational plan for your product. You may be able to leverage similar
data based on serology, capsid type, disease, biomarker, endpoint, route of administration, etc.
(refer to Chapter 2: Platform-based Approach). Please remember to keep your data and
summaries accurate, concise, and relevant to your product.
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To ensure you are providing the FDA with the key information needed, consider breaking this
section into the following sub-sections while filing your Pre-IND meeting information package:

¢ Prior data from analogues

Please note that analogues aren’t always available. Therefore, please consider this
section only in the case when they are available and you are confident in the comparison
between the analogues and your product, which should be highlighted in this section.

Under this sub-section, your goal is to provide the FDA with a hypothesis of what to expect from
clinical studies. This section may be limited if your investigational therapy is unique and novel.
However, there is typically precedence for similar therapeutics in clinical trials. It may be helpful
to present a summary of this research and any learnings from such studies. If analogues are
available, it will be helpful to summarize why you consider them analogues (i.e., vector features,
indication, etc.), aspects of the analogues’ clinical studies that may apply to your study design
as well as in any safety or efficacy results, key findings and learnings from the analogue cases
and draw a hypothesis of what the clinical experience with your product may look like. Sources
of publicly available data include peer-reviewed publications, clinicaltrials.gov, product labeling
and Summary Basis of Approval issued by the FDA. If other sponsor data is intended to be
relied on to support the safety of your product, you will be required to obtain a Right of
Reference Letter from that sponsor and include this information in the IND.

¢ General Investigational Plan

Here, your goal is to provide the FDA with an overview of the clinical investigational plan for
your drug. Consider including the following topics discussed in the “Planned/Upcoming clinical
studies” sub-section including the goal and status around the clinical development of your
product.
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5.4.Preparation for the Pre-IND meeting

Once you have sent the MIP, it is time to prepare for conducting the actual meeting itself. The
FDA will send you written comments back, usually 2 days before the planned meeting. This time
is an intensive stage as you review and carefully digest the FDA’s comments. During this time,
you will also need to work on prioritizing which questions you will discuss in the meeting itself
and communicating this to the FDA, as well as finalizing any preparations for presentation.
Sometimes the FDA’s written comments are sufficient enough that you can decide to cancel the

teleconference meeting.

It is critical to keep in mind that the purpose of the Pre-IND meeting is to have a dialogue with
the FDA. Therefore, there is no need to prepare for a long presentation of the MIP — the Pre-
IND meeting is usually no longer than 1 hour, so it is crucial to use the time wisely and as
effectively as possible. In fact, any presentation by you, the requester, is generally deemed
unnecessary because all information for review and discussion should be part of the MIP, and
attendees are assumed to have digested it in advance. The meeting will be chaired by an FDA
staff member, so you can expect the meeting to be “driven” by them.

Generally, you will be asked to present a summary of your application to ensure that there is
mutual understanding of meeting outcomes and action items. This is a good place to reiterate
your objectives and concerns/challenges that you require their input on. The FDA staff can then
add or further clarify any important points not covered and these items can be added to the

meeting minutes.

Here are some guidelines for conducting an effective Pre-IND meeting:

Dos

v" Discuss with the FDA project

to prioritize the meeting agenda
v Keep any presentation brief to
maximize time for discussion
v Ensure attendees have slide
materials ahead of the meeting
v" Summarize important points,

FDA chair, and at the end of the
meeting or after each question

v Focus on questions that have not
been addressed by any initial FDA
feedback

(don’t rely solely on the FDA
minutes.)

manager ahead of time thow you wish

agreements, clarifications, and action
items (this can be done by you or the

v" Listen closely, be objective, and have
your team also take excellent notes

Record the meeting discussion — this is
prohibited, as meeting minutes will be
provided by the FDA

Increase the length of a meeting to
accommodate a presentation

Include new material or questions that
were not part of the MIP— the FDA may
not be able to provide commentary, thus
defeating the purpose of the meeting
Attempt to answer every question from
the MIP — time will be limited so organize
questions in order of priority. Stay
focused on the agenda.

Hide any concerns. Transparency is key.
Be defensive or antagonistic especially
upon disagreements with the FDA — any
misunderstandings or additional input
needed can be resolved in the follow-up
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5.5. Post-meeting follow-up
In this section, your goal is to provide the FDA with information related to meeting minutes. After
your Pre-IND meeting, the FDA will issue meeting minutes, summarizing the content discussed,
30 days after the meeting. The purpose of this is to give you the opportunity to review what was
discussed. If there are any aspects that you disagree with in the minutes, then you can request
clarification or suggest changes (which the FDA may or may not agree with). It is important to
note that responses to these minutes will have to be included in the IND submission, and the
contents need to be addressed in the actual drug development period between Pre-IND and
IND submission.

It is highly recommended that you also write your own meeting minutes and provide them to the
FDA right after the meeting, as this is helpful to the Agency and can also further accelerate the
process. It is also recommended to log your interaction minutes and develop a game plan for
how you plan to address/modify plans as needed, or to prepare for the next interaction with the
FDA on topics as warranted.

Templates

e Pre-IND Meeting Request Template
e Pre-IND Meeting Information Package Template
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Chapter 6: Program Selection

6.1. Summary

Supporting the development and evaluation of new treatments for rare diseases is a key priority
for the FDA. As you conduct your IND preparations, it is important to consider and take
advantage of the FDA'’s special programs/designations to speed up your approval. You can
submit your application for a special designation at any stage of the drug development process.
However, it is typically recommended that you apply early in the development process to
maximize the benefits and incentives associated with the programs.

Pro tip: The FDA encourages sponsors to discuss their plans for special programs
before they submit an Investigational New Drug (IND) application. This allows time for
the FDA to review and grant the designation early on, providing important incentives and
regulatory advantages throughout the drug development process.

@ What are special designations/programs?

These are specific regulatory pathways and designations established by the
U.S. Food and Drug Administration (FDA) to expedite the development,
review, and approval of certain products. These designations are important
because they provide incentives and regulatory advantages to
encourage innovation in areas where treatment options are limited. By so
doing, the FDA helps to advance treatments for serious or life-threatening

conditions, expediting access to potentially life-saving treatments for
patients in need.

Special designations are meant to address 21 CFR part 312 (intended to speed the availability
of new therapies to patients with serious conditions, especially when there are no satisfactory
alternative therapies, while preserving appropriate standards for safety and effectiveness. See
Figure 1 below for important definitions to note when it comes to special programs. [5]

If you are using this playbook, then chances are you are addressing an unmet need and qualify
for at least one of the special designations — take advantage.
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Figure 1: Important Definitions

A disease or condition associated with morbidity that has substantial impact on day-
to-day functioning - short-lived and self-limiting morbidity will usually not be sufficient,
Serious condition but the morbidity need not be irreversible if it is persistent or recurrent.

* All conditions meeting the definition of life-threatening as set forth in the CFR would
also be serious conditions.

A condition whose treatment or diagnosis is not addressed adequately by available

Unmet Medical therapy.
* An unmet medical need includes an immediate need for a defined population (i.e., to
Need treat a serious condition with no or limited treatment) or a longer-term need for
society.

The FDA generally considers available therapy (and the terms existing treatment and
existing therapy) as a therapy that:

Available Therapy « |s approved or licensed in the United States for the same indication being
considered for the new drug.

Is relevant to current U.S. standard of care (SOC) for the indication.

Now that we have established the definitions and baseline, let us get into the details of each of
the special programs and how you can take advantage of them.

6.2. Orphan Drug Designation

According to FDA guidance, Orphan Drug Designation (ODD) is a status granted by regulatory
authorities to drugs or therapies that are meant to treat rare diseases or conditions. For some
rare disease treatments, the low financial incentives to continue development or production led
to them being “orphaned” or discontinued. To help with this, the Orphan Drug Act (a law passed
by Congress in 1983) incentivizes drug development for rare diseases. [10]

What are Orphan Drugs?

These are drugs (including biologics) for the prevention, diagnosis, or
treatment of diseases or conditions affecting fewer than 200,000 persons
in the US, OR drugs that will not be profitable within 7 years following
approval by the FDA

Companies and other drug developers can request orphan drug designation and the FDA will
grant it if the drug meets the required criteria. An ODD provides financial incentives to make it
easier to bring a drug or therapy to market. [14] These incentives include:

0 Tax credits for qualified clinical (in humans) testing

O Waiver of the FDA New Drug Application or Biologics License Application — currently at
almost $3 million for a new drug)

O Eligibility for 7-year marketing exclusivity ("orphan exclusivity") upon marketing approval
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In addition, the Orphan Drug Act established the Orphan Product Grants Program to provide
funding for developing products for rare diseases or conditions [10]

How do | apply for ODD?

Sponsors seeking orphan drug designation for a drug must submit a request for designation to
the agency. Sponsors requesting designation of the same drug for the same rare disease or
condition as a previously designated product must submit their own data and information to
support their designation request. Designations for Orphan Drug and Rare Pediatric Disease
are granted by the Office of Orphan Products Development (OOPD), and this is where you send
your request. It is important to note that ODD is a separate process from seeking approval or
licensing. Drugs for rare diseases go through the same rigorous scientific review process as any
other drug for approval or licensing. [3]

OOPD evaluates information from product sponsors to determine if drugs,

biologics, or medical devices meet the criteria for certain incentives and
administers grants to provide funding for research on rare diseases. The office
also works on rare disease issues with medical and research communities,
professional organizations, academia, government agencies, industry, and rare
disease patient groups. Together with the Office of Pediatric Therapeutics and
product centers, the OOPD also determines Rare Pediatric Disease Designation
for drugs or biologics that meet certain criteria.

It is therefore important for you to ensure you are delivering correct information to meet
application requirements when you apply for a potential orphan drug. We recommend that you
ensure your request includes the following:

Orphan Drug Designation request statement

Administrative information

Description of the rare disease or condition, proposed indication, and need for therapy
Description of your investigational product and scientific rationale for use

Orphan drug status

Patient subset considerations and medical plausibility of the chosen subset
Regulatory status and marketing history

Documentation of patient population size

Oo0O0O0O0O00nO

The FDA has a form designed to assist sponsors in providing the required content completely
and succinctly for Orphan Drug Designation requests.[8] This can be found here Form FDA
4035. We have provided you with a template that you can use for the ODD request. This
template was generated based on the National Institutes of Health (NIH) National Center for
Advancing Translational Sciences (NCATS) Platform Vector Gene Therapy (PaVe-GT) team’s
experience preparing an Orphan Drug Designation (ODD) request to the FDA Office of Orphan
Products Development. If you need an example for reference while you prepare your request,
feel free to use PaVe-GT'’s lightly redacted example found on their website linked here.
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How to submit ODD requests [8]

You may submit Orphan Drug Designation requests one of three ways:

1.
2.
3.

Through the CDER NextGen portal

By emailing the required information to orphan@fda.hhs.gov

By mailing the required information to:

Office of Orphan Products Development
Attention: Orphan Drug Designation Program
Food and Drug Administration

WO32-5295

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

If you plan to email information to the FDA that is private, sensitive, proprietary, or commercial
confidential, it is strongly encouraged to send it from an FDA-secured email address, so the
transmission is encrypted. The agency will assume the addresses of emails received or email
addresses provided as a point of contact are secure when responding to those email addresses.

Next, we will look at the Rare Pediatric Disease Designation.

6.3.

Rare Pediatric Disease

The Rare Pediatric Disease program focuses on pediatric patients with rare diseases and unmet
needs. Its purpose is to stimulate the development of new drugs for rare pediatric diseases by
offering additional incentives for obtaining FDA approval of such products

What is a rare pediatric disease?
A rare pediatric disease is one that is serious or life-threatening in which

the serious or life-threatening manifestations primarily affect patients from
birth to 18 years, including neonates, infants, children, and adolescents. It
must also be a rare disease or condition as described in the FD&C Act, with
a prevalence of fewer than 200,000 people in the United States.

For your drug to obtain RPD Designation (RPDD), it must meet the following criteria:

(|
(|

O

It must be intended for the prevention or treatment of a rare pediatric disease
Adequate documentation or prevalence data must demonstrate that the intended
pediatric disease or condition is rare

Your application must not be for an active ingredient that is already approved for use

There must be supportive data suggesting that your drug may be effective in the rare
pediatric disease or condition [7]
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Like the ODD, there are some advantages to applying for the RPDD. The FDA incentivizes
sponsors with Priority Review Vouchers (PRV) to potentially help drug development companies
recoup their expenses sooner. [12] The PRV can be used to receive a Priority Review
designation of a later NDA or BLA for a different product — it can also be sold. See Figure 2
below. [11]

may only award a voucher for an approved rare pediatric disease product
application if the sponsor has rare pediatric disease designation for the drug, and
that designation was granted by September 30, 2024. After September 30, 2026,
the FDA may not award any rare pediatric disease Priority Review vouchers.

@ Under the current statutory sunset provisions, after September 30, 2024, the FDA

Figure 2: Priority Review Voucher Process
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Example of a template request form for the RPDD, as well as an example of RPDD application
from the PaVe-GT program can be found on their website link here. Requests for RPDD are
also sent to the Office of Orphan Drug Designations. This office works in collaborations with the
Office of Pediatric Therapeutics to review and grant the RPDD designation. See the previous
section on “How to submit ODD requests” for mailing addresses.

A white paper Successfully Navigating FDA Orphan Drug and Rare Pediatric Disease
Designations for AAV9-hPCCA Gene Therapy: The NIH Pave-GT Experience that describes in
detail the “how to” of creating ODD and RPDD applications was published by the PaVe-GT
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team in Human Gene Therapy [14]. We encourage you to read the white paper prior to initiating
your application preparation using the templates provided.

The ODD (and where applicable the Pediatric RD designation) are the main programs that you
will be considering during the early stage of development. As your program accrues nonclinical
data, consider whether criteria have been met for seeking Fast Track. As clinical data and
progressing along the development continuum, there are additional programs that may apply,
and these are provided below for completeness.

6.4. Expedited Programs

The FDA has five expedited designations for speeding up the availability of drugs for serious
diseases. These are summarized in Table 1 below. We will go into a bit more detail on each of
the programs in the next few sub-chapters.

Therapies receiving special designations must meet the evidentiary standards for approval,
including demonstrating effectiveness (regardless of whether the product receives accelerated
or traditional approval). Fast track designation, Breakthrough Therapy designation, and
Regenerative Medicine Advanced Therapy (RMAT) designation are distinct designation
programs with different programmatic requirements. It is possible to apply for and receive more
than one designation for a given product, but you should apply for each designation separately.
Information that supports more than one designation may be submitted in each separate
designation request. [5]

Table 1: Summary of Expedited Programs

Type of data Qualifying criteria Benefits
required
Fast Track Preliminary A drug that is intended to More frequent meetings with
non-clinical, treat a serious condition the FDA
mechanistic, AND non-clinical or More frequent written
or clinical data | clinical data demonstrate communication from the FDA
the potential to address Eligibility for Accelerated
unmet medical need OR a Approval and Priority Review
drug that has been if criteria are met
designated as a qualified Rolling review
infectious disease product
Breakthrough | Preliminary A drug that is intended to More frequent meetings with
Therapy clinical data treat a serious condition the FDA

AND preliminary clinical
evidence indicates that
the drug may demonstrate
substantial improvement
on a clinically significant
endpoint(s) over available
therapies

More frequent written
communication from the FDA
Rolling review

Intensive guidance on an
efficient drug development
program

Involvement of FDA senior
managers to expedite
development
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Accelerated
Approval*

Not specified;
Sponsor
should make
justification of
alternate
endpoint
based
scientific
support

A drug that treats a
serious condition AND
generally provides a
meaningful advantage
over available therapies
AND demonstrates an
effect on a surrogate
endpoint that is
reasonably likely to
predict clinical benefit, or
on a clinical endpoint that
can be measured earlier
than irreversible morbidity
or mortality (IMM) that is
reasonably likely to
predict an effect on IMM
or other clinical benefit
(i.e., an intermediate
clinical endpoint)

Approval based on a
surrogate or intermediate
endpoint (often allows for
shorter development time)

Note: The FDA requires clinical
trials to be conducted post
approval to confirm clinical
benefit

Priority
Review

Data
contained in
the final NDA
submission

An application (original or
efficacy supplement) for a
drug that treats a serious
condition AND, if
approved, would provide
a significant improvement
in safety or effectiveness
OR any supplement that
proposes a labeling
change pursuant to a
report on a pediatric study
under 505Ab OR an
application for a drug that
has been designated as a
qualified infectious
disease product OR any
application or supplement
for a drug submitted with
a priority review voucher

Review of application in 6
months

Regenerative
Medicine
Advanced
Therapy
(RMAT)
Designation*

Preliminary
clinical
evidence

Adrug thatis a
regenerative medicine
therapy intended to treat,
modify, reverse, or cure a
serious or life-threatening
disease or condition, AND
preliminary clinical
evidence indicates that
the drug has the potential
to address unmet medical

Early interactions with the
FDA to discuss potential
surrogate or intermediate
endpoint

Eligibility for Priority Review
Eligibility for Accelerated
Approval under current FDA
preapproval standards but
with new post-approval
requirements
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needs for such disease or
condition

*Accelerated Approval is a pathway, unlike the other four which are designations
*Still relatively new and not easy to get

6.4.1. Fast Track

Fast Track is a process designed to facilitate the development and expedite the review of drugs
to treat serious conditions and fill an unmet medical need. An investigational new drug intended
to treat a serious condition, and for which non-clinical or clinical data demonstrate the potential
to address an unmet medical need in patients with such condition, can receive Fast Track
designation. [4]

In addition, such a product could be eligible for Priority Review if supported by clinical data at
the time of marketing application submission. Fast Track designation must be requested by the
drug company/sponsor — the request can be initiated at any time during the drug development
process. The FDA will review the request and decide within 60 days based on whether the drug
fills an unmet medical need in a serious condition. [6]

6.4.2. Breakthrough Therapy

This designation is designed to expedite the development and review of drugs which may
demonstrate substantial improvement over available therapy on one or more clinically significant
endpoints. Clinically significant endpoint generally refers to an endpoint that measures an effect
on irreversible morbidity or mortality (IMM) or on symptoms that represent serious
consequences of the disease. A clinically significant endpoint can also refer to findings that
suggest an effect on IMM or serious symptoms, including:

O An effect on an established surrogate endpoint

O An effect on a surrogate endpoint or intermediate clinical endpoint considered
reasonably likely to predict a clinical benefit (i.e., the accelerated approval standard)

O An effect on a pharmacodynamic biomarker(s) that does not meet criteria for an
acceptable surrogate endpoint, but strongly suggests the potential for a clinically
meaningful effect on the underlying disease

O A significantly improved safety profile compared to available therapy (e.g., less dose-
limiting toxicity for an oncology agent), with evidence of similar efficacy

Pro tip: Breakthrough Therapy designation is requested by the drug company. If a sponsor
has not requested Breakthrough Therapy designation, the FDA may suggest that the sponsor
consider submitting a request if: (1) after reviewing submitted data and information (including
preliminary clinical evidence), the Agency thinks the drug development program may meet the
criteria for Breakthrough Therapy designation and (2) the remaining drug development
program can benefit from the designation.

The level of evidence required for Breakthrough Therapy designation is higher than for Fast
Track designation. Specifically, Fast Track designation requires only that non-clinical or clinical
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data demonstrate the potential to address an unmet medical need, whereas for Breakthrough
Therapy designation, preliminary clinical evidence must indicate that the product may
demonstrate a substantial improvement over existing therapies on one or more clinically
significant endpoints. [2]

6.4.3. Accelerated Approval

When studying a new drug, it can sometimes take many years to learn whether the drug
actually provides a real effect on how a patient survives, feels, or functions. A positive
therapeutic effect that is clinically meaningful in the context of a given disease is known as
“clinical benefit.” Mindful of the fact that it may take an extended period to measure a drug’s
intended clinical benefit, in 1992 FDA instituted the Accelerated Approval regulations, allowing
drugs for serious conditions that filled an unmet medical need to be approved based on a
surrogate endpoint. Using a surrogate endpoint enabled the FDA to approve these drugs faster.
Accelerated approval has been used primarily in settings in which the disease course is long,
and an extended period would be required to measure the intended clinical benefit of a drug. [1]

The FDA may grant accelerated approval to drugs which include regenerative

medicine therapies, “for a serious or life-threatening disease or condition...upon a
determination that the product has an effect on a surrogate endpoint that is
reasonabily likely to predict clinical benefit, or on a clinical endpoint that can be
measured earlier than irreversible morbidity or mortality, that is reasonably likely to
predict an effect on irreversible morbidity or mortality or other clinical benefit,
taking into account the severity, rarity, or prevalence of the condition and the
availability or lack of alternative treatments.”

Sponsors of drugs that have been granted accelerated approval have been required to conduct
post-approval confirmatory studies to verify and describe the anticipated effects of their products
on irreversible morbidity and mortality or other clinical benefit.

6.4.4. Regenerative Medicine Advanced Therapy (RMAT)
. An investigational drug is eligible for RMAT designation if:

O It meets the definition of regenerative medicine therapy

O Itis intended to treat, modify, reverse, or cure a serious condition; and

O Preliminary clinical evidence indicates that the regenerative medicine therapy has the
potential to address unmet medical needs for such condition. [13]

Regarding the preliminary clinical evidence to demonstrate the potential of a regenerative
medicine therapy to address unmet medical needs, the FDA generally expects that such
evidence would be obtained from clinical investigations specifically conducted to assess the
effects of the therapy on a serious condition. When determining whether the preliminary clinical
evidence is sufficient to support RMAT designation, CBER consider factors including but not
limited to:
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The rigor of data collection

The consistency and persuasiveness of the outcomes
The number of patients or subjects

The number of sites contributing to the data

The severity, rarity, or prevalence of the condition

Oooonoad

As opposed to Breakthrough Therapy designation, the RMAT designation does not require
evidence to indicate that the drug may offer a substantial improvement over available therapies.
In order to apply for RMAT designation, a sponsor should submit a request to CBER either with
an IND or in an IND amendment.

Pro tip: CBER will not accept requests for RMAT designation for INDs that are inactive or on
clinical hold. Additionally, the FDA will not further process a pending RMAT designation request
for an IND that is placed on inactive or hold status while the designation request is under
review.

6.4.5. Priority Review

A Priority Review designation means FDA’s goal is to act on an application within 6 months of
filing by the FDA. A drug, including those that received Fast Track, Breakthrough Therapy, or
RMAT designation, may be eligible for Priority Review, if it meets the criteria for Priority Review
at the time the marketing application is submitted. A Priority Review designation will direct
overall attention and resources to the evaluation of applications for drugs that, if approved,
would be significant improvements in the safety or effectiveness of the treatment, diagnosis, or
prevention of serious conditions when compared to standard applications. [9]

At the time of a pre-biologics license application (pre-BLA) meeting with CBER, sponsors of
regenerative medicine therapies, including those under expedited development programs,
should consider discussing their eligibility for Priority Review. A regenerative medicine therapy
may receive Priority Review if it treats a serious condition, and, if approved, would provide a
significant improvement in the safety or effectiveness of the treatment of the condition.

6.5. Case Studies

To conclude this chapter, we will highlight the currently FDA-approved (including accelerated
approvals) AAV gene therapies. There are five that fall in this category as of this version of the
playbook, which are shown in Figure 3 below.

From the 5 approved therapies, Zolgensma was awarded all the special designation programs
(except for RMAT). We will highlight some of the important milestones for Zolgensma in the next
section.
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Figure 1: FDA Approved AAV Gene Therapies (in vivo gene replacement)

HEMGENIX
* CSL Behring
« 11/22/2022

ZOLGENSMA
+ Novartis
« 05/24/2019

ELEVIDYS
» Sarepta
« 06/22/2023

Zolgensma 5 s

FDA Approved
(including
accelerated
approvals) AAV
LUXTURNA Gene Therapies ROCTAVIAN
« Spark Therapeutics Roctavian - BioMarin

« 01/12/2018 + 06/29/2023

LUXTURNA

o Approved Indication: LUXTURNA is an adeno-associated virus vector-based gene
therapy indicated for the treatment of patients with confirmed biallelic RPE65 mutation-
associated retinal dystrophy. Patients must have viable retinal cells as determined by the
treating physician(s).

e Link to FDA approved package insert/labeling and other publicly available regulatory
documents.

HEMGENIX

¢ Approved Indication: HEMGENIX is an adeno-associated virus vector-based gene
therapy indicated for the treatment of adults with Hemophilia B (congenital Factor X
deficiency) who: Currently use Factor IX prophylaxis therapy, or Have current or

historical life-threatening hemorrhage, or Have repeated, serious spontaneous bleeding
episodes.
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e Link to FDA approved package insert/labeling and other publicly available requlatory
documents.

ELEVIDYS

e Approved Indication: ELEVIDYS is an adeno-associated virus vector-based gene
therapy indicated for the treatment of ambulatory pediatric patients aged 4 through 5
years with Duchenne muscular dystrophy (DMD) with a confirmed mutation in the DMD
gene. This indication is approved under accelerated approval based on expression of
ELEVIDYS microdystrophin in skeletal muscle observed in patients treated with
ELEVIDYS. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory trial(s).

e Link to FDA approved package insert/labeling and other publicly available requlatory
documents.

ROCTAVIAN

e Approved Indication: ROCTAVIAN is an adeno-associated virus vector-based gene
therapy indicated for the treatment of adults with severe hemophilia A (congenital factor
VIl deficiency with factor VIII activity < 1 1U/dL) without pre-existing antibodies to adeno-
associated virus serotype 5 detected by an FDA-approved test.

e Link to FDA approved package insert/labeling and other publicly available requlatory
documents.

ZOLGENSMA

e Approved Indication: ZOLGENSMA is an adeno-associated virus (AAV) vector-based
gene therapy indicated for the treatment of pediatric patients less than 2 years of age
with spinal muscular atrophy (SMA) with bi-allelic mutations in the survival motor neuron
1 (SMN1) gene.

e Link to FDA approved package insert/labeling and other publicly available requlatory
documents.

You may refer to the FDA’s Expedited Approval Mechanisms for New Drug Products as an
additional resource on this topic.

Now that you have the overview of all special programs, including paths taken by previously

approved AAV gene therapies, you’re more prepared for your IND submission journey — in the
next chapter.
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Chapter 7: IND Submission

What is an IND?

An Investigational New Drug application (IND) is a request from a pharmaceutical developer
(also known as sponsor) to obtain authorization from the FDA to study their investigational
product in humans. An IND is an exemption of the federal law that requires that any prescription
drug transported across state borders must have a drug application approved by the FDA.
Because most sponsors have manufacturing sites and clinical study sites across the United
States, an IND is necessary to proceed with investigational trials of a new drug.

The FDA'’s primary objectives in reviewing an IND are to enforce the safety and rights of
subjects and assure that the quality of the scientific evaluation is adequate to permit an
evaluation of the drug's effectiveness and safety. The FDA's review of Clinical Phase 2 and 3
data will also include an assessment of the scientific quality of the clinical investigations and the
likelihood that the investigations will yield data capable of meeting statutory standards for
marketing approval, so it is important to set yourself up for success from your IND submission.

What should | include in my IND?

The IND must contain information in three broad areas [5]

O In vitro and Animal Pharmacology and Toxicology Studies (Non-Clinical)

O Chemistry, Manufacturing and Controls (CMC) Information

O Clinical Protocols and Investigator Information
The information you must submit in an IND to optimize successful review depends upon factors
such as the novelty of the drug, the extent to which it has been studied previously, the known or
suspected risks, and the developmental phase of the drug.

An important part of the IND preparation process includes the general investigational plan
and the protocols for specific human studies. Subsequent IND amendments containing new
or revised protocols should build logically on previous submissions and should be supported by
additional information, including the results of animal toxicology studies or other human studies,
as appropriate. Annual Reports to the IND should focus on reporting the status of studies being
conducted under the IND and update the general investigational plan for the coming year. This
playbook will summarize the requirements for IND maintenance in Chapter 8.

What format should | use for my IND submission?

Sponsors are required to follow the IND format set forth in CFER Title 21 Part 312.23 [2]. In the
interest of fostering an efficient review of applications and harmonizing with global regulatory
submissions, your IND should follow the eCTD format (electronic Common Technical Document
— see Figure 1 below) and should be submitted electronically through the FDA gateway.

The eCTD, which is divided into 5 sections, called modules, is the accepted standard format for
submitting applications, amendments, supplements, and reports to the FDA’s Center for Drug
Evaluation and Research (CDER) and Center for Biologics Evaluation and Research (CBER).
The eCTD process also includes technical requirements for electronic submissions. Please refer
to FDA’s eCTD Resource Page [3] for more information.
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The technical aspects of electronic submissions will not be covered in this handbook; however,
the outline and format of the eCTD structure is reflected in the templates and section headers of
the IND to comply with electronic submission specifications. Sponsors following the outline
presented in this handbook will meet electronic submission format requirements.

Figure 1: eCTD Modules
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The CTD triangle. The Common Technical Document is organized into five modules. Module 1is
region specificand modules 2, 3, 4 and 5 are intended to be common for all regions.

Before electronic submission of your IND, you must obtain an IND number through CBER.
Similar to the Pre-IND process (see Chapter 5.2: Meeting Requests), requests must be
submitted via email to CBERRIMS@fda.hhs.gov and should contain the following information:

¢ Name of Applicant, Applicant Address, Applicant Contact
e Regulatory Contact (if different from Applicant contact)

e Drug Name and Description

e Indication

¢ Review Division within CBER

e Type of IND (commercial or research)

Once your IND is submitted, you will have to wait 30 calendar days before initiating any clinical
trials. During this time, the FDA will review your IND for any safety concerns to ensure that
research subjects will not be exposed to unreasonable risk.

BGTC Regulatory Playbook Version 1.0 Page 70


mailto:CBERRIMS@fda.hhs.gov

Pro tip: In some cases, FDA may allow exceptions to electronic submissions by
submitting a waiver. This may be appropriate, for example, for small non-profit
organizations or research institutions. After you have requested and received the IND
number, please send an email to esubprep@cber.fda.gov and formally request the waiver.
Once your waiver request has been approved by the esubrep staff, you may submit the
IND via DCC email at: cberdcc_emailsub@fda.hhs.gov

Now that you know what an IND is and how it is submitted, we will get into the details of each
specific module and what you will need to include in each section.

7.1. Module 1: Admin Information

The eCTD is the standardized format for marketing applications as established by the
International Conference on Harmonization (ICH) and accepted by the EU, US, Japan, and
many other countries. With minor exceptions, this enables consistent IND content and format
requirements among ICH-adopting countries. Module 1, being the exception, does not follow the
ICH format as the module is almost entirely comprised of local requirements and covers
regional administrative information required by the applicable regulatory authority — in your
case, the US FDA.

7.1.1. Module 1.1: Forms 1571 and 3674

Forms 1571 and 3674 should accompany your IND. You can find the most current version of
these forms on the FDA website here: Forms | FDA. Each form serves a unique purpose in the
IND application:

O Form FDA 1571 — general information on the sponsor, description of the drug, type of
submission and submission contents

O Form 3674 — to certify compliance with ClinicalTrials.gov requirements

7.1.2. Module 1.2: Cover Letter

This is typically a summary of the IND and serves as an introduction to the drug and contents of
the submission. The IND cover letter is an important component of the IND submission and
should clearly and effectively communicate the key points of the submission to the FDA.
Consider including the following:

O A description of the drug being studied
O The purpose of the study and an overview of the study design

O A statement indicating each study’s compliance with all applicable FDA regulations and
guidelines
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7.1.3. Module 1.12.14: Environmental Analysis Waiver
What is an Environmental Analysis Waiver?

Environmental impact considerations are covered under CFR 21 Part 25 [1]. The Environmental
Analysis Waiver (EAW) process is used by the FDA in compliance with the National
Environmental Policy Act (NEPA), which requires federal agencies to consider the
environmental effects of their proposed actions. The FDA may determine that an EAW is
appropriate for certain actions, such as the approval of new drug applications or medical
devices, or the issuance of certain guidance documents. The waiver allows the agency to forgo
a formal environmental analysis if it determines that such an analysis is unnecessary.

So how does the waiver process work?

Most INDs will be exempt from a formal environmental analysis, so a statement must be
included, for example: “A categorical exclusion from the requirements of preparing an
environmental assessment is claimed for this Investigational New Drug application under 21
CFR 25.31 (e). The drug to be shipped under this notice is intended to be used for clinical
studies and/or research programs in which waste disposal will be controlled, the amount of
waste expected to enter the environment is reasonably expected to be nontoxic and in minimal
quantities, and to the knowledge of the applicant no extraordinary circumstances exist (21 CFR
25.15 (d)).” Other similar language may be appropriate. The exemption may not apply to all
drugs (e.g., radioactive drugs) so additional analysis on the environmental impact may be
necessary.

Environmental Analysis Outside the United States

As previously noted, Module 1 will contain different regional requirements. The European Union
and specific European countries will have different environmental assessment requirements
specific to AAVs and other gene therapy-based drugs. These products are considered
“genetically modified organisms” (GMO) and the Ministry of Environment for the relevant
countries requires specific format and content for the Environmental Analysis to be reviewed. If
your general investigational plan includes study sites in Europe, you may need to consider
these requirements. Please refer to this link for more information. [4]

7.1.4. Module 1.12.1: Pre-IND Correspondence

The Pre-IND meeting minutes issued by the FDA should be provided in this section. Any data or
information requested by the FDA in the Pre-IND meeting may also be referenced in this section
pointing to the module where the information is provided.

7.1.5. Module 1.14.4.1: Investigator’s Brochure

The purpose of the investigator’s brochure (IB) is to provide the investigator with clinical and
non-clinical information about the investigational drug relevant to the study of the drug in human
subjects. The IB contains summaries of non-clinical, CMC, and clinical information regarding the
investigational drug, which can be used by investigators to understand the scientific basis for
the treatment and its safety profile. Please refer to the |B template to learn more about the
information to include.
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7.1.6. Module 1.14.4.2: Investigational Drug Label

The purpose of the investigational drug label is to provide a copy of all labels and labeling for
the investigational product (both drug product and diluent, if applicable). A mock-up or printed
representation of the proposed labeling for the investigator(s) is acceptable. The United States
requires that investigational drug labels contain a "caution" statement that reads: "Caution: New
Drug - Limited by Federal (or United States) law to investigational use."

7.1.7. Module 1.20: General Investigational Plan [6]

For this section, you will provide an outline of the proposed clinical investigation plan of the
drug. This includes both current and future studies. Your general investigational plan must
summarize the following:

0 Rationale supporting the proposed clinical trial (including the dose, schedule, and patient
population)

The planned trial duration

Indication(s) to be investigated

General approach for evaluation of the investigational drug

Twelve-month clinical development plan

Estimated number of subjects to be exposed in the trial

Any serious risks anticipated

oooooag

Now that you are done with Module 1, let’s get into Module 2, which contains summary
documents.

Templates

¢ Investigator’s Brochure Template
e General Investigational Plan Template

References

1. Administrations, N. A. (2023, 04 14). Code of Federal Regulations. Retrieved from
https://www.ecfr.gov/current/title-21/chapter-l/subchapter-A/part-25?toc=1

2. CFR - Code of Federal Regulations Title 21. (2023, 03 28). Retrieved from U.S. Food &
Drug Administration:
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.23

3. eCTD Resources. (2022, 12 13). Retrieved from U.S. Food & Drug Administration:
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/ectd-resources

4. Genetically Modified Organism (GMO) aspects for investigational medicinal products.
(n.d.). Retrieved from European Commission: https://health.ec.europa.eu/medicinal-
products/advanced-therapies/genetically-modified-organism-gmo-aspects-
investigational-medicinal-products _en

BGTC Regulatory Playbook Version 1.0 Page 73


https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-25?toc=1
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.23
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/ectd-resources
https://health.ec.europa.eu/medicinal-products/advanced-therapies/genetically-modified-organism-gmo-aspects-investigational-medicinal-products_en
https://health.ec.europa.eu/medicinal-products/advanced-therapies/genetically-modified-organism-gmo-aspects-investigational-medicinal-products_en
https://health.ec.europa.eu/medicinal-products/advanced-therapies/genetically-modified-organism-gmo-aspects-investigational-medicinal-products_en

5. Investigational New Drug (IND) Application. (2022, 07 20). Retrieved from U.S. Food &
Drug Administration — https://www.fda.gov/drugs/types-applications/investigational-new-
drug-ind-application

6. Investigational New Drug Applications Prepared and Submitted by Sponsor-
Investigators. (2015, May). Retrieved from U.S. Food & Drug Administration:
https://www.fda.gov/regulatory-information/search-fda-guidance-
documents/investigational-new-drug-applications-prepared-and-submitted-sponsor-

investigators

BGTC Regulatory Playbook Version 1.0 Page 74


https://www.fda.gov/drugs/types-applications/investigational-new-drug-ind-application
https://www.fda.gov/drugs/types-applications/investigational-new-drug-ind-application
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/investigational-new-drug-applications-prepared-and-submitted-sponsor-investigators
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/investigational-new-drug-applications-prepared-and-submitted-sponsor-investigators
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/investigational-new-drug-applications-prepared-and-submitted-sponsor-investigators

7.2.Module 2: Summary Documents

7.2.1. Module 2.2: Introduction

In this section, you will be providing the FDA with a summary of the development plans, non-
clinical and any clinical data obtained on the investigational product. Ideally, the introduction
should include basic information like proprietary, nonproprietary, and common names of your
product, company name, formulation of the dosage form, strengths, route of administration, and
proposed indications.

Consider following the sample outline below while structuring your introduction based on the
information you have available.

Product Name
Product Description
o Active Ingredients
o Pharmacological Class
Proposed Indication
Formulation of the Dosage Form
Route of Administration
Clinical Program Objectives
Planned Duration of the Proposed Clinical Study
References

Ooa

Ooooooaod

7.2.2. Module 2.3: Quality Overall Summary

still in the early stages of CMC development. Should you still wish to
include a QOS, consider the recommendations in the section below
to understand what key information to present.

@ This section is OPTIONAL at the IND stage as many sponsors are

The overall goal of the QOS section is to provide the FDA with a summary of the scope and
outline of the body of data you are showing in Module 3. A summary of the type of information
you should consider including and not including within the QOS is shown in Table 1 below:
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Table 1: Information you should consider including in the QOS

QOS should include

QOS should not include

» Sufficient information to provide
the Quality Reviewer with an
overview of Module 3: Quality

» Emphasis of critical key parameters
of the Drug Substance and Drug
Product - refer to Module 3 for
further definition of DS and DP

» Justification for cases where
guidances were not followed

» Discussion of key issues that
integrate information from other
modules, particularly Module 3

o Cross-reference supporting
information in other modules

X

Information, data, or justification that
was not already included in Module 3:
Quality or in other parts of the CTD

Pro tip: Please make sure that the QOS is no longer than 40 pages of text,
excluding tables and figures. Biotech products such as gene therapies, have more
complex manufacturing processes so the document can be longer (but should not
exceed 80 pages of text). Most of the information in QOS can be imported from
Module 3: Quality (including tables, figures, or other items)

7.2.3. Module 2.4: Non-Clinical Overview

@

An Investigator Brochure containing a comprehensive summary of all non-clinical
studies referenced in the IND may serve as a substitute for the 2.4 — Non-clinical

Overview and 2.6 — Non-clinical Written and Tabulated summaries. Alternative
approaches such as this may be considered on a case-by-case basis.

The overall goal of the non-clinical overview section is to provide the FDA with an integrated
and critical assessment of the safety and efficacy of your product via pharmacologic and
toxicologic evaluations. For more information on how to structure and what the key information
to include in this section, check out the Module 2.4: Non-Clinical Overview template and

consider the pro-tips below while building yours. [2]
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Pro tip: Ensure the document length is no more than 30 pages (maximum).
Some points you should consider highlighting in the non-clinical overview section include:

e Relevant guidances on the conduct of studies and provide justification for any deviation
made from the guidances

e Discussion and justification of the non-clinical testing strategy

e Good laboratory practice (GLP) status of the studies being submitted

e Any association between non-clinical findings and the quality characteristics of the human
pharmaceutical, clinical trials results, or effects seen with related analogues

e Any literature which contains data or methods used to support the non-clinical information of

the drug
Can help justify proposed impurity
You .can cross-reference in your drug substance and product
quality documents!

As AAV gene therapies are biotechnology-derived products, it is highly suggested that you:

Provide an assessment of the comparability of material you used in the non-clinical and
clinical studies and one you are proposing to market

Provide relevant scientific literature and the properties of related products

For scientific literature used in place of studies conducted include justification around the
design of the studies and deviations from available guidances

Provide information on the quality of batches for drug substance used in these referenced

studies Y

If your drug product includes a novel excipient (i.e., an inactive substance that serves as the
vehicle or medium for your AAV drug product, often to increase stability and thus shelf-life)
then you should include excipient's safety information

7.2.4. Module 2.5: Clinical Overview — NOT APPLICABLE unless drug has
clinical data

@ f This section will not be required for the majority of original INDs. Most novel \

investigational drugs (such as the BGTC candidates) do not have prior clinical data
unless the drug has been studied in other countries or otherwise tested in humans under
other legal exemptions. Another exception would be if you have experience with your
asset in another indication. Analogues may be used to help define specific parameters
(e.g., safety profile, dose range, and tissue tropism) to use as a baseline comparison for
clinical data for your product. Please see the Pre-IND chapter for more information on
K analogue selection. /
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Do you have
clinical data for
your product?

YES!

Applicable: See the
description below on
how to approach this
section

NO!

Not applicable: Proceed
to Non-Clinical written
and tabulated summaries

The overall goal of the clinical overview section is to provide the FDA with a brief overview of
your product’s clinical data, key findings, and any other relevant information (e.g., pertinent
animal data or product quality issues that may have clinical implications). For more information
on how to structure this section and what key information to include, check out the clinical
overview template in Table 2 and leverage the pro tips below.

Table 2: Clinical Overview Template

What you should include

Potential Table of contents

e Strengths and limitations of the

product for its intended use
Highlight how the findings support critical
parts of the prescribing information

development program and study results
e Analysis of the benefits and risks for your

Noahkwh =

Product Development Rationale
Overview of Biopharmaceutics
Overview of Clinical Pharmacology
Overview of Efficacy

Overview of Safety

Benefits and Risks Conclusions
References

You can use graphs and tables
in the body of the text for brevity
and ease
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Pro tip: Ensure the document length is no more than 30 pages maximum, unless it contains
complex data. Some other points you should consider highlighting in your clinical overview section
include:

- Discussion and justification of the clinical development plan for your product (include critical study
design decisions)

- Good clinical practice (GCP) status of the studies being submitted

- Provide benefits and risks evaluations based on the conclusions of the relevant clinical studies

Consider evaluation of how
prescribing information and other

Consider the efficacy and safety findings
which support the proposed dose and target
indication

approaches can optimize benefits
and manage risks

or satety n your

development and how you resolved them
- Disclose any unresolved issues and indicate what effect they may have on your program

7.2.5. Module 2.6: Non-Clinical Written and Tabulated Summaries

The overall goal of this section is to provide the FDA with a comprehensive, factual overview of
your non-clinical data [2]. Click through the Module 2.6 Non-Clinical Written and tabulated
summary template to learn more about how you can structure this section and convey all the
key information needed for your product.

Share all the current pharmacology and toxicology information that supports
translation of the study from non-clinical to clinical and readiness for this IND
submission.

The Module 2 sections provided below reflect the most typical study types conducted for AAV
therapies. Other factors such as indication, on-target vs. off-target sites may require additional
pre-clinical testing (e.g., reproductive toxicity). For other study types not listed below, please
refer to FDA Guidance: The Comprehensive Table of Contents Headings and Hierarchy

(fda.gov)

Module 2 |Summaries
2.6 Non-clinical Summary
2.6.1 Introduction
2.6.2 Pharmacology and Non-clinical Efficacy Written Summary
2.6.3 Pharmacology and Non-clinical Efficacy Tabulated Summary
2.6.4 Pharmacokinetics Written Summary*
2.6.5 Pharmacokinetics Tabulated Summary*
2.6.6 Toxicology Written Summary
2.6.7 Toxicology Tabulated Summary
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*Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible
with AAV gene therapies. However, these sections are noted here for completeness per eCTD structure.
These sections may be left blank.

7.2.6. Module 2.7: Clinical Summary — NOT APPLICABLE unless drug has
clinical data

Similar to Module 2.5, this section (Module 2.7) will not be required for the majority of
original INDs for the same reasons.

Do you have
clinical data for
your product?

YES! NO!

Section Applicable Not applicable: Proceed
to Module 3: Quality

The overall goal of this section is to provide the FDA with a comprehensive, factual overview of
the clinical data for your product. You should consider including information about any prior
investigations or marketing (US or globally) that has been done with your product, list the
countries where your product has been marketed and whether it was withdrawn or state if there
has been no prior human experience. Additionally, you need to ensure that this section is
between 50-400 pages. [1]

To get more information about how you can structure this section and convey all the key
information needed for your product, consider structuring this section based on the sample
outline below:

Sample Outline for Clinical Summary

1. Summary of Biopharmaceutic Studies and Associated Analytical Methods
In this section, your goal is to provide the FDA with an overview of the formulation
development process, in vitro and in vivo dose determination information, the general
approach, and rationale used in developing the bioavailability (BA), comparative BA,
bioequivalence (BE), in vitro dissolution profile database, and analytical methods used.
Consider the following flow:
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1.1. Background and Overview Avoid including detailed
1.2. Summary of results of individual studies 'r;fo(;matf” about individual
1.3. Comparison and analysis of results across studies studies here

2. Summary of Clinical Pharmacology Studies
In this section, your goal is to provide the FDA with a summary of the clinical pharmacology
studies including pharmacokinetics (PK), pharmacodynamics (PD), and human biomaterial
database. Consider the following flow:

2.1. Background and Overview Avoid including detailed
2.2. Summary of Results of Individual Studies information about individual
2.3. Comparison and Analyses of Results Across Studies studies here

3. Summary of Clinical Efficacy
In this section, your goal is to provide the FDA with a description of the controlled studies
that were conducted to test efficacy (including: dose-response, comparative efficacy, and
long-term efficacy). Consider the following flow:

. Avoid including detailed
3.1. Background and Overview information about individual

3.2. Summary of Results of Individual Studies studies here
3.3. Comparison and Analyses of Results Across Studies
3.4. Analysis of Clinical Information Relevant to Dosing Recommendations
3.5. Persistence of Efficacy and/or Tolerance Effects

4. Summary of Clinical Safety
In this section, your goal is to provide the FDA with a summary of any data relevant to safety
in the intended patient population. You can also incorporate your findings from the individual
clinical study reports and other relevant reports within this section. The safety profile of your
product should be outlined clearly and in an objective manner. Consider the following flow:

4.1. Exposure to the Drug

4.2. Adverse Events

4.3. Clinical Laboratory Evaluations

4.4. Vital Signs, Physical Findings, and Other Observations Related to Safety
4.5. Safety in Special Groups and Situations

4.6. Post Marketing Data

5. Literature References
In this section, your goal is to include all the publications cited in the clinical summary. Any
references need to include their full copies in the literature section.

6. Synopses of Individual Studies
In this section, it is recommended that you include a study synopsis of each relevant clinical
study on the drug.

Templates

¢ Non-clinical Overview Template
¢ Non-clinical Written and Tabulated Summaries Template
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7.3.Module 3: Quality
For this section of the IND, your goal is to describe the manufacturing processes, controls, and
analytical methods used for your investigational product. It is essential that you provide an end-
to-end view of the entire workflow and quality controls involved.

Module 3 is an important part of the IND submission that needs to be prepared with
detail and clarity in order to demonstrate that you will have a product that meets safety
standards required for the study in humans.

We will now dive into the details of what you need to cover in this section, starting with
information on the drug substance. For a more detailed description of what to include in this
section, see the guidelines and sample outline shown in Figure 1. [1]

7.3.1. Module 3.2S: Drug Substance

What is a Drug Substance?
A Drug Substance is the active ingredient that produces the intended pharmacological

effect in the diagnosis, cure, mitigation, treatment, or prevention of a disease. This does
not include intermediates used in the synthesis. For AAVs, the plasmid is often
considered the drug substance.

In this section, you will provide the FDA with detailed information on the composition, quality,
and manufacturing process of the drug substance. This will give the FDA assurance that the
drug substance is manufactured and tested for purity and potency for use in clinical trials.

It is advisable that you cover the following:

O
O
O
O
O

Physical, chemical, and biological characteristics

Name and address of manufacturer

General method of preparation (include a list of the reagents and solvents)
Acceptable limits and analytical methods to assure identity, strength, quality, purity
Stability information (appropriate to phase of investigation)

Consider the sample outline [1] below in Figure 1, for the specific contents to include.
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Figure 1: Sample outline for Module 3.2S

E@ ¢ General Information
o Nomenclature
o Structure
o General properties
¢ Manufacture
o Manufacturer(s)
o Description of Manufacturing
Process and Process Controls
o Control of Materials
o Controls of Critical Steps and
Intermediates
o Process Validation and/or Evaluation
o Manufacturing Process Development
¢ Characterization
o Elucidation of Structure and other
Characteristics
o Impurities
e Control of Drug Substance
o Specification
o Analytical Procedures
o Batch Analyses
o Justification of Specification
Reference Standards or Materials
e Container Closure Systems
o Stability
o Stability Summary and Conclusions

[a ¥ A H S o PN

v\
:O'_ Pro tip: For the general method of preparation, the FDA suggests a detailed flow
diagram to complement a written description of the preparation. See Figure 2 below.

Figure 2: AAV Plasmid Production

¢

RER/CAPPLASMID

- i
AT : . A ; TRAMNSFER
CELL CULTIVATION PLASMID PURIFICATION ANALYSIS OF PLASMIDS PLASMID
= Fermentation = Alkaline lysis » Topology
» Cell harvest + Chromatographic + Identity
purification * Purity HELPER PLASMID
= Tangential Flow = Etc.
Filtration z
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Additionally, more information may be needed for a comprehensive assessment of the safety of

biotechnology-derived drugs or drugs extracted from human or animal sources.

@ /It is recommended that you provide the FDA with:

identity, strength, quality, and purity of your drug substance along with acceptable
limits

e A brief description of your stability studies and methods you may have used to
monitor the stability of your drug substance during toxicology studies

K Preliminary tabular data based on representative material may be submitted

o A brief description of the testing and analytical methods that were used to ensure the

>

4

Given that the list of tests and attributes can be quite extensive for an AAV gene therapy

product, the BGTC is actively working on establishing a minimal set of Critical Quality Attributes
(CQAs) that will be included in future iterations of the BGTC Regulatory Playbook. These CQAs
are applicable to most AAV gene therapies and can be used as a guideline for what you can
include in your IND submission. It is important to include certificates of analysis or compliance to
show quality control acceptance.

Given process development is at an early stage, the FDA expects to see continued
development and refinement of quality tests and specifications. These development plans
should be discussed during Pre-IND interactions with the FDA.

@)

7.3.2. Module 3.2P: Drug Product

What is a Drug Product?

This is a finished dosage form, for example tablet, capsule, or solution, that contains a
drug substance, generally, but not necessarily, in association with one or more other
ingredients. For AAV gene therapy products, this usually means the final infusion or

injectable solution, containing the vector and excipients (if any), in any final delivery
device.

Similar to the drug substance sub-section, your aim here is to provide a detailed description of
the drug product, including its composition, manufacturing process, and specifications. In this
section, you should include information on the chemical structure and physical properties of
your drug product, as well as its intended use and dosage form. You should also include a
description of the formulation of the drug product, including the ingredients used and the
manufacturing process, to provide assurance that the drug product is consistent in quality,
purity, and strength. Additionally, you should include information on the stability of the drug
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product and its packaging, as well as any known or potential interactions with other drugs or
substances. This information is critical for safety in human trials.

Similar to the drug substance section, the drug product section will contain lots of information. It
is recommended that you break it down into different categories — see Figure 3 below for
considerations.

Figure 3: Categories to consider for Drug Product

Name & address of product manufacturer

* Full name and address of the manufacturing facility, as
well as any additional facilities involved in the

production or packaging of the drug product

Acceptable limits &

analytical methods

* Methods used to measure
and analyze the quality,
purity, and potency of the
drug product

Brief description of the

manufacturing & packaging process

+ High-level overview of the steps involved
in producing and packaging the drug
product

Product stability information

» Data and results obtained from stability
studies conducted on the drug product
to evaluate the effects of various
environmental factors on the quality,
potency, and purity of the drug product
over time

Quantitative composition

(where applicable)

* Detailed information about the
amounts and proportions of .
active and inactive ingredients e
contained in the drug product

Product

You should provide a list of all components which are used in the manufacturing process. This
includes, but is not limited to the following:

Cells

Cell banking systems
Viral banking systems
Reagents

Raw materials

Culture bags

Culture flasks
Chromatography matrices
Tubing

Container closure system

Oo0o0Oo0O0OO0OO0o0OooOoao

Your list should include reasonable alternatives for inactive compounds used in the
manufacturing of the investigational drug product, including both components intended to
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appear in the drug product and those which may not appear, but which are used in the
manufacturing process (also known as reagents).

A detailed flow diagram and a brief written description of the manufacturing process should be
submitted, including sterilization process for sterile products. See Figure 4 for a sample outline
of the Drug Product section, showing the key topics to include in this section of the IND.

Figure 4: Sample Outline for Drug Product

T

@ ¢ Description and Composition of the Drug
Product
o Pharmaceutical Development
e Manufacture
o Manufacturer(s)
o Batch Formula
o Description of Manufacturing
Process and Process Controls
o Controls of Critical Steps and
Intermediates
o Process Validation and/or Evaluation
e Control of Excipients
e Control of Drug Product
o Specification(s)
Analytical Procedures
Validation of Analytical Procedures
Batch Analyses
Characterization of Impurities
o Justification of Specification(s)
e Reference Standards or Materials
e Container Closure System
e Stability
o Stability Summary and Conclusion
o Stabilitv Data

-

O O O O

You will most likely work with a contract development and manufacturing organization (CDMO)
for manufacturing and testing of the drug substance and drug product. The CDMO may have a
Drug Master File (DMF) in place which will facilitate preparation of your IND. In entering a
partnership with your CDMO, a Quality Agreement will be established. This agreement will
outline the roles and responsibilities between you and the CDMO. In most cases, the CDMO will
manufacture, test, and release the drug substance and drug product batches per your
specifications and will provide a signed Certificate of Analysis (COA) for each batch ensuring lot
release testing criteria have been met. While this arrangement is typical and acceptable, as the
drug developer, you are still ultimately responsible for ensuring your CDMO complies with all
appropriate regulations and standard operating procedures, as outlined in your Quality
Agreement. As for this section of the IND (Module 3.2P), be sure to include a copy of the COA
for the clinical batch.
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Given process development is at an early stage, the FDA expects to see continued
development and refinement of quality tests and specifications. These development plans
should be discussed during Pre-IND interactions with the FDA.

While AAV formulations are stable when frozen, stability studies are required to verify purity and
potency in order to administer in human trials. Per the FDA’s feedback on the stability
requirements, a sponsor may not be required to provide real-time stability data provided stability
data from comparable products (other AAVs with similar manufacturing and packaging) is
presented. For Phase 1 clinical batches, a sponsor may also propose a stability study that
deviates from ICH guidelines and timepoints, provided the study design evaluates stability
indicating attributes. You should present your modified stability study design in your Pre-IND
meeting to obtain the Agency’s feedback, prior to submission in your IND.

7.3.3. Drug Master File (DMF)

Your CDMO may have a Drug Master File (DMF) submitted to the FDA. There are different
types of DMFs which will contain different content depending on the type (see Drug Master File
(DMF) Submission Resources | FDA ). You must obtain approval from the DMF holder to refer
to their DMF in your IND (this is commonly referred to as a Right of Reference Letter and is
provided in Module 1.4.1 Letter of Authorization). If you rely on a DMF, you will need to ensure
that it contains all the information necessary for the FDA to review your IND. Table 3 provides
information on what sections are typically covered in a DMF. The Drug Product section is almost
always covered in the IND, rather than a DMF.

Table 3: IND Sections Potentially Covered in a DMF (note these will depend on your CDMO)

DMF IND
(CDMO (Sponsor
Responsibility) | Responsibility)

3.2.S — Drug Substance
3.2.5.1 General information X
3.2.5.1.1 Nomenclature
3.2.5.1.2 Structure
3.2.5.1.3 General properties
3.2.8.2 Manufacture X
3.2.8.2.1 Manufacturer(s)

3.2.8.2.2 Description of Manufacturing Process and Process
Controls

3.2.8.2.3 Control of Materials

3.2.8.2.4 Controls of Critical Steps and Intermediates
3.2.S.2.5 Process Validation and/or Evaluation

3.2.5.2.6 Manufacturing Process Development

3.2.8.3 Characterization X for those with * | X for all others
3.2.5.3.1 Elucidation of Structure and other Characteristics
3.2.5.3.2 Impurities
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3.2.5.4 Control of drug substance X for those with * | X for all others
3.2.5.4.1 Specification

3.2.S.4.2 Analytical Procedures*

3.2.5.4.3 Validation of Analytical Procedures
3.2.5.4.4 Batch Analyses

3.2.5.4.5 Justification of Specification

3.2.8.5 Reference standards or materials

3.2.8.6 Container closure systems

3.2.8.7 Stability

3.2.5.7.1 Stability Summary and Conclusions
3.2.5.7.2 Post Approval Stability Protocol and Stability
Commitment

3.2.5.7.3 Stability Data

3.2.A - APPENDICES

3.2.A.1 Facilities and Equipment [name, manufacturer] X
3.2.A.2 Adventitious agents safety evaluation [name, X
dosage form, manufacturer]
3.2.A.3 Novel excipients X
3.2.R — REGIONAL INFORMATION

Drug Substance and Drug Product Batch Records X

XXX

7.3.4. Module 3.2A: Appendices (Facilities & Equipment, Adventitious
Agents, Novel Excipients)

If you have supplemental information that may be helpful to the FDA in evaluating the safety,
efficacy, and quality of your drug product, this is where you will want to include it. This
information may include detailed descriptions of the analytical methods used to test the drug
substance and drug product, additional data on stability testing, validation reports, and other
relevant information. This section supplements the content of the main body of Module 3.

The appendices section of the IND Module 3 is not mandatory, but it is often included by
sponsors to provide a more complete picture of the drug product and its manufacturing process.
Including this additional information can help expedite the regulatory review process and
increase the chances of approval for your IND application.

7.3.5. Module 3.2R: Regional Information

The goal of this section is to provide the FDA with details about the drug product manufacturing
and control information for the specific region or country where you will be applying for approval
of your AAV gene therapy product.

This section may include the following information:

O Description of the manufacturing site(s) for the drug product, including details about the
facilities, equipment, and personnel involved in the manufacturing process

O Information on the quality control processes used during drug manufacturing, including
specifications and testing procedures for raw materials, intermediates, and finished
products

O Details on the packaging and labeling of the drug product, including any specific
requirements or regulations in the region
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O Information on the stability and storage conditions of the drug product during
transportation and distribution

O Any relevant regulatory requirements for the region, such as GMP (Good Manufacturing
Practice) guidelines or other quality standards

7.3.6. Module 3.3: Literature

In this section, your goal is to include all the publications cited. Any referenced literature
needs to include their full copies in this section (as separate pdf files — include links).

References

1. Administration, U. F. (January 2020). Chemistry, Manufacturing, and Control (CMC)
Information for Human Gene Therapy Investigational New Drug Applications (INDs).
Retrieved from https://www.fda.gov/media/113760/download
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7.4.Module 4: Non-clinical Data

7.41. Module 4.2: Study Reports

The goal of this section is to provide the FDA with all non-clinical reports relevant to the safety
and biological activity of your investigational product in the indications of interest. The study
reports should be organized in the disciplines outlined in MODULES 4.2.1 through 4.2.3 which
mirror Module 2.6 summaries. Please refer to FDA Guidance on the order of reports in this
section: The Comprehensive Table of Contents Headings and Hierarchy (fda.gov). It is highly
recommended to include a table of contents that showcases the list of all the non-clinical data
study reports along with the location for each section. A sample template is provided here:
Module 4 Template. A snapshot of what a TOC may look like along with the name of the study
reports is provided in Table 1. You will note that the studies listed in Table 1 are most likely
what you will have for your gene therapy (Refer to discussion on Module 2.6).

Table 1: Snapshot of TOC for Module 4

Module 4: Nonclinical Study Reports and Literature References

4.2.1 Pharmacology

4.2.1.1 Primary Pharmacodynamics

Construct/delivery optimization in in-vitro and in-vivo, Platform biodistribution (optional)

POC/DREF Efficacy and Safety in wild-type mice

POC/DRF Efficacy and Safety in wild-type NHPs

POC/DRF Efficacy and Safety in Disease Model if needed

4.21.2 Secondary Pharmacodynamics
4.2.1.3 Safety Pharmacology
4.2.2 Pharmacokinetics-biodistribution (reference to Primary PD&Tox)

4.2.2.1 Analytical Methods and Qualification/Validation Reports

Method Validation Report for DNA Biodistribution in mice

Bioanalytical Procedure for DNA Biodistribution in mice

Method Qualification Report for DNA Biodistribution in Cyno Monkeys

Bioanalytical Procedure for DNA Distribution in Cyno Monkeys

Method Validation Report for mRNA Biodistribution in mice

Bioanalytical Procedure for mRNA Biodistribution in mice

Method Qualification Report for mRNA Biodistribution in Cyno Monkeys

Bioanalytical Procedure for mMRNA Biodistribution in Cyno Monkeys

Method Validation Report for protein detection in mice

Bioanalytical Procedure for protein detection in mice

Method Qualification Report for protein detection in Cyno Monkeys

Bioanalytical Procedure for protein detection in Cyno Monkeys

Dose Formulation Analysis Validation Report

Etc.
4.2.2.2 Absorption (do not complete — not appliable to gene therapies)
4224 Metabolism (do not complete — not applicable to gene therapies)
4.2.3 Toxicology

Single-dose Toxicity

GLP Tox in wt mice

Literature References Cited in the Nonclinical Summary
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Some sponsors submit their non-clinical studies on the investigational product for publication in
peer-reviewed journals. A copy of the published study may be included as a report in Module 4.

®

/For non-clinical safety studies completed on or after December 17", 2016, the FDA requires\
SEND data to be included with the IND. SEND was developed by the Clinical Data

Interchange Standards Consortium (CDISC) to provide a standard format for the submission

of non-clinical data, which facilitates the review and analysis of data by regulatory agencies.
SEND data should be provided in Module 4 and prepared per electronic data technical
requirements (see https://www.fda.gov/industry/fda-data-standards-advisory-board/study-
data-standards-resources#Catalog). Most CROs conducting non-clinical studies

automatically generate data in SEND format — be sure to ask for it! [1] /

A\

7.41.1. Module 4.2.1: Pharmacology

Include a table of contents of the study reports included in this section. Note that these
reports are summarized in MODULE 2.4: NON-CLINICAL OVERVIEW and MODULE
2.6.2 and 2.6.3: NON-CLINICAL WRITTEN AND TABULATED SUMMARIES.

7.41.2. Module 4.2.2: Pharmacokinetics

Include a table of contents of the study reports included in this section. Note that these
reports are summarized in MODULE 2.4: NON-CLINICAL OVERVIEW and MODULE
2.6.4 and 2.6.5: NON-CLINICAL WRITTEN AND TABULATED SUMMARIES.

7.41.3. Module 4.2.3: Toxicology

Include a table of contents of the study reports included in this section. Note that these
reports are summarized in MODULE 2.4: NON-CLINICAL OVERVIEW and MODULE
2.6.6 and 2.6.7: NON-CLINICAL WRITTEN AND TABULATED SUMMARIES.

7.4.2. Module 4.3: Literature

In this section, you must include all the publications cited either in your non-clinical study
reports or in the MODULE 2: NON-CLINICAL section discussions. Any referenced
literature needs to include their full copies in this section.

Template

Module 4 template
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References

1. Administration, U. F. (2022, November 08). Study Data for Submission to CDER and
CBER. Retrieved from https://www.fda.gov/industry/study-data-standards-
resources/study-data-submission-cder-and-cber
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7.5.Module 5: Clinical Study Reports
Clinical study reports relevant to the development of your investigational product that have been
discussed in MODULE 2.5: CLINICAL OVERVIEW should be provided in MODULE 5.3:
PROTOCOL FOR INITIAL CLINICAL STUDY. For novel therapies, there typically are no reports
unless the product is approved for compassionate use and/or studied in a foreign jurisdiction.
See MODULE 2.5: CLINICAL OVERVIEW guidelines on what clinical information to include.

7.5.1. Module 5.3: Protocol for Initial Clinical Study

In this section you should plan to provide complete protocols for each study you intend to
conduct and include:

O Form EDA 1572 for each Investigator participating in the study [2]

O The CV of the Principal Investigator (primary doctor leading the study) and any sub-
investigators
O The Informed Consent Form

Please refer to the sample outline below, Figure 1, for guidance on the Clinical Study Protocol.
A template for a Clinical Study Protocol has been provided here. The template and sample
outline are intended as guidelines and not all sections in either document may be applicable to
your drug product or study design.

Figure 1: Clinical Study Protocol Example

z@ H Introduction

Trial Objectives and Purpose
Investigational Plan

Selection and Withdrawal of Subjects
Treatment of Subjects

Study Drug Materials and Management
Pharmacokinetic Assessments
Assessment of Safety

Statistical Analysis

10. Direct Access to Source Data/Documents
11. Quality Control and Quality Assurance
12. Ethics

13. Data Handling and Recordkeeping

14. Publication Policy

oNooahwh =2

O Introduction
The purpose of the introduction is to provide an overview of the clinical trial, as well as the
rationale for conducting the clinical trial. [1]
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O Trial Objectives and Purpose
Here, you want to provide a detailed description of the specific objectives and the purpose of the
trial. You may include primary and secondary objectives, as well as any exploratory or safety
objectives. The objectives should be clearly defined and measurable.

O Investigational Plan
The investigational plan outlines the specific procedures, tests, and assessments that will be
conducted during the course of the trial. It provides detailed information on how the
investigational product (e.g., gene therapy) will be studied, including its administration, dosing,
monitoring, and evaluation.

O Selection and Withdrawal of Subjects
For this section, you want to include detailed plans that outline how a clinical trial will be
conducted in terms of candidate selection. You will need to include the inclusion/exclusion
criteria and ensure that it’s in accordance with good clinical practice (GCP) guidelines. You
should also include the circumstances under which a subject may be withdrawn from the trial,
as well as the procedures for handling withdrawals.

O Treatment of Subjects
This covers information on how the clinical trial participants will be managed and cared for
throughout the duration of the study. It includes various aspects related to the intervention(s)
being tested, as well as the overall management of participants' health and well-being.

O Study Drug Materials and Management
This section of the protocol outlines the specific requirements and procedures that need to be
followed to ensure that your study drug is used safely, correctly, and in compliance with the
study protocol and regulatory guidelines.

O Pharmacokinetic Assessments
All assessments involving measuring the time course and extent of drug absorption, distribution,
metabolism, and excretion (ADME) in humans or animals go in this section. The purpose of
these assessments is to help determine the pharmacokinetic profile of a drug, which in turn
informs dosing recommendations, safety, and efficacy.

0 Assessment of Safety
Here, you will have to outline the procedures for monitoring the safety of trial participants,
including the collection and reporting of adverse events (AEs) or serious adverse events
(SAEs), as well as any safety assessments or laboratory tests that will be conducted to monitor
for potential safety concerns.

O Statistical Analysis
This includes details on the statistical methods that will be used to analyze the trial data,
including the primary and secondary endpoints, sample size calculations, and any planned
interim or final analyses.

O Direct Access to Source Data/Documents
You should ensure that it is specified in your protocol or other written agreement that the
investigator(s)/institution(s) will permit trial-related monitoring, audits, IRB/IEC review, and
regulatory inspection(s), providing direct access to source data/documents. [1]
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O Quality Control and Quality Assurance
You (or study sponsor) are responsible for implementing and maintaining quality assurance and
quality control systems with written SOPs to ensure that trials are conducted, and data are
generated, documented, and reported in compliance with the protocol, good clinical practices
(GCPs), and other regulatory requirements. Quality control should be applied to each stage of
data handling to ensure that all data are reliable and have been processed correctly.

O Ethics
Here, you will include a description of ethical considerations relating to the clinical trial, including
the protection of human subjects, informed consent procedures, and any additional ethical
requirements or considerations specific to the trial.

O Data Handling and Recordkeeping
This section will describe the overall process and responsibilities of parties involved in the
management, recording, verification of data, including statistical analyses and preparation of
trial reports. If you (or study sponsor) decide to use an independent data-monitoring committee
(IDMC) to assess the progress, safety, endpoints, and study stop/start, this should be described
in this section. If data is captured electronically, information on the tools, programs, and
procedures for this should be provided in this section.

0 Publication Policy
If not addressed in a separate agreement, the Publication policy goes here.

Long-Term Follow-Up Studies

For certain gene therapy products, the FDA expects to see long-term follow-up (LTFU) after
administration of the investigational product in humans. The purpose of LTFU is to monitor
subjects (patients) for any potential latent adverse events due to the investigational treatment.
These studies are typically designed as extended clinical assessments and may include other
methods for patient monitoring. The duration of LTFU studies depends on the type of gene
therapy, so we recommend consulting the latest FDA Guidance on this topic: Long Term Follow-
Up After Administration of Human Gene Therapy Products; Guidance for Industry (fda.gov). You
can also refer to the Long-Term Follow-Up chapter.

7.5.2. Module 5.4: Literature
In this section you must include all publications cited in any clinical protocols, the Investigational
Brochure, or the General Investigational Plan. Any referenced literature needs to include their
full copies in this section (as separate pdf files — include links).

Templates
¢ Informed Consent Template
¢ Clinical Protocol Template
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Chapter 8: IND Maintenance

8.1.IND Review Process

Once the IND has been successfully transmitted to the FDA, your organization’s regulatory point
of contact (POC) will receive via email an acknowledgment letter from the FDA’s Regulatory
Project Manager (RPM) assigned to your IND. At this point, the FDA’s Pre-Clinical, CMC and
Clinical subject matter experts will begin their review and the 30-day review clock starts. The
FDA has adopted an interactive review process which allows reviewers to request clarification
and additional information throughout the review process. Once the 30 days have passed, you
will receive one of three letters through email:

O Study May Proceed
O Study May Proceed with Follow Up Comments, or a
O Clinical Hold Letter

A phone call from the FDA Regulatory Project Manager will accompany a Clinical Hold letter
and is intended to notify you of the major concerns identified during review. For additional
information on Clinical Holds, please refer to https://www.fda.gov/drugs/investigational-new-
drug-ind-application/ind-application-procedures-clinical-hold.

8.2.IND Maintenance

Annual Reports

Once your IND is active, you will be required to notify the FDA of any critical updates on your
drug product, on an annual basis. This update is referred to as an Annual Report (AR). The AR
is due within 60 days of your IND anniversary date. For example, if you received your Study
May Proceed letter on January 15, 2023, you must submit the AR every year thereafter between
January 16 and March 16. The data collection (reporting period) for the first AR would be
January 15, 2023 — January 14, 2024, and you would have until March 15 to submit the AR. For
additional information on IND Annual Reporting, please refer to:
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-reporting-

annual-reports.

Safety Reporting

Throughout the year, additional information is required to maintain the IND. The most important
and time sensitive notifications are those involving clinical trial safety. These are known as
safety reports and are to be documented and submitted to the FDA on Form 3500A
(https://www.fda.gov/safety/medical-product-safety-information/medwatch-forms-fda-safety-

reporting).

Safety reporting involves two steps: an Initial Report and a Follow Up report. You are required to
report any adverse reaction confirmed or suspected due to the investigational treatment (as
identified in both animal and human studies), that is determined to be both serious and
unexpected. You must submit the reports as soon as possible but no later than within 15
calendar days following initial receipt of the information. Unexpected fatal or life-threatening
suspected adverse reactions are especially important and must be reported to the FDA as soon
as possible but no later than 7 calendar days following receipt of the information. The Follow-up

BGTC Regulatory Playbook Version 1.0 Page 98


https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-procedures-clinical-hold
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-procedures-clinical-hold
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-reporting-annual-reports
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-reporting-annual-reports
https://www.fda.gov/safety/medical-product-safety-information/medwatch-forms-fda-safety-reporting
https://www.fda.gov/safety/medical-product-safety-information/medwatch-forms-fda-safety-reporting

report will include details of the investigation of the adverse experience and should be submitted
no later than 15 calendar days after you receive the information. For additional information on
safety reporting, please refer to: https://www.fda.gov/drugs/investigational-new-drug-ind-
application/ind-application-reporting-safety-reports

8.3.IND Amendments

Throughout the year, any critical changes or updates to your IND’s CMC, Non-Clinical, Clinical
information must be submitted as an IND amendment. Amendments will either be referred to as
Information Amendments (pertaining to Non-Clinical and CMC changes) or Protocol
Amendments (pertaining to your protocol(s) and study activities or information). The degree of
risk the change may have on trial subjects will determine whether you need to obtain approval
from the FDA prior to implementation. For example, if you plan to widen a lot release
specification, such a change may pose a risk to purity and potency of the drug product. This
type of change will require clearance from the FDA prior to implementation of the change.
Similarly, any changes affecting the safety, design or scientific quality of an existing protocol
must be submitted to the FDA prior to implementation. Any new protocols are also be cleared by
the FDA in advance. All protocols open under your IND, such as a long-term follow-up study, fall
within the scope of IND maintenance requirements. For additional information on IND
amendments, please refer to: https://www.fda.gov/drugs/investigational-new-drug-ind-
application/ind-application-reporting-protocol-amendments and
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-reporting-
information-amendments
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Chapter 9: Considerations and Best Practices for Clinical Trial
Planning, Design and Execution

Introduction

The purpose of this chapter is to provide recommendations regarding selected aspects of the
design of early phase clinical trials of gene therapy products, as covered by established FDA
guidance for gene therapies. Such trials include most Phase 1 trials, including the initial
introduction of an investigational new drug into humans (FIH), and some Phase 2 trials. Note,
this section will not provide detailed information about the pre-clinical and CMC components of
an IND, as we have previously discussed these in the appropriate IND modules.

The design of early-phase clinical trials of gene therapy products often differs from the design of
clinical trials for other types of pharmaceutical products. Differences in trial design are
necessitated by the distinctive features of these products and may also reflect previous clinical
experience. Early experiences with gene therapy products indicate that some gene therapies
may pose substantial risks to subjects. Risks could include multi-organ failure and death, as well
as malignancies. These events illustrate that the nature of the risks of cell and gene therapy
products can be different from those typically associated with other types of pharmaceuticals.

The design of early-phase clinical trials of gene therapy products often involves consideration of
issues related to clinical safety, pre-clinical, and CMC that are more prevalent in gene therapy
development compared to other therapies (e.g., biologics and small molecules). Such issues
are more prominent in gene therapies because of factors such as novelty of the technology,
complex mechanism of action, potential for long-term effects, and manufacturing challenges due
to complex processes involving production and purification of viral vectors. Trial design is
influenced by the many distinctive features of gene therapy products as it relates to product
characteristics, manufacturing considerations, and pre-clinical design. Some of which are

Figure 1: Features of gene therapies influencing CT design

@ Product _Ey Manufacturing @ Preclinical

characteristics

+ Lack of clinical experience,
resulting in uncertainty about the
nature and frequency of safety
problems that might be expected

« Gene therapy products can
persist in humans for an
extended period after
administration — requires
prolonged observation of subjects
to evaluate safety with evolution

+ Risk of uncontrolled expression
of a delivered gene interfering
with normal function of a critical
enzyme, hormone, or biological
process in the recipient

considerations

= Scientific or logistical
complexities of manufacturing
may impose practical limits on
the dose of the product that can be
produced, or may limit the
concentration/volume of product
that can be delivered — might result
in restriction of the range of
doses that are feasible in an
early-phase trial

= Some gene therapy products may
take several weeks to months to
produce — a failure or delay in
manufacturing could prevent a
subject from being treated as
intended
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+ High need to conduct a careful

+ Lack of adequate data to guide

+ Unreliability of extrapolation from

considerations

benefit-risk analysis due to the
diverse biology and scientific issues
associated with gene therapy
products — performed in the context
of the clinical condition under study

clinical trial design since traditional
PK studies are generally not
feasible for gene therapy products

a gene therapy product dose
administered in animals to a clinical
dose due to various issues, such as
species specificity and
immunogenicity
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unique to gene therapy products and can dictate critical elements of the clinical trial design.
Figure 1 describes some of these special features.

It is important to ensure proper planning, design, and execution of clinical trials. This is essential
for generating reliable, valid, and ethical results. Next, we will look at clinical trial design and the
important elements to consider.

9.1.Clinical Trial Design
The randomized, concurrent-controlled (placebo) blinded trial is generally considered the ideal
standard for establishing effectiveness and providing treatment-related safety data —
randomization in early stages of development is encouraged. For your design, you should
consider stratifying randomization across disease stage/severity. This improves the internal
validity of the trial, enhances statistical power, increases generalizability, optimizes subgroup
analyses, and promotes ethical allocation of interventions. It is also an effective strategy for
minimizing bias, ensuring balanced treatment groups, and generating more reliable and
informative results in clinical trials.

In certain situations when conducting a randomized, controlled trial is not feasible (e.g., small
target population for rare diseases, ethical considerations withholding potentially effective
treatment), a single-arm trial using historical controls may be considered. This approach may
involve an initial observation period. However, it is crucial to have a good understanding of the
natural history of the disease. If the natural history is well-known and it is not possible to
conduct a randomized, concurrent-controlled trial, an available therapy can be used as a
comparison to evaluate the clinical performance of the intervention being studied. Established
biomarkers can be used to help guide the dose and estimate efficacy.

With advances in technology and the use of Real-World Data, “digital twin” technology can be
another approach to utilize in your trial design. This technology allows you to create a digital
control group of your study participants and more patients will receive the treatment. This would
be particularly useful for gene therapy trials, given the ethical considerations around withholding
a potentially life-saving treatment.

@ G Clinical trials need to get more personalized. Assuming that we're talking about
applications where handfuls of individuals — maybe 20, 30, 40 people — are available
for a clinical trial, one has to start to really look on a very individualized basis. In a rapidly
progressing rare disease, a trial can show a new treatment’s efficacy fairly quickly. With
a gene therapy for Spinal Muscular Atrophy type 1, for example, you know within a year’s
time if an intervention made a big difference — Peter Marks

9.2.Early-Phase Trial Objectives
For early-phase clinical trials, especially first-in-human trials, the primary objective should be an
evaluation of safety. Safety evaluation includes an assessment of the nature and frequency of
potential adverse reactions and dose estimation. For gene therapy products, these early-phase
trials often assess not only safety of specific dose regimens and routes of administration but
may also include secondary objectives regarding feasibility of administration and pharmacologic
activity. You should consider the design of early-phase studies in the context of the objectives of
the overall development program — you can, therefore, include design elements to foster further
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product development. Some Phase 1 studies include selected features of Phase 2 study design
to gather preliminary evidence of effectiveness.

Secondary trial objectives for early phase studies include:

Safety Assessment

Pharmacokinetics and Pharmacodynamics

Dose Finding and Optimization

Preliminary Efficacy Assessment

Feasibility and Proof of Concept

Biomarker Identification

Evaluation of Formulation or Delivery Methods
Assessing Treatment Combination or Sequencing

ooooooOood

9.3.Choosing a Study Population
Selection criteria for trial subjects depends on the expected risks and potential benefits,
recognizing that there will be considerable uncertainty about those expectations in an early-
phase trial. Expected risks may be estimated from the nonclinical data, an understanding of the
biological mechanisms, and any previous relevant human experience, but the clinical
significance of those risks can depend on the population that receives the product. Similarly, the
potential for benefit might depend on the choice of study population. [1]

For rare diseases, limited sample size creates challenges around assessing feasibility, safety as
well as interpreting the outcomes on bioactivity/efficacy. The objective is to select a trial
population with an acceptable balance between the anticipated risks and potential benefits for
the study subjects, while also achieving the study’s scientific objectives

Choosing the appropriate study population is a critical aspect of trial design. The study
population should reflect the target patient population for the gene therapy and align with the
research objectives. Some rare diseases are more prevalent in low- and middle-income
countries, where treatments are rarely tested. It's important to ensure that whenever trials are
being conducted, there is a good representation of the real-world demographics of the
population that would benefit from the intervention. Because of this, some experts have begun
advocating for clinical trials to operate in the countries most affected by the disease being
studied.

Some considerations when selecting participants are listed below.

O Healthy volunteers
o Study of healthy volunteers may be reasonable for products with short duration of
action with a well understood safety profile
o The risks of most gene therapy products include the possibility of extended or
permanent effects — the risk-benefit profile is therefore not acceptable for healthy
volunteers

O Disease stage or severity
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o Subjects with more severe or advanced disease may be more willing to accept
the risks of an investigational gene therapy
o In some cases, however, selection of subjects with less advanced or more
moderate disease may be appropriate — subjects with minimal reserve of
physiological function due to severe or advanced disease may be less able than
subjects with less severe disease to tolerate additional loss, which could leave
them with no function
O Lack of Other Treatment Options
o Early-phase studies of gene therapies typically have significant risks and an
uncertain potential for benefits. Therefore, early-phase trials sometimes enroll
only the subset of subjects who have not had an adequate response to available
medical treatment or who have no acceptable treatment options
o Ifatrial is designed to enroll only subjects for whom no other treatment options
are available or acceptable, the trial should include procedures to ensure that
each subject’s treatment options have been adequately evaluated, and it should
be designed to capture the pertinent information regarding that evaluation
O Other Considerations
o For certain gene therapies, pre-existing antibodies to either the vector or the
transgene may influence the safety or effectiveness of the product — the study
might therefore exclude subjects with such antibodies
o For products for indications (e.g., severe renal, hepatic, or cardiac disease) that
might ultimately be amenable to organ transplantation, you should consider
whether exposure to the investigational agent would cause sensitization that
could compromise the prospect for future transplant success
O Pediatric Subjects
o If you are developing a gene therapy to treat pediatric diseases, you should
consider how you will incorporate additional safeguards for pediatric subjects in
clinical investigations into your overall development program
o Clinical development programs for pediatric indications usually obtain initial
safety and tolerability data in adults before beginning studies in children
o Before a trial can proceed, the Institutional Review Board (IRB) is required to
determine that the trial meets additional requirements applicable to studies in
pediatric subjects

9.4.Control Group and Blinding
Early-phase trials usually focus on safety objectives and may not require a control or
comparator placebo arm. Measures of efficacy or improvement in quality of life (e.g., mobility), if
any are to be made, are usually exploratory. Therefore, in early-phase trials, a concurrent
control group and blinding are generally not as critical as for a confirmatory efficacy trial (Phase
3 trial). However, in early phases of clinical development, a control group can be useful to
interpret safety data and provide a comparator for any assessments of activity or efficacy.

Given the small number of patients with rare diseases, some experts advocate reducing the
number of people who receive non-therapeutic doses in clinical trials. According to Peter Marks,
even in phase 1 studies, you want to make sure that the doses of any therapy are optimized as
quickly as possible. Skipping the very low doses could add a bit more risk to a clinical trial, but
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such risk can be mitigated by detailed pre-clinical data from cell-based studies or animal
models. [2]

If a new therapy is very promising, it might be unethical to have patients receive a placebo. You
may also find yourself in a situation where patients do not want to enroll in the trial, because
they fear ending up in the placebo arm. Consequently, some trials put all patient participants on
the investigational treatment. Although this prevents comparisons with patients who do not get
the treatment, efficacy could be determined in other ways, such as comparing a patient’s status
during and after the trial to a baseline determined at the start of the trial, or using a synthetic
control arm, wherein a placebo group is modeled based on previously collected real-world data.

[2]

Pro tip: An increasingly popular approach to aid enroliment of more patients with a rare
disease in a trial is to conduct decentralized trials, in which patients participate at various
sites scattered around the country, or even across the world. Virtual consultations and
wearable technology, from a smartwatch or a designed-for-purpose device, could collect
data on patients from their homes, reducing the need for in-person visits.

9.5.Dose and Regimen
If animal studies or in vitro data are available, there might be sufficient information to determine
if a specific starting dose is considered low risk. However, conventional allometric scaling
methods for gene therapies may be less precise than for small molecule drugs, and traditional
pharmacokinetic and pharmacodynamic correlations might not be possible. Therefore, it may be
difficult to establish an initial starting dose based on the considerations used for small molecule
drugs. If available, previous clinical experience with the gene therapy or related products, even
if by a different route of administration or for a different condition, might help to justify the clinical
starting dose. [1]

For many gene therapy products, dose is based on vector titer. However, some vector types
may have specific properties that necessitate dosing using alternative units. For example, viral
particles that do not contain the therapeutic gene are unlikely to have therapeutic activity. These
particles themselves might produce adverse reactions, such as an allergic response. If there are
such safety considerations, the study dose(s) should be based on the total particle number, as
is the case with adenoviral vectors. Other considerations for describing dosing may be related to
the strengths and weaknesses of the methods available to accurately quantify specific attributes
of the gene therapy products. For example, adeno-associated viral (AAV) vectors are typically
dosed based on vector genomes, due to the strengths of the quantitative polymerase chain
reaction (PCR) assay and the difficulties in quantitating transducing units.

Clinical development of gene therapies has often included dose escalation in half-log
(approximately three-fold) increments. However, the dosing increments used for dose escalation
should consider pre-clinical and any available clinical data regarding the risks and activity
associated with changes in dose. Many gene therapy products can persist in the subject or have
an extended duration of activity, so that repeated dosing might not be an acceptable risk until
there is a preliminary understanding of the product’s toxicity and duration of activity. Therefore,
most first-in-human gene therapy trials use a single administration or one-time dosing regimen.
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9.6. Treatment Plan
Here, we will briefly discuss procedures designed to evaluate the safety and efficacy of your
drug product. Your treatment plan should outline the actions and guidelines that investigators
and healthcare professionals will follow to administer the treatment to study participants. A few
considerations for the treatment plan include the following. (Please refer to Considerations for
the Design of Early-Phase Clinical Trials of Cellular and Gene Therapy Products; Guidance for
Industry (fda.gov) for more detailed information.)

0 Staggering administration
o Most first-in-human trials of gene therapies include staggered treatment to limit the
number of subjects who might be exposed to an unanticipated safety risk
o With staggered treatment, there is a specified follow-up interval between
administration of the product to a subject, or small group of subjects, and
administration to the next subject or group of subjects
O Cohort size
o For trials that enroll sequential cohorts with dose-escalation between cohorts, the
choice of cohort size should consider the amount of risk that is acceptable in the
study population
o For gene therapies, manufacturing capacity is often limited, which might place a
practical limit on cohort size, particularly early in clinical development
O Operator Training
o For product delivery that involves a complex administration procedure or a device
requiring special training, such as subretinal injection, the skill of the individual
administering the product can impact the product’s safety and efficacy
o When individual skill in administering a product may affect its safety or effectiveness,
the trial should specify minimum requirements for the operator’s training, experience,
or level of proficiency
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Chapter 10: Considerations and Best Practices for Patient
Engagement and Patient-Centricity

Introduction

The importance of involving patients throughout the trial process and ensuring their needs are at
the forefront of drug development and clinical trial research cannot be stressed enough. In this
chapter, we will explore the main challenges associated with patient engagement and provide
strategies and best practices to actively engage and empower patients in your drug
development. The goal is to help you enroll trials faster and promote a patient-centered
approach that enhances the quality and success of your clinical trials.

10.1. Why engage patients
Rare disease patient communities are often great forces for progress. Informal groups
may exist on social media platforms to share information. When patients and caregivers
formally organize as nonprofits, these patient advocacy groups can become incredibly
important and influential partners for gene therapy clinical trial developers. Depending on
the size, mission, and scientific sophistication of the organization, patient advocacy
programs can include websites, social media presence, webinars, support groups,
patient educational conferences, medical and scientific conferences, patient registries,
grantmaking, or even independent gene therapy program development.

Through these functions, patient advocacy groups or motivated individual advocates can
contribute to the quality and success of your clinical trials in myriad ways. It can be
valuable to engage members of the patient community to get feedback on enroliment
materials prior to finalization. The patient community can be a crucial partner in trial
recruitment, due to their trusted position in the patient community and established
communication channels. Engage patient leaders early to learn about how they partner
with researchers. For example, do they disseminate information about upcoming, newly
open or ongoing clinical trials?

Many patient communities maintain their own patient registries. These registries can be
extremely useful in finding eligible participants for trials. IRB-approved registries can also
contain valuable data about the disease state.

Patients are the undisputed authority on the outcomes that matter to patients. At all
stages in the research process, researchers should make efforts to ensure that their
efforts are aligned with the needs of the patient community. Patient priorities should be
major factors in the clinical outcomes that are tested and the design of potential
interventions. Patients with extremely rare diseases and their caregivers often have a
great deal of expertise on their disease condition, which is a precious source of disease
information for diseases with limited published clinical research.

The patient community can also be an unexpectedly powerful ally in overcoming
roadblocks to research. While this role should not be expected of patient communities,
research teams that are candid with patient communities about the causes of delayed
progress will sometimes find that the patient community can be a powerful partner in
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identifying and enabling solutions. Sharing information about research progress is not
only often ethical, but it also sometimes helpful to the research team.

First steps in patient engagement should ideally begin well in advance of trial
recruitment. Research teams can begin with simple engagements like sharing copies of
new papers with patient communities along with a plain language summary, scheduling
an introduction with patient advocacy group leadership, or asking to attend a patient
educational conference in order to learn more about patient needs and priorities.
Patient communities are the single most affected stakeholder for research on their
disease. Patient engagement empowers patients to partner, enables efficient
recruitment, and yields better science. Every research team needs a patient
engagement plan for ethical, logistical and scientific reasons.

10.2. Challenges — particularly for rare disease
Patient engagement and patient centricity in clinical trials face numerous challenges that
impact the research process and hinder the inclusion of diverse patient populations.
Several key factors contribute to these challenges, and we will briefly discuss some of
these below.

10.2.1. Misdiagnosis and delayed diagnosis
Some rare diseases lack clear biomarkers, while some have rare biomarkers.
Both scenarios make accurate diagnosis challenging. With most rare diseases
requiring genomic testing for assessing biomarkers, the inaccessibility of testing
and regional variations lead to misdiagnosis and delayed diagnosis. Non-standard
diagnostic tests and limited data on genetic mutations further complicate patient
screening and recruitment.

10.2.2. Lack of awareness among HCPS and patients
There is limited understanding and awareness about the clinical trial opportunities
for most rare diseases. HCPs who are unaware of available clinical trials for rare
diseases may not refer eligible patients to these trials. They may not have the
necessary knowledge or resources to identify appropriate trials or may simply not
consider clinical trials as a treatment option. This can result in a smaller pool of
potential participants for these trials.
Without information about ongoing trials, patients may not actively seek out these
opportunities or understand the potential benefits they could receive from
participating. Lack of patient awareness can therefore result in missed
opportunities for patient advocacy groups or organizations to promote clinical trials
to their communities.

10.2.3. Lack of trust in the medical system

Given the novelty of gene therapies, there is some apprehension in patient
communities around their use. Patients have concerns and misconceptions about
the safety, efficacy, and ethical implications of gene therapies. Patient acceptance
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and understanding of gene therapy mechanisms, as well as benefits versus risks,
is an important milestone to ensuring successful engagement. There is also lack
of knowledge and understanding among healthcare professionals (HCPs),
contributing to a lack of trust between rare disease patients and HCPs. Sponsors
typically face challenges in building collaboration and trust with patient
communities, making it difficult to identify potential participants and address
barriers to enrollment. Tailored communication approaches are therefore required
to engage and involve patient communities effectively.

10.2.4. Patient Identification and Recruitment
Small and a hard-to-find patient populations create challenges in identifying and
recruiting suitable participants. For some rare diseases, patients are required to
have specific gene mutations or antigens for inclusion, resulting in limited sample
sizes. Conducting statistically significant trials and drawing robust conclusions
becomes challenging. Screening, testing, and diagnosis complexities also cause
delays in patient recruitment.
Many of the rare diseases are under-diagnosed, and their true prevalence is not
well understood. The resultant lack of reliable data hampers patient identification
and recruitment for clinical trials.

10.2.5. Under-served Communities
Patients in under-served communities face additional barriers to healthcare
access and clinical trial participation. It is therefore important for you to
understand the demographic disparities for your proposed indication and to
account for these disparities in your trials. Addressing these disparities is crucial
for promoting patient engagement and inclusivity in clinical trials.

Overcoming these challenges in patient engagement and patient centricity is crucial to
advancing clinical research and improving healthcare outcomes. By raising disease
awareness, enhancing trust and education, fostering collaboration with patient communities,
and addressing barriers to access, we can strive towards a more inclusive and patient-
centric approach in clinical trials. In the next section, we will dive into potential strategies to
address achieve this.

10.3. Considerations and best practices
Effective patient engagement is crucial for the success of clinical trials, as it ensures
active participation, improves recruitment rates, and enhances overall trial outcomes. In
this section, we will discuss some possible strategies you can implement to enhance
patient engagement and recruitment.

10.3.1. Enhancing disease understanding
Empowering rare disease patients begins with education of the disease from the
moment of diagnosis. You can leverage the expertise of patient advocacy groups
to build educational resources and support your research efforts. Ensuring that
patients stay informed about new innovations, such as biomarker partnerships
and patient-mediated data, allows for tailored and personalized care. Sharing
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accurate information through trusted sources, like physicians, will improve patient
knowledge and acceptance of treatments.

Additionally, clear and frequent communication with patients, addressing their
questions and explaining the risks and benefits, fosters an environment of trust.
These strategies work together to empower patients, ensuring they are well-
informed and engaged in their rare disease journey.

10.3.2. Raising awareness of studies
Raising awareness about clinical studies is crucial for advancing medical research
and improving patient outcomes. To achieve this, you can consider the following
recommendations:

O Existing registries
Existing registries serve as valuable resources for connecting patients with
relevant clinical studies. By leveraging these registries, researchers can reach
out to potential participants who have already expressed interest in contributing
to medical research. It's important to note, however, that not all diseases will
have an existing registry.

O Awareness campaigns
Patient advocacy group (PAG) awareness campaigns play a vital role in
disseminating information about clinical trials. Collaborating with PAGs allows for
targeted and impactful outreach to patient communities, raising awareness and
fostering a sense of urgency regarding the need for participation in clinical
studies. Consideration should be given to funding screening programs through
PAGs (e.g., newborn screening supported by NORD). This enables the
identification of potential candidates for clinical trials, streamlining the recruitment
process and ensuring a more efficient enrollment of eligible participants.
Another strategy would be to utilize sibling/family programs. These provide an
opportunity to engage not only the affected individual but also their caregivers.
They offer support, education, and a sense of community, while also raising
awareness about ongoing clinical studies and the importance of participation.

O Healthcare Provider presentations
Presentations by healthcare providers (HCPs) at conferences can be another
way to effectively raise awareness among their peers and colleagues. Sharing
knowledge about ongoing clinical studies, their objectives, and potential benefits
encourages HCPs to refer eligible patients and collaborate with researchers.

O Clinical Trial Educator deployment
Deploying Clinical Trial Educators (CTEs) can alleviate the burden on clinical trial
sites while actively engaging patients. CTEs serve as dedicated resources,
providing education, addressing queries, and guiding patients through the study
enrollment process.

O Launch platform
Creating a platform for launch throughout the interventional program ensures
continuous awareness and engagement among patients, HCPs, and other
stakeholders. Regular updates, educational materials, and interactive resources
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keep the community informed and foster a sense of involvement in the clinical
study.

10.3.3. Identifying the right patients
Finding the right patients for a rare disease clinical study requires a
comprehensive and patient-centric approach. See Figure 1 for key strategies to

consider.
Figure 1: Patient identification strategies
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10.3.4. Refer and recruit
Streamlining the recruitment process is essential for identifying potential
participants efficiently. Establishing physical referral hubs can facilitate seamless
patient enrollment. Providing comprehensive recruitment support to patients,
caregivers and healthcare providers can increase trial awareness and interest.
Collaborating with specialists enables the understanding of current genetic testing
protocols in both community and specialist practices.
Evaluating referral pathways helps identify suitable opportunities for introducing
genetic testing and trial participation. It's important to enhance patient
convenience through easily accessible forms, information, audio-visual tools, and
electronic consent processes.

10.3.5. Continue engaging with clinical trial participants beyond enroliment
Sustaining patient engagement beyond enroliment is crucial for successful clinical
trial completion. Implementing a patient portal facilitates ongoing communication,
updates, and access to trial-related information. Collaborating with external
organizations and patient communities is another way to enhance engagement
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efforts and expand trial awareness.

10.4. Diversity and Inclusion
New requirements from the FDA (DEPICT Act) will necessitate changes in the way that
industry approaches product development and study execution.[1] The concept of
diversity and inclusion is a key focus especially in rare disease, where diagnosed
populations do not account for the under-served populations, owing to the
diagnosis/genetic testing challenges. Marginalized identities are not mutually exclusive
and can intersect, where one patient can be marginalized by more of these dimensions.
Diversity encompasses not only race and ethnicity but also gender, age, socioeconomic
status, sexual orientation, and disability. These identities can intersect and compound to
create unique experiences and highlight health disparities among certain populations. By
understanding and addressing these intersectional challenges, you can foster a more
comprehensive and equitable approach to clinical trial recruitment, engagement, and
participation. Through targeted strategies, you can be intentional about this from the
beginning of your trial lifecycle.

We have provided you with a sample checklist for operationalizing diversity below.
O Study Design — ensure that your D&l goals are established upfront and validated by
real-world data
Site Selection — consider site staffing augmentation by need, including cultural
research specialists
Site Activation
Recruitment Planning
Patient Recruitment
Community Engagement — Site-led activities
Community Engagement — Centralized activities
Enrollment
Engagement and Compliance

O

oooooogd
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Chapter 11: Study Site Management
Introduction

Clinical study site management plays a pivotal role in the successful execution of clinical trials.
With rare diseases, traditional site identification and recruitment approaches may not work
efficiently. This chapter aims to provide an overview of the key considerations and best
practices for effectively managing study sites in the context of rare disease therapies. By
understanding the complexities of rare diseases, their limited patient populations, and the need
for tailored strategies, you can optimize trial outcomes, enhance patient engagement, and
contribute to the advancement of therapeutic options for these underserved populations.

11.1. General Study Site Selection and Principal Investigator Engagement

Selecting appropriate study sites and establishing effective engagement with Principal
Investigators (Pls) are critical for successful gene therapy trial execution. [3]

11.1.1.  Study Site Selection

An established Center of Excellence Network can simplify the site selection process. Centers of
Excellence are specialized programs within healthcare institutions which supply exceptionally
high concentrations of expertise, experience, and related resources centered on a particular
therapeutic area or disease field. If a network has not yet been established, we advise you to
consider the following (see Figure 1 for overview): [1].

Figure 1: Site Selection Considerations
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11.1.1.1. Patient population density
Carefully evaluating population density allows you to identify study sites that are better suited to
achieve the recruitment and research objectives for your gene therapy clinical trials. This will
help maximize recruitment potential, enhance diversity, ensure timely enrollment, improve
access to healthcare services, and increase operational efficiency. You can utilize real-world
data (RWD) to identify the variability in patient populations by location to tailor your site
selection [4]. Potential sources for RWD include:
Epidemiological Studies
Disease Registries
Electronic Health Records
Claims Databases
Public Health Reports
Census Data
Work with CROS

ooooood

11.1.1.2. Geographical accessibility
Geography plays a crucial role in patient participation and retention in clinical trials. Study sites
that are geographically accessible to the target patient population may reduce the burden on
participants in terms of travel time and expenses. This convenience can improve recruitment
rates and help maintain participant engagement throughout the study duration. Having study
sites in areas where the target population lives or often travel to may foster community
engagement as residents and patient advocacy groups (PAGs) may have a greater sense of
connection to nearby sites. [4]

Travel barriers can impact participant recruitment and retention, particularly for those with
limited mobility or financial resources. They can hinder diversity and representation in your
study population, compromising the generalizability of your findings. By selecting central
locations, you can minimize travel challenges and encourage broader enrollment. PAGs and
patient and family insights will help you anticipate the geographic challenges and develop
proactive solutions for patients to participate in the study. Addressing travel barriers can
enhance feasibility of your study and improve your resource allocations in the study operations.

If site selection presents challenges, you can also consider decentralized trials. Please refer to
the Clinical Trial Design, Planning, and Execution chapter for more information on this.

11.1.1.3. Site capabilities
By considering site capabilities for rare disease research during study site selection, you can
leverage existing expertise, access specialized facilities, foster collaborations, enhance patient
support services, and navigate regulatory and ethical considerations effectively [4]. These
factors contribute to the successful execution of clinical trials, enabling high-quality data
collection, improved patient care, and advancements in rare disease research and treatment
options. You can conduct site outreach through rare disease networks to identify sites with
capabilities in your targeted rare disease.

11.1.1.4. Special accommodations that may be needed at participating sites
Participating trial sites may require special considerations to ensure smooth trial operations.
Historical trial data (if prior studies have been performed in the indication) is a valuable tool to
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assessing what special accommodations may be required for your selected sites. These can
include the following:
OO0 Training and education (e.g., logistics, cultural awareness, and rare disease training)
O Site-specific infrastructure (e.g., storage requirements, patient disability
accommodations)
O Investigational product management (e.g., therapy delivery technology/mechanisms,
route of administration, specialized devices, and equipment)
O Patient support services (e.g., cultural awareness, childcare for participants, and
concierge services)

If the clinical study will involve long stays at a distant site, it may also be helpful for you to be
aware of how this may affect an individual or their family, and therefore also affect patient
participation and retention in the study. Developing a patient support program will be crucial in
this case, to ease this burden on the patients and their caregivers [4].

11.1.2. Principal Investigator Engagement

Within the dynamic landscape of gene therapy clinical trials, effective Principal Investigator
engagement plays a pivotal role in ensuring the success and integrity of your trial. One method
you can use to ensure this process is seamless is to utilize vendors/Contract Research
Organizations (CRO) who can provide this full-service offering for you. When selecting and
engaging with Pls, there are certain things you can do to ensure that your trial goes smoothly.
Key considerations include the following:

O Specialized Expertise

It is important to engage skilled and motivated Pls who possess the necessary expertise
and understanding of the unique challenges associated with rare diseases. They should
have a deep understanding of the disease and the proposed therapy. As a sponsor, you can
also identify and engage key opinion leaders (KOLs) who are renowned experts in your
specific rare disease and AAV gene therapies. Their endorsement and involvement can
significantly enhance the credibility and visibility of your trial.

O Collaborative Approach

As a sponsor, you need to foster a collaborative relationship with your Pls. Involve the Pls in
trial design, protocol development, and decision-making processes. We also recommend
that you invite their input as they have valuable subject matter expertise that will also
enhance their engagement and commitment to the trial.

O Training and Education

It is essential that you provide comprehensive training and education to Pls regarding the
specific gene therapy being used, including its mechanism of action, potential risks and
benefits, administration techniques, and patient management strategies. This will ensure
that they are well-prepared to handle the unique aspects of your AAV gene therapy.

O Regular Communication
Maintain open lines of communication with your Pls throughout the trial, providing frequent
updates on trial progress, regulatory changes, and any new information relevant to the
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study. Encourage the PlIs to share any concerns or challenges they encounter and try to
address them promptly.

O Investigator Meetings

Organize regular investigator meetings or conferences where Pls can come together to
discuss their experiences, share best practices, and learn from each other. These meetings
also provide an opportunity to address common issues, refine study procedures, and build a
sense of community among investigators.

[0 Resource Support

Ensure that Pls have access to necessary resources, including adequate funding, study
coordinators, research staff, and specialized equipment. This support will enable them to
effectively carry out their responsibilities and streamline the trial operations.

O Regulatory Compliance

Ensure that your Pls are well-informed about regulatory requirements and that they adhere
to Good Clinical Practice (GCP) guidelines. Help them navigate the regulatory landscape,
including ethics committee submissions, informed consent processes, and reporting of
adverse events.

11.2. International Sites and Filings
The patient pool for rare disease clinical trials is often small and widely dispersed. Likewise,
clinical sites with this specialized experience are rare. As a result, it may be beneficial to
consider ex-US sites to meet your recruitment targets [2].

Investigators are responsible for complying with the applicable laws and regulations of the
country in which the study is being conducted, regardless of whether the study is being
conducted under an IND. It is recommended that you obtain signed, written statements from
investigators acknowledging their commitment to comply with regional, national, or local laws
and requirements. In addition, if a foreign clinical study is being conducted under an IND, the
investigator must sign Form FDA 1572 (investigator statement) and ensure that the study is
conducted in accordance with the investigator statement and all other applicable regulations
under 21 CFR part 312. An exception to this requirement would be if you have requested, and
FDA has granted, a waiver of the signature requirement. If a waiver is granted, you, together
with the investigator, must ensure that the study is conducted in accordance with the terms of
the waiver [2].

Some important things to note about foreign sites include the [2]:

e If aclinical study is conducted at a foreign site under an IND, all FDA IND regulations,
including the requirement to obtain a signed 1572, must be met unless the sponsor
requests and is granted a waiver that provides for specific exceptions.

¢ In the case where a foreign investigator cannot or will not sign Form FDA 1572 (e.g.,
because regional, national, or local laws or regulations prohibit its signing), the sponsor
may submit a request for a waiver of the 1572 signature requirement; alternatively, the
site may operate as a non-IND site, in which case the study would be conducted as a
non-IND study.
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o If aclinical study is conducted outside of the United States and the study is not under an
IND, then the investigator need not sign a 1572.

o If the study data from a non-IND site is to be submitted to support a marketing
application (e.g., a new drug application (NDA)), the study at the non-IND site must be
conducted in compliance with federal regulations.

For more information, consider referring to the FDA guidance titled “Information Sheet Guidance
for Sponsors, Clinical Investigators, and IRBs: Frequently Asked Questions” linked here.

You may be faced with a situation where you would have to recruit outside the US and bring the
study subjects to sites within the US. This is known as cross-border enrollment, and it can help
reach recruitment targets for rare disease clinical trials. For such a scenario, refer to the
following articles/whitepapers for more information:

e Cross-border enrollment of rare disease patients: Considerations for planning and
conducting global rare disease clinical trials
¢ Reducing Barriers to Participation in Clinical Trials for Rare Diseases
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Chapter 12: Long-Term Follow-Up
What are LTFU studies?

As the field of gene therapy continues to evolve with new trends and emerging developments, it
is imperative to stay up to date with the latest news and FDA regulatory guidelines. Of the key
trends, real world evidence has been a fast-evolving requirement from regulatory bodies across
the life sciences industry and even more so for gene therapies. The current approved therapies
have already transformed patients’ lives, and with several more in the pipeline, gene therapy is
expected to continue to transform the field as we know it. [4]

To fully understand the efficacy of a gene therapy product and long-term safety, it is important to
monitor patients who are receiving therapy over an extended period of time. Regulatory
agencies, including the FDA and EMA, have published guidelines highlighting the
recommended study design and key data elements needed for the long-term follow-up (LTFU)
studies generally. The current minimum duration of LTFU studies needed for AAV gene
therapies is 5 years. [3]

For more information about the latest US regulatory guidelines please refer to the FDA guidance
document here.

There are two types of LTFU studies associated with gene therapy clinical development. A brief
overview of the two types along with the risks/benefits and challenges is shown in Figure 1. [3]

Figure 1: LTFU Studies for Gene Therapies [3]
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As LTFU progresses from trial to real world settings, lighter touch approaches may apply.
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What are the challenges of LTFU studies for AAV gene therapies? [1-4]

There are several challenges to LTFU studies that are even more difficult for gene therapies.
The list below highlights challenges we face in LTFU studies for AAV gene therapies; this list is
not exhaustive.

e Burden of data collection:

o Collecting and managing large volumes of data over an extended period — in the
case for AAV gene therapies, a minimum of five years — can be time and
resource consuming. Additionally, factors like patient engagement, data
quality/analysis, and compliance can impact the data collection process.

e Limited patient population:

o The small and often sparse and scattered patient population for any given rare
disease makes it challenging for studies to enroll an adequate number of
participants. Additionally, patients may not follow up or lose contact with their
HCP due to life changes (e.g., relocating), which can affect your ability to
monitor patients and continue collecting the LTFU data by the physician practice
or treatment center.

It is important to note that patients with positive clinical outcomes may
reduce their engagement with the healthcare system, and are less likely to

follow-up. This could result in LTFU that biases towards patients with
poorer outcomes — something to keep in mind as you think about your
LTFU needs.

o Disease progression and study design:

o Variability of other genes across the patient sample may have an unknown
impact on the natural progression of the disease. To address this, it is important
to explore relevant biomarkers in the LTFU study and identify associations, if
any, between genetic variations in the study population and their clinical
outcomes. This analysis can help you better understand the disease course and
potential impact of your gene therapy on certain sub-populations.

o Additionally lack of knowledge, research, education on disease, biomarkers, etc.
for rare diseases can make it hard to identify meaningful endpoints needed to
measure safety and efficacy — the clinical end points may differ between
patients, regulatory agencies, and payers.

e Study execution/operations
o Monitoring patients over an extended period can pose challenges in terms of
time, cost, and resources. The administrative burden associated with LTFU
studies often leads to decreased interest from investigators. Consequently, lower
incentive for participation and sustained engagement contributes to lost-to-
follow-up of patients in the study.
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o Safety considerations
o Given how novel and innovative AAV gene therapies are, LTFU studies are a
critical tool for monitoring long-term safety profiles due to uncertainties with
dosing, potential for adverse events, and/or impact on patient’s quality of life.

What are the considerations and best practices to follow for LTFU studies?

While the current FDA minimum requirement for AAV gene therapy LTFU studies is 5 years, the
following considerations and best practices are also highly recommended to ensure robustness
in your LTFU study for your AAV gene therapy product. [1-4]

@ ¢ Have a well-defined study design and implementation plan with an optimized
efficient, timely, and high-quality data collection and monitoring system
o Prioritize a systematic approach that incorporates clinical perspectives,
regulatory requirements, data collection efficiencies, flexibility, and
patient centricity
e Align your methods, goals, and approach with that of the regulators —
considering the prolonged study period, keep a pulse on evolving FDA
guidances
e Prepare to adapt based on emerging technology, evolution in disease
understanding (e.g., biomarker partners, patient-mediated data, and services),
and regulatory changes
o Draw insights around the therapy’s impact on the patient’s quality of life (e.g.,
frequency of follow-ups, interactions with clinicians)
o Additionally, capture insights on how findings from LTFU studies can
impact the ongoing clinical program
o Develop a patient support plan to engage with patients for the duration of the
LTFU to minimize risk of loss-to-follow-up. Some ways you can do this include:
o Providing telemedicine services and digital engagement solutions
o Having a 24/7 patient support line
o Supporting patient advocacy groups
o Creating an information sharing portal
o Develop a registry or leverage an existing disease registry to track patients
through follow-up to reduce some of the challenges/risks associated with LTFU
studies
e Incorporate elements of decentralized clinical trial (DCT) solutions in the LTFU
design to minimize the patient burden by reducing onsite follow-up, testing,
and data collection
e Include a contingency or back-up plan around redosing or product
failure/discontinuation
e Maintain diversity and inclusion as a key focus of the LTFU studies to ensure
the patient population is adequately represented
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Chapter 13: Glossary

Adeno-associated virus (AAV): A member of the parvovirus family of single-stranded small
DNA viruses that require a helper virus such as adenovirus or herpes simplex virus for
replication. AAV vectors are the leading platform for gene delivery for the treatment of a variety
of human diseases.

Accelerating Medicines Partnership (AMP): A public-private partnership between the National
Institutes of Health (NIH), the U.S. Food and Drug Administration (FDA), multiple
biopharmaceutical and life science companies, non-profit and other organizations to transform
the current model for developing new diagnostics and treatments.

Bespoke Gene Therapy Consortium (BGTC): An AMP that aims to develop platforms and
standards that will speed the development and delivery of customized or ‘bespoke’ gene
therapies that could treat the millions of people affected by rare diseases.

Chemistry, Manufacturing, and Controls (CMC): Crucial activities when developing new
pharmaceutical products. CMC involves defining manufacturing practices and product
specifications that must be followed and met in order to ensure product safety and consistency
between batches.

Drug Master File (DMF): Submissions to FDA that may be used to provide confidential,
detailed information about facilities, processes, or articles used in the manufacturing,
processing, packaging, and storing of human drug products. DMFs can contain other types of
information as well (e.g., toxicology information, shared system REMS (risk evaluation and
mitigation strategy)).

Center for Biologics Evaluation and Research (CBER): The Center within FDA that
regulates biological products for human use under applicable federal laws, including the Public
Health Service Act and the Federal Food, Drug and Cosmetic Act. CBER protects and
advances the public health by ensuring that biological products are safe and effective and
available to those who need them. CBER also provides the public with information to promote
the safe and appropriate use of biological products.

Center for Drug Evaluation and Research (CDER): The Center with the FDA that performs an
essential public health task by making sure that safe and effective drugs are available to
improve the health of people in the United States. CDER regulates over-the-counter and
prescription drugs, including biological therapeutics and generic drugs.

Clinical Hold: A clinical hold is an order issued by FDA to the sponsor to delay a proposed
clinical investigation or to suspend an ongoing investigation. The clinical hold order may apply to
one or more of the investigations covered by an IND. When a proposed study is placed on
clinical hold, subjects may not be given the investigational drug. When an ongoing study is
placed on clinical hold, no new subjects may be recruited to the study and placed on the
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investigational drug; patients already in the study should be taken off therapy involving the
investigational drug unless specifically permitted by FDA in the interest of patient safety.

Critical Quality Attribute (CQA): A physical, chemical, biological, or microbiological
property or characteristic that should be within an appropriate limit, range, or distribution to
ensure the desired product quality.

Electronic Common Technical Document (eCTD): The standard format for submitting
applications, amendments, supplements, and reports to FDA’s Center for Drug Evaluation and
Research (CDER) and Center for Biologics Evaluation and Research (CBER).

Formal dispute resolution: To promote rapid and fair resolution of scientific and/or medical
disputes between a sponsor and CDER or CBER, FDA has established both formal and
informal mechanisms to address instances where a sponsor may disagree with the Agency on a
matter, and a dispute arises.

Natural history study: A preplanned, observational study intended to track the course of the
disease. Its purpose is to identify demographic, genetic, environmental, and other variables
(e.g., treatment modalities, concomitant medications) that correlate with the disease's
development and outcomes.

Platform-based approach: An approach for streamlining R&D/pre-clinical development and
navigation of the regulatory pathway by leveraging existing data and information or prior
knowledge based on similar elements with approved/developed AAV gene therapy products,
and developing minimum requirements based on this platform-based approach to increase
efficiency of development and regulatory submissions.

Pre-clinical: Research or studies about a drug or treatment for a disease that occurs before it is
tested by human volunteers. Used interchangeably with non-clinical.

Prescription Drug User Fee Act (PDUFA): A law passed by the United States Congress in
1992 which allowed the Food and Drug Administration (FDA) to collect fees from drug
manufacturers to fund the new drug approval process.

Special Protocol Assessment: A process by which a sponsor asks FDA to evaluate a protocol
to determine whether it adequately addresses scientific and regulatory requirements for the
purpose identified by the sponsor.

Sponsor: a person or entity who takes responsibility for and initiates a clinical investigation. The
sponsor may be an individual or pharmaceutical company, governmental agency, academic
institution, private organization, or other organization. The sponsor does not actually conduct
the investigation unless the sponsor is a sponsor-investigator. A person other than an individual
that uses one or more of its own employees to conduct an investigation that it has initiated is a
sponsor, not a sponsor-investigator, and the employees are investigators.
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1. [bookmark: _Toc134719656][bookmark: _Toc139012037]SUMMARY

A brief summary (preferably not exceeding two pages) should be given, highlighting the significant physical, chemical, pharmaceutical, pharmacological, toxicological, pharmacokinetic, metabolic, and clinical information available that is relevant to the stage of clinical development of the investigational product.

2. [bookmark: _Toc133227778][bookmark: _Toc134719657][bookmark: _Toc139012038]INTRODUCTION 

A brief introductory statement should be provided that contains:

· the chemical name (and generic and trade name(s) when approved) of the investigational product(s)

· all active ingredients

· the investigational product(s)’ pharmacological class

· expected position within the pharmacologic class (e.g. advantages)

· the rationale for performing research with the investigational product(s), and 

· the anticipated prophylactic, therapeutic, or diagnostic indication(s). 

Finally, the introductory statement should provide the general approach to be followed in evaluating the investigational product.

3. [bookmark: _Toc133227779][bookmark: _Toc134719658][bookmark: _Toc139012039]PHARMACEUTICAL PROPERTIES AND FORMULATIONS

A description should be provided of the investigational product substance(s), including the chemical and/or structural formula(e), as well as a brief summary of the relevant physical, chemical, and pharmaceutical properties. To permit appropriate safety measures in the course of the trial, provide a description of the formulation(s) to be used, including excipients and justify if clinically relevant. Instructions for the storage and handling of the dosage form(s) should also be given. Any structural similarities to other known compounds should be mentioned.

3.1. [bookmark: _Toc134719659][bookmark: _Toc139012040]Nomenclature

[bookmark: _Hlk137633762]Insert text

3.2. [bookmark: _Toc134719660][bookmark: _Toc139012041]Description

Insert text

3.3. [bookmark: _Toc134719661][bookmark: _Toc134719774][bookmark: _Toc133227782][bookmark: _Toc139012042][bookmark: _Toc134719662][bookmark: _Toc134719775][bookmark: _Toc134719663][bookmark: _Toc134719776][bookmark: _Toc134719664][bookmark: _Toc134719777][bookmark: _Toc134719665][bookmark: _Toc134719778][bookmark: _Toc133227787][bookmark: _Toc134719666]Clinical Formulations

Insert text

3.4. [bookmark: _Toc134719667][bookmark: _Toc134719780][bookmark: _Toc133227788][bookmark: _Toc139012043][bookmark: _Toc133227789][bookmark: _Toc134719668]Storage, Stability and Handling Instructions

Insert text

4. [bookmark: _Toc133227790][bookmark: _Toc134719669][bookmark: _Toc139012044]NON-CLINICAL STUDIES

The results of all relevant nonclinical pharmacology, toxicology, pharmacokinetic, and investigational product metabolism studies should be provided in summary form. This summary should address the methodology used, the results, and a discussion of the relevance of the findings to the investigated therapeutic and the possible unfavorable and unintended effects in humans.

The information provided may include the following, as appropriate, if known/available:

· Nature and frequency of pharmacological or toxic effects

· Severity or intensity of pharmacological or toxic effects

· Time to onset of effects

· Reversibility of effects

· Duration of effects

· Dose response

4.1. [bookmark: _Toc133227791][bookmark: _Toc134719670][bookmark: _Toc139012045]Non-Clinical Pharmacology

A summary of the pharmacological aspects of the investigational product and, where appropriate, its significant metabolites studied in animals, should be included. Such a summary should incorporate studies that assess potential therapeutic activity (e.g. efficacy models, receptor binding, and specificity) as well as those that assess safety (e.g., special studies to assess pharmacological actions other than the intended therapeutic effect(s)).

4.1.1. [bookmark: _Toc133227792][bookmark: _Toc134719671][bookmark: _Toc139012046]In Vitro Pharmacology

Insert text

4.1.2. [bookmark: _Toc133227793][bookmark: _Toc134719672][bookmark: _Toc139012047]In Vivo Pharmacology

Insert text

4.1.3. [bookmark: _Toc133227794][bookmark: _Toc134719673][bookmark: _Toc139012048]Safety Pharmacology

Insert text

4.2. [bookmark: _Toc139012049][bookmark: _Toc133227795][bookmark: _Toc134719674]Pharmacokinetics and Drug Metabolism in Animals 

Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. However, these sections are noted here for completeness per eCTD structure. See IND Module 2.6: Non-Clinical Written and Tabulated Summaries for more information on this. 

4.2.1. [bookmark: _Toc133227796][bookmark: _Toc134719675][bookmark: _Toc139012050]Absorption

4.2.2. [bookmark: _Toc133227797][bookmark: _Toc134719676][bookmark: _Toc139012051]Distribution

4.2.3. [bookmark: _Toc133227798][bookmark: _Toc134719677][bookmark: _Toc139012052]Metabolism

4.2.4. [bookmark: _Toc133227799][bookmark: _Toc134719678][bookmark: _Toc139012053]Excretion

4.2.5. [bookmark: _Toc133227800][bookmark: _Toc134719679][bookmark: _Toc139012054]Drug-Drug Interactions

4.3. [bookmark: _Toc133227801][bookmark: _Toc134719680][bookmark: _Toc139012055]Toxicology

A summary of the toxicological effects found in relevant studies conducted in different animal species should be described. Often times biodistribution, immunogenicity, and shedding are combined with toxicology studies. Those study reports may be provided in this section as well. 

4.3.1. [bookmark: _Toc133227802][bookmark: _Toc134719681][bookmark: _Toc139012056]Single Dose Studies

Studies summarized and evaluated in order by species and by route. 

4.3.2. [bookmark: _Toc133227803][bookmark: _Toc134719682][bookmark: _Toc139012057]Repeat Dose Studies

Studies summarized and evaluated in order by species, by route, and by duration. You can include brief details about the methods you used and key findings. 

4.3.3. [bookmark: _Toc133227804][bookmark: _Toc134719683][bookmark: _Toc139012058]Genotoxicity (may or may not apply to your gene therapy)

Studies summarized and evaluated. Consider summarizing them in the following order: 

· In vitro nonmammalian cell system 

· In vitro mammalian cell system 

· In vivo mammalian cell system

4.3.4. [bookmark: _Toc133227805][bookmark: _Toc134719684][bookmark: _Toc139012059]Carcinogenicity Studies (may or may not apply to your gene therapy)

Studies summarized and evaluated. Consider including a rationale around why the studies were chosen. Additionally consider summarizing each study in the order of long term to short/medium term. 

4.3.5. [bookmark: _Toc133227806][bookmark: _Toc134719685][bookmark: _Toc139012060]Reproductive and Development Toxicity (may or may not apply to your gene therapy)

Studies summarized and evaluated, if conducted. Consider summarizing them in the following order:

· Fertility and early embryonic development

· Embryofetal development

· Prenatal and postnatal development, including maternal function

4.3.6. [bookmark: _Toc133227807][bookmark: _Toc134719686][bookmark: _Toc139012061]Special Studies (may or may not apply to your gene therapy)

Other special studies you may want to report (e.g., studies in juvenile animals, local tolerance, etc.)

4.3.7. [bookmark: _Toc133227808][bookmark: _Toc134719687][bookmark: _Toc139012062]Other Toxicity Studies

Other studies you want to report 

5. [bookmark: _Toc133227809][bookmark: _Toc134719688][bookmark: _Toc139012063]EFFECTS IN HUMANS (IF APPLICABLE)

5.1. [bookmark: _Toc133227810][bookmark: _Toc134719689][bookmark: _Toc139012064]Design of Clinical Studies

5.1.1. [bookmark: _Toc133227811][bookmark: _Toc134719690][bookmark: _Toc139012065]Completed Clinical Studies

[bookmark: _Toc347307029]

Table 2:  Completed Clinical Studies

		Study Number

		Study Design

		Number of Subjects

		Age

(Mean and Range)

		Dosage and Dosage Regimen

		Primary Endpoints

		Report Status



		

		

		

		

		

		

		



		

		

		

		

		

		

		



		

		

		

		

		

		

		







5.1.2. [bookmark: _Toc133227812][bookmark: _Toc134719691][bookmark: _Toc139012066]Ongoing Clinical Studies 

[bookmark: _Toc347307030]

Table 3:  Ongoing Clinical Studies

		Study Number

		Study Design

		Planned Number of Subjects

		Age

(Mean and Range)

		Dosage and Dosage Regimen

		Primary Endpoints



		

		

		

		

		

		



		

		

		

		

		

		



		

		

		

		

		

		







5.2. [bookmark: _Toc133227813][bookmark: _Toc134719692][bookmark: _Toc139012067]Pharmacokinetics and Drug Metabolism in Humans (IF APPLICABLE)

Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. However, if there are any PK assessments, these would be included in this section.

5.3. [bookmark: _Toc133227814][bookmark: _Toc134719693][bookmark: _Toc139012068]Safety and Efficacy (IF APPLICABLE)

A summary of information should be provided about the investigational product's/products' (including metabolites, where appropriate) safety, pharmacodynamics, efficacy, and dose response that were obtained from preceding trials in humans (healthy volunteers and/or patients). The implications of this information should be discussed. In cases where a number of clinical trials have been completed, summaries of safety and efficacy across multiple trials by indications in subgroups may provide a clear presentation of the data. Tabular summaries of adverse drug reactions for all the clinical trials (including those for all the studied indications) would be useful. Important differences in adverse drug reaction patterns/incidences across indications or subgroups should be discussed.

The IB should provide a description of the possible risks and adverse drug reactions to be anticipated on the basis of prior experiences with the product under investigation and with related products.

[bookmark: _Toc347307031]A description should also be provided of the precautions or special monitoring to be done as part of the investigational use of the product(s).





Table 4:	Listing of Adverse Events

		Study No.

		Treatment

		Body System

		[bookmark: _RefTableNoteCallout1]AE Term

		[bookmark: _RefTableNoteCallout2]Severity

		Serious (Y/N)



		

		

		

		

		

		



		

		

		

		

		

		



		

		

		

		

		

		





a	AE dictionary used

b	Mild, Moderate, or Severe

5.4. [bookmark: _Toc133227815][bookmark: _Toc134719694][bookmark: _Toc139012069]Marketing Experience (IF APPLICABLE)

The IB should identify countries where the investigational product has been marketed or approved. Any significant information arising from the marketed use should be summarised (e.g., formulations, dosages, routes of administration, and adverse product reactions). The IB should also identify all the countries where the investigational product did not receive approval/registration for marketing or was withdrawn from marketing/registration.

6. [bookmark: _Toc133227816][bookmark: _Toc134719695][bookmark: _Toc139012070]SUMMARY OF DATA AND GUIDANCE FOR THE INVESTIGATORS

This section should provide an overall discussion of the nonclinical and clinical data and should summarize the information from various sources on different aspects of the investigational product(s), wherever possible. This provides the investigator with an informative summary of available data and assessment of implications for future clinical trials. Where appropriate, published reports on related products should be discussed. This could help the investigator anticipate adverse drug reactions or other challenges that may arise in clinical trials.

The overall aim of this section is to provide the investigator with a clear understanding of the possible risks, adverse reactions, and of the specific tests, observations, and precautions that may be needed for a clinical trial. This understanding should be based on the available physical, chemical, pharmaceutical, pharmacological, toxicological, and clinical information on the investigational product(s). Guidance should also be provided to the clinical investigator on the recognition and treatment of possible overdose and adverse drug reactions that is based on previous human experience and on the pharmacology of the investigational product

7. [bookmark: _Toc133227817][bookmark: _Toc134719696][bookmark: _Toc139012071]REFERENCES

7.1. [bookmark: _Toc133227818][bookmark: _Toc134719697][bookmark: _Toc139012072]Publications (if applicable)

7.2. [bookmark: _Toc133227819][bookmark: _Toc134719698][bookmark: _Toc139012073]Study Reports (if applicable)
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CLINICAL PROTOCOL TEMPLATE




PREFACE 

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

This clinical trial protocol template is a suggested format for Phase 2 and 3 clinical trials funded by the National Institutes of Health (NIH) that are being conducted under a Food and Drug Administration (FDA) Investigational New Drug (IND) or Investigational Device Exemption (IDE) Application. Investigators for such trials are encouraged to use this template when developing protocols for NIH-funded clinical trial(s). This template may also be useful to others developing Phase 2 and 3 IND/IDE clinical trials. 

[bookmark: _Hlk479083982]The goal of this template is to assist investigators to write a comprehensive clinical trial protocol that meets the standards outlined in the International Conference on Harmonisation (ICH) Guidance for Industry, E6 Good Clinical Practice: Consolidated Guidance (ICH-E6).  Its use will also help investigators think through the scientific basis of their assumptions, minimize uncertainty in the interpretation of outcomes, and prevent loss of data.   A standardized protocol template and structure will facilitate protocol review by oversight entities.    

It is important to note that the clinical trial protocol template is just one piece of information required for an IND or IDE submission.  For complete details on IND or IDE submissions see 21 CFR Part 312: Investigational New Drug Application or 21 CFR Part 812: Investigational Device Exemptions, respectively.

How To Use This Template

It is important to incorporate all sections of the template into your protocol and to do so in the same order.  If a particular section is not applicable to your trial, include it, but indicate that it is not applicable. 

This template contains two types of text: instruction/explanatory and example.  

Instruction/explanatory text are indicated by italics and should deleted. The corresponding footnotes to instructional text should also be deleted.  This text provides information on the content that should be included.  It also notes if a section should be left blank.  For example, many headings include the instruction, “No text is to be entered in this section; rather it should be included under the relevant subheadings below.”  

Example text is included to further aid in protocol writing and should either be modified to suit the drug, biologic or device (study intervention), design, and conduct of the planned clinical trial, or deleted.  If it is not appropriate to the protocol, however, it too should be deleted. The section headers include formatting to generate a table of contents.  Example text is indicated in [regular font].  Within example text, a need for insertion of specific information is notated by <angle brackets>.   

Version control is important to track protocol development, revisions, and amendments.  It is also necessary to ensure that the correct version of a protocol is used by all staff conducting the study. With each revision, the version number and date located in the footer of each page should be updated.  When making changes to an approved and “final” protocol, the protocol amendment history should be maintained (see Section 10.4). 


RESOURCES

Remove Resources before finalizing and distributing the clinical trial protocol. 



Center for Medicare & Medicaid Services (CMS)

· Clinical Laboratory Improvement Amendments



Code of Federal Regulations (CFR)

· 21 CFR Part 11: Electronic Records, Electronic Signatures

· 21 CFR Part 50: Protection of Human Subjects

· 21 CFR Part 54:  Financial Disclosure by Clinical Investigators

· 21 CFR Part 56: Institutional Review Boards

· 21 CFR Part 58: Good Laboratory Practice for Nonclinical Laboratory Studies

· 21 CFR Part 210:  Current Good Manufacturing Practice In Manufacturing, Processing, Packing, Or Holding Of Drugs; General

· 21 CFR Part 211:  Current Good Manufacturing Practice For Finished Pharmaceuticals

· 21 CFR Part 312: Investigational New Drug Application

· 21 CFR Part 812: Investigational Device Exemptions

· 42 CFR Part 11:  Clinical Trial Registration and Results Information Submission

· 45 CFR Part 46: Protection of Human Subjects Research



Food and Drug Administration (FDA)

· Compliance Actions and Activities 

· FDA Regulations Relating to Good Clinical Practice and Clinical Trials

· Guidance for Clinical Investigators, Sponsors, and IRBs  Adverse Event Reporting to IRBs – Improving Human Subject Protection

· Guidance for Clinical Trial Sponsors: Establishment and Operation of Clinical Trial Data Monitoring Committees

· Guidance for Industry: E6 Good Clinical Practice: Consolidated Guidance

· Guidance for Industry:  Electronic Source Data in Clinical Investigations

· Guidance for Industry: Multiple Endpoints in Clinical Trials 

· Guidance for Industry: Oversight of Clinical Investigations – A Risk-Based Approach to Monitoring

· Guidance for Industry: Providing Regulatory Submissions in Electronic Format - Human Pharmaceutical Product Applications and Related Submissions Using the eCTD Specifications

· Guidance for Industry: Providing Regulatory Submissions in Electronic Format — Standardized Study Data

· Guidance for Industry:  Safety Assessment for IND Safety Reporting



Department of Health and Human Services (HHS)

· The HIPAA Privacy Rule

· HIPAA Privacy Rule:  Information for Researchers



International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH)

· Guidance for Industry, E6 (R2) Good Clinical Practice: Consolidated Guidance

· Guidance for Industry, M3(R2) Nonclinical Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization for Pharmaceuticals

· Guideline for Industry, E3 Structure and Content of Clinical Reports 

· Guidance for Industry, E9 Statistical Principles for Clinical Trials



International Organization for Standardization (ISO)

· Clinical Investigation of Medical Devices for Human Subjects -- Good Clinical Practice (ISO 14155:2011)



National Institutes of Health (NIH)

· Certificates of Confidentiality (CoC) Kiosk

· Clinical Trials Registration and Results Information Submission

· Financial Conflict of Interest

· Inclusion of Children- Policy Implementation

· Inclusion Of Women And Minorities As Participants In Research Involving Human Subjects- Policy Implementation Page

· NIH Data Sharing Policies and Related Guidance on NIH-Funded Research Resources

· NIH Data Sharing Policy and Implementation Guidance

· NIH Genomic Data Sharing Policy

· NIH Grants Policy Statement, Section 8.2 Availability of Research Results:  Publications, Intellectual Property Rights, and Sharing Research Resources

· NIH Policy on the Dissemination of NIH-Funded Clinical Trial Information

· NIH Public Access Policy Details

· Policy on Good Clinical Practice Training for NIH Awardees Involved in NIH-funded Clinical Trials

· Required Education in the Protection of Human Research Participants  



Office for Human Research Protections (OHRP)

· Human Subject Regulations Decision Charts

· Informed Consent Checklist

· Informed Consent Tips

· IRBs and Assurances

· Regulations & Policy Index

· Unanticipated Problems Involving Risks and Adverse Events Guidance

· Vulnerable Populations



Other

· Citing Medicine, 2nd edition:  The NLM Style Guide for Authors, Editors, and Publishers

· CONSORT statement

· International Committee of Medical Journal Editors (ICMJE):  Recommendations

· Practical Aspects of Signal Detection in Pharmacovigilance: Report of CIOMS Working Group VIII
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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 and neutrality is the goal.  If there is a “short title” (e.g., an abbreviation used to refer to the study title, include here and that can be used throughout this document in place of the full title).

Protocol Number: < Number>

National Clinical Trial (NCT) Identified Number:  <Number, if available>

Principal Investigator: < Principal investigator>

<IND/IDE> Sponsor: <Sponsor name, if applicable>

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 or Center (IC)>

Version Number:  v.<x.x>

<Day Month Year>

All versions should have a version number and a date. Use the international date format (day month year) and write out the month (e.g., 23 June 2015).





Summary of Changes from Previous Version:

		Affected Section(s)

		Summary of Revisions Made

		Rationale
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[bookmark: _Toc58818890][bookmark: _Toc60193103][bookmark: _Toc60195133][bookmark: _Toc60200981][bookmark: _Toc224445192][bookmark: _Toc382562958][bookmark: _Toc469058286][bookmark: _Toc469046120][bookmark: _Toc479192697]STATEMENT OF COMPLIANCE

Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable state, local and federal regulatory requirements. Each engaged institution must have a current Federal-Wide Assurance (FWA) issued by the Office for Human Research Protections (OHRP) and must provide this protocol and the associated informed consent documents and recruitment materials for review and approval by an appropriate Institutional Review Board (IRB) or Ethics Committee (EC) registered with OHRP. Any amendments to the protocol or consent materials must also be approved before implementation. Select one of the two statements below: 



(1) [The trial will be carried out in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) and the following: 



· 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) 



National Institutes of Health (NIH)-funded investigators and clinical trial site staff who are responsible for the conduct, management, or oversight of NIH-funded clinical trials have completed Human Subjects Protection and ICH GCP Training.



The protocol, informed consent form(s), recruitment materials, and all participant materials will be submitted to the Institutional Review Board (IRB) for review and approval.  Approval of both the protocol and the consent form must be obtained before any participant is enrolled.  Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study.  In addition, all changes to the consent form will be IRB-approved; a determination will be made regarding whether a new consent needs to be obtained from participants who provided consent, using a previously approved consent form.]



OR



(2) [The trial will be conducted in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP), applicable United States (US) Code of Federal Regulations (CFR), and the <specify NIH Institute or Center (IC) > Terms and Conditions of Award. The Principal Investigator will assure that no deviation from, or changes to the protocol will take place without prior agreement from the Investigational New Drug (IND) or Investigational Device Exemption (IDE) sponsor, funding agency 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 and ICH GCP Training.



The protocol, informed consent form(s), recruitment materials, and all participant materials will be submitted to the IRB for review and approval.  Approval of both the protocol and the consent form must be obtained before any participant is enrolled.  Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study.  All changes to the consent form will be IRB approved; a determination will be made regarding whether a new consent needs to be obtained from participants who provided consent, using a previously approved consent form.]
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		Title:

		<Full title>



		Study Description:

		Provide a short description of the protocol, including a brief statement of the study hypothesis. This should be only a few sentences in length. A detailed schematic describing all visits and a schedule of assessments should be included in the Schema and Schedule of Activities, Sections 1.2 and 1.3, respectively. 



		Objectives:



		Include the primary and secondary objectives. These objectives should be the same as the objectives contained in the body of the protocol. These align with Primary Purpose in clinicaltrials.gov[footnoteRef:2]. [2:  From ClinicalTrials.gov Protocol Data Element Definitions available at:  https://prsinfo.clinicaltrials.gov/definitions.html.  Accessed March 2017.] 




		

		<Primary Objective:  



		

		Secondary Objectives: >  



		Endpoints:

		Include the primary endpoint and secondary endpoints. These endpoints should be the same as the endpoints contained in the body of the protocol. These align with Outcome Measures in clinicaltrials.gov. 

<Primary Endpoint:

Secondary Endpoints: >



		Study Population:

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



		Phase:

		<1 / 2> Phase applies to drugs and biologics[footnoteRef:3]. [3:  From 21 CFR 312.21 “Phase 2 includes the controlled clinical studies conducted to evaluate the effectiveness of the drug for a particular indication or indications in patients with the disease or condition under study and to determine the common short-term side effects and risks associated with the drug. Phase 2 studies are typically well controlled, closely monitored, and conducted in a relatively small number of patients, usually involving no more than several hundred subjects… Phase 3 studies are expanded controlled and uncontrolled trials. They are performed after preliminary evidence suggesting effectiveness of the drug has been obtained, and are intended to gather the additional information about effectiveness and safety that is needed to evaluate the overall benefit-risk relationship of the drug and to provide an adequate basis for physician labeling. Phase 3 studies usually include from several hundred to several thousand subjects.”] 




		Description of Sites/Facilities Enrolling Participants:

		Provide a brief description of planned facilities/participating sites enrolling participants. Indicate general number (quantity) of sites only and if the study is intended to include sites outside of the United States.  



		Description of Study Intervention:

		Describe the study intervention. If the study intervention is a drug or biologic, include dose and route of administration



		Study Duration:

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



		Participant Duration:

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



		

		





0.2 [bookmark: _Toc469058290][bookmark: _Toc469046124][bookmark: _Toc479192700][bookmark: _Toc135212528][bookmark: _Toc139029795]Schema

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 the 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. Revise with study-specific information and adapt or create a 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 1.3, Schedule of Activities, e.g., Visit 1, Day 0; Visit 2, Day 30 ± 7; etc.   








































Example #1 Flow diagram (e.g., randomized controlled trial)





Prior to Total N:  Obtain informed consent. Screen potential participants by inclusion and exclusion criteria; obtain history, document.



Enrollment



Randomize









Arm 1

N participantsN participants

Arm 2

N participantsN participants









Perform baseline assessments.

<list specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities>

Administer initial study intervention. 





Visit 1

Time Point 







Visit 2Repeat study intervention (if applicable).



Time Point 



Follow-up assessments of study endpoints and safety

<list specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities>



Visit 3

Time Point 





Follow-up assessments of study endpoints and safety

<list specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities>



Visit 4

Time Point





Final Assessments

<list analyses to be performed OR refer to Section 1.3, Schedule of Activities>





Visit X

Time Point






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








Example #3 provided as a guide, customize as needed: Timeline diagram (e.g., randomized controlled trial)

Day -7 to Day -1

Screening

Day 1

Randomization

Week 1

Titration

Weeks 2 - 25

Maintenance

Week 26

Dose Taper

Week 27

End of Study Assessments (EOS)

Week 28-29

Follow-up Phone Call

Study Intervention N=

Placebo N=

# in-clinic visits and

# telephone contacts








0.3 [bookmark: _Toc469057342][bookmark: _Toc469058291][bookmark: _Toc473817830][bookmark: _Toc469057353][bookmark: _Toc469058302][bookmark: _Toc473817841][bookmark: _Toc469057354][bookmark: _Toc469058303][bookmark: _Toc473817842][bookmark: _Toc469057355][bookmark: _Toc469058304][bookmark: _Toc473817843][bookmark: _Toc469057356][bookmark: _Toc469058305][bookmark: _Toc473817844][bookmark: _Toc469057357][bookmark: _Toc469058306][bookmark: _Toc473817845][bookmark: _Toc469057358][bookmark: _Toc469058307][bookmark: _Toc473817846][bookmark: _Toc469057359][bookmark: _Toc469058308][bookmark: _Toc473817847][bookmark: _Toc469057360][bookmark: _Toc469058309][bookmark: _Toc473817848][bookmark: _Toc469057371][bookmark: _Toc469058320][bookmark: _Toc473817859][bookmark: _Toc473817860][bookmark: _Toc468977978][bookmark: _Toc468978468][bookmark: _Toc468978635][bookmark: _Toc468978802][bookmark: _Toc469004137][bookmark: _Toc469045789][bookmark: _Toc469045956][bookmark: _Toc469046125][bookmark: _Toc468977989][bookmark: _Toc468978479][bookmark: _Toc468978646][bookmark: _Toc468978813][bookmark: _Toc469004148][bookmark: _Toc469045800][bookmark: _Toc469045967][bookmark: _Toc469046136][bookmark: _Toc468977990][bookmark: _Toc468978480][bookmark: _Toc468978647][bookmark: _Toc468978814][bookmark: _Toc469004149][bookmark: _Toc469045801][bookmark: _Toc469045968][bookmark: _Toc469046137][bookmark: _Toc468977991][bookmark: _Toc468978481][bookmark: _Toc468978648][bookmark: _Toc468978815][bookmark: _Toc469004150][bookmark: _Toc469045802][bookmark: _Toc469045969][bookmark: _Toc469046138][bookmark: _Toc468977992][bookmark: _Toc468978482][bookmark: _Toc468978649][bookmark: _Toc468978816][bookmark: _Toc469004151][bookmark: _Toc469045803][bookmark: _Toc469045970][bookmark: _Toc469046139][bookmark: _Toc468977993][bookmark: _Toc468978483][bookmark: _Toc468978650][bookmark: _Toc468978817][bookmark: _Toc469004152][bookmark: _Toc469045804][bookmark: _Toc469045971][bookmark: _Toc469046140][bookmark: _Toc468977994][bookmark: _Toc468978484][bookmark: _Toc468978651][bookmark: _Toc468978818][bookmark: _Toc469004153][bookmark: _Toc469045805][bookmark: _Toc469045972][bookmark: _Toc469046141][bookmark: _Toc468977995][bookmark: _Toc468978485][bookmark: _Toc468978652][bookmark: _Toc468978819][bookmark: _Toc469004154][bookmark: _Toc469045806][bookmark: _Toc469045973][bookmark: _Toc469046142][bookmark: _Toc468977996][bookmark: _Toc468978486][bookmark: _Toc468978653][bookmark: _Toc468978820][bookmark: _Toc469004155][bookmark: _Toc469045807][bookmark: _Toc469045974][bookmark: _Toc469046143][bookmark: _Toc468978007][bookmark: _Toc468978497][bookmark: _Toc468978664][bookmark: _Toc468978831][bookmark: _Toc469004166][bookmark: _Toc469045818][bookmark: _Toc469045985][bookmark: _Toc469046154][bookmark: _Toc469058321][bookmark: _Toc469046155][bookmark: _Toc479192701][bookmark: _Toc135212529][bookmark: _Toc139029796]Schedule of Activities (SoA)

The schedule below is provided as an example and should be modified as appropriate. 

The schedule of activities must capture the procedures that will be accomplished at each study visit, and all contact with study participants e.g., telephone contacts.  This includes any tests that are used for eligibility, participant randomization or stratification, or decisions on study intervention discontinuation. Only include procedures that contribute to participant eligibility and study objectives and endpoints.  Other procedures should be done sparingly and with consideration, as they may add unnecessary complexity and detract from recruitment. 



Allowable windows should be stated for all visits. To determine the appropriate windows, consider feasibility and relevance of the visit time points 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).   



		Procedures

		Screening

Day -7 to -1

		Enrollment/Baseline

Visit 1, Day 1

		Study Visit 2 

Day 7  +/-1 day

		Study Visit 3

Day 14 +/- 1 day

		Study Visit 4

Day 21 +/-1 day

		Study Visit 5

Day 28 +/-1 day

		Study Visit 6

Day  35 +/-1 day

		Study Visit 7

Day 42 +/-1 day

		Study Visit 8

Day 49 +/-1 day

		Study Visit 9

Day 56 +/-1 day

		Study Visit 10

Day 63 +/-1 day

		Study Visit 11

Day 70 +/- 1 day

		Study Visit 12

Day 77 +/-1day

		Final Study Visit 13
Day 84 +/-1 day 



		Informed consent

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		Demographics

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		Medical history

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		Randomization

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		Administer study intervention

		

		X

		

		

		X

		

		

		X

		

		

		X

		

		

		



		Concomitant medication review

		X

		X---------------------------------------------------------------------------------------------X

		



		Physical exam (including height and weight)

		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



		Hematology 

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X



		serum chemistry a

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X



		Pregnancy test b

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		EKG (as indicated)

		X

		

		

		

		

		

		

		

		

		

		

		

		

		



		Adverse event review and evaluation

		X

		X---------------------------------------------------------------------------------------------X

		X



		Radiologic/Imaging assessment

		X

		

		

		

		X

		

		

		

		X

		

		

		

		

		X



		Other assessments (e.g., immunology assays, pharmacokinetic)

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X



		Complete Case Report Forms (CRFs)

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X

		X



		a:	Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium, total protein, AST, ALT, sodium.

b:	Serum pregnancy test (women of childbearing potential).







<Insert table>



1 [bookmark: _Toc469058322][bookmark: _Toc469046156][bookmark: _Toc479192702][bookmark: _Toc135212530][bookmark: _Toc139029797]	INTRODUCTION

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 rationale for the clinical trial.  This should be a brief overview (e.g., approximately 3-7 pages).  Referring to the Investigator’s Brochure (IB) for more detail is also appropriate.



1.1 [bookmark: _Toc469058323][bookmark: _Toc469046157][bookmark: _Toc479192703][bookmark: _Toc135212531][bookmark: _Toc139029798]Study Rationale 

State the problem or question (e.g., describe the population, disease, current standard of care, if one exists, and limitations of knowledge or available therapy) and the reason for conducting the clinical trial



<Insert text>



1.2 [bookmark: _Toc469058324][bookmark: _Toc469046158][bookmark: _Toc479192704][bookmark: _Toc135212532][bookmark: _Toc139029799]Background 

This section should include: 

· A summary of relevant clinical research and any history of human use or exposure to the study intervention, including use in other countries, and clinical pharmacology studies

· 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 11, References) 

· Applicable clinical, epidemiological, or public health background or context of the clinical trial

· Importance of the clinical trial and any relevant treatment issues or controversies 

· A summary of findings from nonclinical in vitro or in vivo studies that have potential clinical significance, including the following considerations:



Target biology: is the pharmacology and safety understood

•	Is there a clearly defined link between genetic mutation and disease phenotype established

•	Target cell population in which the transgene needs to be expressed is clearly defined and:

o	Therapeutic benefit demonstrated in one or more relevant nonclinical disease models.  While the inclusion of an animal model is preferred, cell-based models may be the only relevant model available and be sufficient. 

o	Number of cells within the target population that need to be transduced to correct the disease phenotype has been determined

o	The expression level per cell that is required to correct the phenotype of that cell has been determined

o	The potential for over expression of the transgene to result in toxicity in normal and disease phenotype cells (lacking the transgene product) has been evaluated

o	Is there the potential for adverse effects to result from nonuniform expression of the transgene within the target population? For example, the uneven expression of an ion channel transgene in the myocardium leading to arrythmias



Therapeutic Expression Construct

•	Expression construct has been demonstrated to produce biologically active protein (or other intended therapeutic molecule) in cell and / or in-vivo system

•	Rationale for ubiquitous vs. tissue-specific promoter articulated

•	Rationale for single-stranded vs self-complementary design articulated  

•	Has the expression construct been codon optimized for optimal expression, to remove CpG motifs and / or to allow differentiation from the endogenous gene in PCR and or ISH assays

•	Is there an antibody available that recognizes the human transgene and differentiates the human transgene protein from the corresponding protein in rodents and / or NHP 



Nonclinical species selection rational:

•	What is the rational for the specie(s) that are selected for the nonclinical assessment of pharmacology and safety



Immunogenic potential of transgene protein

•	Assess the potential for immune response in patients: Are patients naïve to expressed protein?

•	Assess the potential for immune response in preclinical species: Is there a need for a nonclinical species surrogate or immune suppression to assess pharmacology or safety of target?



Vector capsid:

•	What species has the biodistribution of the selected capsid been characterized in?

o	Has this been done via the same delivery route and dose range as intended for the proposed therapeutic indication? 

•	Has the potential for germline cell transduction of the capsid been evaluated in males and females?



Dose translation strategy 

•	What is the strategy / parameters that will be used to translate the efficacious dose range in nonclinical models to clinical dose selection and dose escalation strategy?

•	Has a minimum efficacious and anticipated maximum efficacious dose been established in nonclinical studies?



Pharmacodynamic biomarkers

•	Are there biomarkers established to assess target engagement / early evidence of efficacy that can be applied in nonclinical and clinical studies?



Assay development

•	Are assays to assess serum neutralizing and / or total binding antibodies to vector capsid available?

•	Have assays been developed to assess distribution of the vector DNA and transgene product expression?

o	Have both PCR and ISH and / or IHC assays been developed to evaluate biodistribution? 



Regulatory interaction: Has the nonclinical plan been discussed with the FDA?

•	If so please describe the questions that were asked and feedback received.



Nonclinical studies conducted to date: 

•	Please outline in detail the nonclinical studies, the endpoints evaluated and results that support the efficacy and safety assessment of the proposed gene therapy.  

•	Who was responsible for the conduct of these studies?

•	Were these studies conducted in an academic institution or at a CRO?

•	Where any of these studies conducted as GLP studies? 



Please discuss how your nonclinical plan address known toxicities associated with AAV gene therapies.

•	Consider if the following are of concern to your proposed gene therapy:

o	Dorsal root ganglion toxicity

o	Liver toxicity

o	Complement related toxicities / Thrombotic microangiopathy

o	Inflammatory / immune responses associated with local delivery (e.g. sub retinal injection)

o	Cell mediated immunity to the capsid or transgene leading to loss of transduced cells



<Insert text>



1.3 [bookmark: _Toc479192705][bookmark: _Toc135212533][bookmark: _Toc469058325][bookmark: _Toc469046159][bookmark: _Toc139029800]Risk/Benefit Assessment  

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.  



1.3.1 [bookmark: _Toc469058326][bookmark: _Toc469046160][bookmark: _Toc479192706][bookmark: _Toc135212534][bookmark: _Toc139029801]Known Potential Risks 

Include a discussion of known potential risks from either clinical or nonclinical studies.  If a package insert or device labeling 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 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, device labeling, or the IB, the risk information discussion will result from published literature and should be included and referenced appropriately. 



Describe any physical, psychological, social, legal, economic, or any other risks to participants by participating in the study that the Principal Investigator (PI) foresees, addressing each of the following: 



· Immediate risks 

· Long-range risks 

· If risk is related to proposed procedures included in the protocol, describe alternative procedures that have been considered and explain why alternative procedures are not included 



<Insert text>



1.3.2 [bookmark: _Toc469058327][bookmark: _Toc469046161][bookmark: _Toc479192707][bookmark: _Toc135212535][bookmark: _Toc139029802]Known Potential Benefits 

Include a discussion of known potential benefits from either clinical or nonclinical studies.  If a package insert or device labeling 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, device labeling, or the IB, the potential benefit information discussion will result from published literature and should be included and referenced appropriately.



Describe any physical, psychological, social, legal, or any other potential benefits to individual participants or society in general, as a result of participating in the study, addressing each of the following: 



· Immediate potential benefits

· Long-range potential benefits



Note that payment to participants, whether as an inducement to participate or as compensation for time and inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a benefit.



<Insert text>



1.3.3 [bookmark: _Toc479192708][bookmark: _Toc135212536][bookmark: _Toc139029803]Assessment of Potential Risks and Benefits 

Include an assessment of known potential risks and benefits, addressing each of the following:

· Rationale for the necessity of exposing participants to risks and a summary of the ways that risks to participants were minimized in the study design

· Justification as to why the risks of participation in the study outweigh the value of the information to be gained



<Insert text>



2 [bookmark: _Toc469058328][bookmark: _Toc469046162][bookmark: _Toc479192709][bookmark: _Toc135212537][bookmark: _Toc42588964][bookmark: _Toc53202805][bookmark: _Ref102891403][bookmark: _Toc224445204][bookmark: _Toc139029804]OBJECTIVES AND ENDPOINTS

For purposes of registration and reporting to ClinicalTrials.gov, the terms Objectives and Endpoints as used in this template align with the terms Primary Purpose and Outcome Measures in ClinicalTrials.gov, respectively. Provide a description of the study objectives and endpoints, as well as a justification for selecting the particular endpoints, in the table format included below.  This will provide clear articulation of how the selected primary and secondary endpoint(s) are linked to achieving the primary and secondary objectives and an explanation of why endpoint(s) were chosen. Data points collected in the study should support an objective or have a regulatory purpose.  Therefore, careful consideration should be given prospectively to the amount of data needed to support the study’s objectives.



An objective is the purpose for performing the study in terms of the scientific question to be answered. 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., 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). 



A study endpoint is a specific measurement or observation to assess the effect of the study variable (study intervention). 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, patient reported outcomes, behaviors or health outcomes).  Include the study visits or time points at which data will be recorded or samples will be obtained.  Describe how endpoint(s) will be adjudicated, if applicable.



Primary and secondary endpoints should be adjusted for multiplicity. If a claim is sought for the secondary endpoints, the statistical plan for adjustment for multiplicity should be aligned with those objectives.  



		OBJECTIVES

		ENDPOINTS

		JUSTIFICATION FOR ENDPOINTS



		Primary

		

		



		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).





		The primary endpoint(s) should be clearly specified and its importance and role in the analysis and interpretation of study results should be defined. The primary endpoint(s) is the basis for concluding that the study met its objective (e.g., “the study wins”). Often Phase 2 and 3 trials include primary objectives, and therefore primary endpoints, to demonstrate effectiveness.  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.  However, this is not always the case.  For example, in many trials of medical devices there are primary endpoints for both safety and effectiveness.



In a trial designed to establish efficacy, a primary endpoint should measure a clinically meaningful therapeutic effect or should have demonstrated ability to predict clinical benefit.  



		Briefly explain why the endpoint(s) were chosen.



		Secondary

		

		



		The secondary objective(s) are goals that will provide further information on the use of the intervention.



		Secondary endpoints should be clearly specified and may include, for example, endpoints related to efficacy, safety, or both.  Secondary endpoints are those that may provide supportive information about the study intervention’s effect on the primary endpoint or demonstrate additional effects on the disease or condition. It is recommended that the list of secondary endpoints be short, because the chance of demonstrating an effect on any secondary endpoint after appropriate correction for multiplicity becomes increasingly small as the number of endpoints increases.  



		Briefly explain why the endpoint(s) were chosen.



		Tertiary/Exploratory 

		

		



		Tertiary/exploratory objective(s) serve as a basis for explaining or supporting findings of primary analyses and for suggesting further hypotheses for later research.

		Exploratory endpoints should be specified. Exploratory endpoints may include clinically important events that are expected to occur too infrequently to show a treatment effect or endpoints that for other reasons are thought to be less likely to show an effect but are included to explore new hypotheses.   



Endpoints that are not listed in an alpha conserving plan will be considered exploratory.



		Briefly explain why the endpoint(s) were chosen.









3 [bookmark: _Toc469058329][bookmark: _Toc469046163][bookmark: _Toc479192710][bookmark: _Toc135212538][bookmark: _Toc139029805]STUDY DESIGN 

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



3.1 [bookmark: _Toc468977850][bookmark: _Toc468978017][bookmark: _Toc468978507][bookmark: _Toc468978674][bookmark: _Toc468978841][bookmark: _Toc469004176][bookmark: _Toc469045828][bookmark: _Toc469045995][bookmark: _Toc469046164][bookmark: _Toc468977851][bookmark: _Toc468978018][bookmark: _Toc468978508][bookmark: _Toc468978675][bookmark: _Toc468978842][bookmark: _Toc469004177][bookmark: _Toc469045829][bookmark: _Toc469045996][bookmark: _Toc469046165][bookmark: _Toc469057381][bookmark: _Toc469058330][bookmark: _Toc473817870][bookmark: _Toc469057382][bookmark: _Toc469058331][bookmark: _Toc473817871][bookmark: _Toc469058332][bookmark: _Toc469046166][bookmark: _Toc479192711][bookmark: _Toc135212539][bookmark: _Toc139029806]Overall 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 Synopsis (section 1.1) and Protocol Schema (section 1.2) and include:



· A statement of the hypothesis 

·  Phase of the trial

· A description of the type/design of trial to be conducted (e.g., randomized, placebo-controlled, double-blinded, parallel design, open-label, dose escalation, dose-ranging, adaptive, cluster randomized, group sequential, multi-regional, superiority or non-inferiority design)  

· A description of methods to be used to minimize bias

· Dose escalation or dose-ranging details should be contained in Section 6.1.2, Dosing and Administration

· The number of study groups/arms and study intervention duration 

· Indicate if single site or multi-site

· Name of study intervention(s)

· Note if interim analysis is planned and refer to details in Section 9.4.6, Planned Interim Analysis

· Note if the study includes any stratifications and if so, identify the stratification planned (e.g. sex, race/ethnicity, age, dose) and refer to details in Section 9.4.7, Sub-Group Analyses 

· Name of sub-studies, if any, included in this protocol



<Insert text>



3.2 [bookmark: _Toc469058333][bookmark: _Toc469046167][bookmark: _Toc479192712][bookmark: _Toc135212540][bookmark: _Toc139029807]Scientific Rationale for Study Design

Describe the rationale for the type and selection of control (e.g. placebo, active drug, dose-response, historical) and study design (e.g., non-inferiority as opposed to superiority). Discuss known or potential problems associated with the control group chosen in light of the specific disease and intervention(s) being studied.



<Insert text>



3.3 [bookmark: _Toc466539188][bookmark: _Toc466972946][bookmark: _Toc466973795][bookmark: _Toc466977200][bookmark: _Toc466978049][bookmark: _Toc466979601][bookmark: _Toc466983252][bookmark: _Toc466984100][bookmark: _Toc466984949][bookmark: _Toc466985797][bookmark: _Toc466986646][bookmark: _Toc466987653][bookmark: _Toc466988660][bookmark: _Toc466989509][bookmark: _Toc466988681][bookmark: _Toc467137132][bookmark: _Toc467137980][bookmark: _Toc467161019][bookmark: _Toc467165282][bookmark: _Toc467241909][bookmark: _Toc467242769][bookmark: _Toc467243630][bookmark: _Toc467244490][bookmark: _Toc467245350][bookmark: _Toc467246210][bookmark: _Toc467247241][bookmark: _Toc467248101][bookmark: _Toc467247051][bookmark: _Toc467254420][bookmark: _Toc467481870][bookmark: _Toc467482729][bookmark: _Toc467483587][bookmark: _Toc467484446][bookmark: _Toc468198997][bookmark: _Toc466539189][bookmark: _Toc466972947][bookmark: _Toc466973796][bookmark: _Toc466977201][bookmark: _Toc466978050][bookmark: _Toc466979602][bookmark: _Toc466983253][bookmark: _Toc466984101][bookmark: _Toc466984950][bookmark: _Toc466985798][bookmark: _Toc466986647][bookmark: _Toc466987654][bookmark: _Toc466988661][bookmark: _Toc466989510][bookmark: _Toc466988682][bookmark: _Toc467137133][bookmark: _Toc467137981][bookmark: _Toc467161020][bookmark: _Toc467165283][bookmark: _Toc467241910][bookmark: _Toc467242770][bookmark: _Toc467243631][bookmark: _Toc467244491][bookmark: _Toc467245351][bookmark: _Toc467246211][bookmark: _Toc467247242][bookmark: _Toc467248102][bookmark: _Toc467247052][bookmark: _Toc467254421][bookmark: _Toc467481871][bookmark: _Toc467482730][bookmark: _Toc467483588][bookmark: _Toc467484447][bookmark: _Toc468198998][bookmark: _Toc466539191][bookmark: _Toc466972949][bookmark: _Toc466973798][bookmark: _Toc466977203][bookmark: _Toc466978052][bookmark: _Toc466979604][bookmark: _Toc466983255][bookmark: _Toc466984103][bookmark: _Toc466984952][bookmark: _Toc466985800][bookmark: _Toc466986649][bookmark: _Toc466987656][bookmark: _Toc466988663][bookmark: _Toc466989512][bookmark: _Toc466988684][bookmark: _Toc467137135][bookmark: _Toc467137983][bookmark: _Toc467161022][bookmark: _Toc467165285][bookmark: _Toc467241912][bookmark: _Toc467242772][bookmark: _Toc467243633][bookmark: _Toc467244493][bookmark: _Toc467245353][bookmark: _Toc467246213][bookmark: _Toc467247244][bookmark: _Toc467248104][bookmark: _Toc467247054][bookmark: _Toc467254423][bookmark: _Toc467481873][bookmark: _Toc467482732][bookmark: _Toc467483590][bookmark: _Toc467484449][bookmark: _Toc468199000][bookmark: _Toc466539192][bookmark: _Toc466972950][bookmark: _Toc466973799][bookmark: _Toc466977204][bookmark: _Toc466978053][bookmark: _Toc466979605][bookmark: _Toc466983256][bookmark: _Toc466984104][bookmark: _Toc466984953][bookmark: _Toc466985801][bookmark: _Toc466986650][bookmark: _Toc466987657][bookmark: _Toc466988664][bookmark: _Toc466989513][bookmark: _Toc466988743][bookmark: _Toc467137136][bookmark: _Toc467137984][bookmark: _Toc467161023][bookmark: _Toc467165286][bookmark: _Toc467241913][bookmark: _Toc467242773][bookmark: _Toc467243634][bookmark: _Toc467244494][bookmark: _Toc467245354][bookmark: _Toc467246214][bookmark: _Toc467247245][bookmark: _Toc467248105][bookmark: _Toc467247055][bookmark: _Toc467254424][bookmark: _Toc467481874][bookmark: _Toc467482733][bookmark: _Toc467483591][bookmark: _Toc467484450][bookmark: _Toc468199001][bookmark: _Toc466539193][bookmark: _Toc466972951][bookmark: _Toc466973800][bookmark: _Toc466977205][bookmark: _Toc466978054][bookmark: _Toc466979606][bookmark: _Toc466983257][bookmark: _Toc466984105][bookmark: _Toc466984954][bookmark: _Toc466985802][bookmark: _Toc466986651][bookmark: _Toc466987658][bookmark: _Toc466988665][bookmark: _Toc466989514][bookmark: _Toc466988744][bookmark: _Toc467137137][bookmark: _Toc467137985][bookmark: _Toc467161024][bookmark: _Toc467165287][bookmark: _Toc467241914][bookmark: _Toc467242774][bookmark: _Toc467243635][bookmark: _Toc467244495][bookmark: _Toc467245355][bookmark: _Toc467246215][bookmark: _Toc467247246][bookmark: _Toc467248106][bookmark: _Toc467247056][bookmark: _Toc467254425][bookmark: _Toc467481875][bookmark: _Toc467482734][bookmark: _Toc467483592][bookmark: _Toc467484451][bookmark: _Toc468199002][bookmark: _Toc466539195][bookmark: _Toc466972953][bookmark: _Toc466973802][bookmark: _Toc466977207][bookmark: _Toc466978056][bookmark: _Toc466979608][bookmark: _Toc466983259][bookmark: _Toc466984107][bookmark: _Toc466984956][bookmark: _Toc466985804][bookmark: _Toc466986653][bookmark: _Toc466987660][bookmark: _Toc466988667][bookmark: _Toc466989516][bookmark: _Toc466988746][bookmark: _Toc467137139][bookmark: _Toc467137987][bookmark: _Toc467161026][bookmark: _Toc467165289][bookmark: _Toc467241916][bookmark: _Toc467242776][bookmark: _Toc467243637][bookmark: _Toc467244497][bookmark: _Toc467245357][bookmark: _Toc467246217][bookmark: _Toc467247248][bookmark: _Toc467248108][bookmark: _Toc467247075][bookmark: _Toc467254427][bookmark: _Toc467481877][bookmark: _Toc467482736][bookmark: _Toc467483594][bookmark: _Toc467484453][bookmark: _Toc468199004][bookmark: _Toc466539196][bookmark: _Toc466972954][bookmark: _Toc466973803][bookmark: _Toc466977208][bookmark: _Toc466978057][bookmark: _Toc466979609][bookmark: _Toc466983260][bookmark: _Toc466984108][bookmark: _Toc466984957][bookmark: _Toc466985805][bookmark: _Toc466986654][bookmark: _Toc466987661][bookmark: _Toc466988668][bookmark: _Toc466989517][bookmark: _Toc466988747][bookmark: _Toc467137140][bookmark: _Toc467137988][bookmark: _Toc467161027][bookmark: _Toc467165290][bookmark: _Toc467241917][bookmark: _Toc467242777][bookmark: _Toc467243638][bookmark: _Toc467244498][bookmark: _Toc467245358][bookmark: _Toc467246218][bookmark: _Toc467247249][bookmark: _Toc467248109][bookmark: _Toc467247076][bookmark: _Toc467254428][bookmark: _Toc467481878][bookmark: _Toc467482737][bookmark: _Toc467483595][bookmark: _Toc467484454][bookmark: _Toc468199005][bookmark: _Toc466539197][bookmark: _Toc466972955][bookmark: _Toc466973804][bookmark: _Toc466977209][bookmark: _Toc466978058][bookmark: _Toc466979610][bookmark: _Toc466983261][bookmark: _Toc466984109][bookmark: _Toc466984958][bookmark: _Toc466985806][bookmark: _Toc466986655][bookmark: _Toc466987662][bookmark: _Toc466988669][bookmark: _Toc466989518][bookmark: _Toc466988748][bookmark: _Toc467137141][bookmark: _Toc467137989][bookmark: _Toc467161028][bookmark: _Toc467165291][bookmark: _Toc467241918][bookmark: _Toc467242778][bookmark: _Toc467243639][bookmark: _Toc467244499][bookmark: _Toc467245359][bookmark: _Toc467246219][bookmark: _Toc467247250][bookmark: _Toc467248110][bookmark: _Toc467247078][bookmark: _Toc467254429][bookmark: _Toc467481879][bookmark: _Toc467482738][bookmark: _Toc467483596][bookmark: _Toc467484455][bookmark: _Toc468199006][bookmark: _Toc466539199][bookmark: _Toc466972957][bookmark: _Toc466973806][bookmark: _Toc466977211][bookmark: _Toc466978060][bookmark: _Toc466979612][bookmark: _Toc466983263][bookmark: _Toc466984111][bookmark: _Toc466984960][bookmark: _Toc466985808][bookmark: _Toc466986657][bookmark: _Toc466987664][bookmark: _Toc466988671][bookmark: _Toc466989520][bookmark: _Toc466988750][bookmark: _Toc467137143][bookmark: _Toc467137991][bookmark: _Toc467161030][bookmark: _Toc467165293][bookmark: _Toc467241920][bookmark: _Toc467242780][bookmark: _Toc467243641][bookmark: _Toc467244501][bookmark: _Toc467245361][bookmark: _Toc467246221][bookmark: _Toc467247252][bookmark: _Toc467248112][bookmark: _Toc467247205][bookmark: _Toc467254431][bookmark: _Toc467481881][bookmark: _Toc467482740][bookmark: _Toc467483598][bookmark: _Toc467484457][bookmark: _Toc468199008][bookmark: _Toc466539200][bookmark: _Toc466972958][bookmark: _Toc466973807][bookmark: _Toc466977212][bookmark: _Toc466978061][bookmark: _Toc466979613][bookmark: _Toc466983264][bookmark: _Toc466984112][bookmark: _Toc466984961][bookmark: _Toc466985809][bookmark: _Toc466986658][bookmark: _Toc466987665][bookmark: _Toc466988672][bookmark: _Toc466989521][bookmark: _Toc466988751][bookmark: _Toc467137144][bookmark: _Toc467137992][bookmark: _Toc467161031][bookmark: _Toc467165294][bookmark: _Toc467241921][bookmark: _Toc467242781][bookmark: _Toc467243642][bookmark: _Toc467244502][bookmark: _Toc467245362][bookmark: _Toc467246222][bookmark: _Toc467247253][bookmark: _Toc467248113][bookmark: _Toc467247211][bookmark: _Toc467254432][bookmark: _Toc467481882][bookmark: _Toc467482741][bookmark: _Toc467483599][bookmark: _Toc467484458][bookmark: _Toc468199009][bookmark: _Toc466539201][bookmark: _Toc466972959][bookmark: _Toc466973808][bookmark: _Toc466977213][bookmark: _Toc466978062][bookmark: _Toc466979614][bookmark: _Toc466983265][bookmark: _Toc466984113][bookmark: _Toc466984962][bookmark: _Toc466985810][bookmark: _Toc466986659][bookmark: _Toc466987666][bookmark: _Toc466988673][bookmark: _Toc466989522][bookmark: _Toc466988752][bookmark: _Toc467137145][bookmark: _Toc467137993][bookmark: _Toc467161032][bookmark: _Toc467165295][bookmark: _Toc467241922][bookmark: _Toc467242782][bookmark: _Toc467243643][bookmark: _Toc467244503][bookmark: _Toc467245363][bookmark: _Toc467246223][bookmark: _Toc467247254][bookmark: _Toc467248114][bookmark: _Toc467247212][bookmark: _Toc467254433][bookmark: _Toc467481883][bookmark: _Toc467482742][bookmark: _Toc467483600][bookmark: _Toc467484459][bookmark: _Toc468199010][bookmark: _Toc469058334][bookmark: _Toc469046168][bookmark: _Toc479192713][bookmark: _Toc135212541][bookmark: _Toc139029808]Justification for Dose

Provide a justification for the route of administration, planned maximum dosage, and dosing regimen, including starting dose, of the study intervention(s) and control product(s). 



<Insert text>







3.4 [bookmark: _Toc469058335][bookmark: _Toc469046169][bookmark: _Toc479192714][bookmark: _Toc135212542][bookmark: _Toc139029809]End of Study Definition

A clinical trial is considered completed when participants are no longer being examined or the last participant’s last study visit has occurred. 



Example text provided as a guide, customize as needed:  



[A participant is considered to have completed the study if he or she has completed all phases of the study including the last visit or the last scheduled procedure shown in the Schedule of Activities (SoA), Section 1.3.



The end of the study is defined as completion of the last visit or procedure shown in the SoA in the trial globally.]



<Insert text>



4 [bookmark: _Toc469058336][bookmark: _Toc469046170][bookmark: _Toc479192715][bookmark: _Toc135212543][bookmark: _Toc139029810]STUDY POPULATION

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 and participant recruitment. The study population should be appropriate for clinical trial phase and the development stage of the study intervention.  Given the continuing challenges in achieving clinically relevant demographic inclusion in clinical trials, it is important to focus on clinically relevant potential participants at the earliest stages of protocol development.  Therefore, it is essential that the population’s characteristics be considered during the trial planning phase to ensure the trial can adequately meet its objectives and provide evidence for the total population that will potentially utilize the study intervention under evaluation (e.g., elderly and pediatric populations, women, and minorities).



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



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

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

The risks of the study intervention should be considered in the development of the inclusion/exclusion criteria so that risks are minimized.

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).

Identify specific laboratory tests or clinical characteristics that will be used as criteria for enrollment or exclusion.

If reproductive status (e.g., pregnancy, lactation, reproductive potential) is an eligibility criterion, provide specific contraception requirements (e.g., licensed hormonal or barrier methods). 

If you have more than one study population, please define the common inclusion and exclusion criteria followed by the specific inclusion and exclusion criteria for each subpopulation. 



4.1 [bookmark: _Toc42588967][bookmark: _Toc53202808][bookmark: _Toc224445212][bookmark: _Ref366568741][bookmark: _Ref366834406][bookmark: _Ref366834425][bookmark: _Toc382562978][bookmark: _Toc469058337][bookmark: _Toc469046171][bookmark: _Toc479192716][bookmark: _Toc135212544][bookmark: _Toc139029811]Inclusion Criteria

Inclusion criteria are characteristics that define the population under study, e.g., those criteria that every potential participant must satisfy, to qualify for study entry. 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 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, specific clinical 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:

1. Provision of signed and dated informed consent form

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

3. Male or female, aged <specify range>

4. 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>

5. <Specify laboratory test> results between <specify range>

6. Ability to take oral medication and be willing to adhere to the <study intervention> regimen

7. For females of reproductive potential: use of highly effective contraception for at least 1 month prior to screening and agreement to use such a method during study participation and for an additional <specify duration> weeks after the end of <study intervention> administration 

8. For males of reproductive potential: use of condoms or other methods to ensure effective contraception with partner

9. Agreement to adhere to Lifestyle Considerations (see section 5.3) throughout study duration]



<Insert text>



4.2 [bookmark: _Toc469058338][bookmark: _Toc469046172][bookmark: _Toc479192717][bookmark: _Toc135212545][bookmark: _Toc139029812]Exclusion Criteria

Exclusion criteria are characteristics that make an individual ineligible for study participation.  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 specific populations are excluded (e.g., elderly or pediatric populations, women or minorities), provide a clear and compelling rationale and justification, to establish that inclusion is inappropriate with respect to the health of the participants 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. 



Include a statement regarding equitable selection or justification for excluding a specific population.



Example text provided as a guide, customize as needed (including adding a statement about equitable selection):  



[An individual who meets any of the following criteria will be excluded from participation in this study:



1. Current use of < specify disallowed concomitant medications> 

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

3. Pregnancy or lactation

4. Known allergic reactions to components of the <study intervention>, <specify components/allergens>

5. Febrile illness within <specify time frame> 

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

7. Current smoker or tobacco use within <specify timeframe>

8. < Specify any condition(s) or diagnosis, both physical or psychological, or physical exam finding that precludes participation>]



<Insert text>

4.3 [bookmark: _Toc468977859][bookmark: _Toc468978026][bookmark: _Toc468978516][bookmark: _Toc468978683][bookmark: _Toc468978850][bookmark: _Toc469004185][bookmark: _Toc469045837][bookmark: _Toc469046004][bookmark: _Toc469046173][bookmark: _Toc469057390][bookmark: _Toc469058339][bookmark: _Toc469058340][bookmark: _Toc469046174][bookmark: _Toc479192718][bookmark: _Toc135212546][bookmark: _Toc139029813]Lifestyle Considerations

Include content in this section if applicable, otherwise note as not-applicable.



Describe any restrictions during any parts of the study pertaining to lifestyle and/or diet (e.g., food and drink restrictions, timing of meals relative to dosing, intake of caffeine, alcohol, or tobacco, or limits on activity), and considerations for household contacts.  Describe what action will be taken if prohibited medications, treatments or procedures are indicated for care (e.g., early withdrawal).



Example text provided as a guide, customize as needed:



[During this study, participants are asked to:

· Refrain from consumption of red wine, Seville oranges, grapefruit or grapefruit juice, [pomelos, exotic citrus fruits, grapefruit hybrids, or fruit juices] from [X days] before the start of <study intervention> until after the final dose.

· Abstain from caffeine- or xanthine-containing products (e.g., coffee, tea, cola drinks, and chocolate) for [x hours] before the start of each dosing session until after collection of the final pharmacokinetic (PK) and/or pharmacodynamic sample.

· Abstain from alcohol for 24 hours before the start of each dosing session until after collection of the final PK and/or pharmacodynamic sample. 

· Participants who use tobacco products will be instructed that use of nicotine-containing products (including nicotine patches) will not be permitted while they are in the clinical unit. 

· Abstain from strenuous exercise for [x hours] before each blood collection for clinical laboratory tests. Participants may participate in light recreational activities during studies (e.g., watching television, reading). 

· Minimize interactions with household contacts who may be immunocompromised.]



<Insert text>



4.4 [bookmark: _Toc469058341][bookmark: _Toc469046175][bookmark: _Toc479192719][bookmark: _Toc135212547][bookmark: _Toc139029814]Screen Failures

Participants who are consented to participate in the clinical trial, who do not meet one or more criteria required for participation in the trial during the screening procedures, are considered screen failures.  Indicate how screen failures will be handled in the trial, including conditions and criteria upon which re-screening is acceptable, when applicable.



Example text provided as a guide, customize as needed:  



[Screen failures are defined as participants who consent to participate in the clinical trial but are not subsequently randomly assigned to the study intervention or entered in the study. A minimal set of screen failure information is required to ensure transparent reporting of screen failure participants, to meet the Consolidated Standards of Reporting Trials (CONSORT) publishing requirements and to respond to queries from regulatory authorities. Minimal information includes demography, screen failure details, eligibility criteria, and any serious adverse event (SAE).



Individuals who do not meet the criteria for participation in this trial (screen failure) because of a <specify modifiable factor> may be rescreened. Rescreened participants should be assigned the same participant number as for the initial screening.]



<Insert text>



4.5 [bookmark: _Toc224445214][bookmark: _Ref343778892][bookmark: _Toc382562980][bookmark: _Toc469058342][bookmark: _Toc469046176][bookmark: _Toc479192720][bookmark: _Toc135212548][bookmark: _Toc103504800][bookmark: _Toc105911970][bookmark: _Toc42588969][bookmark: _Toc53202810][bookmark: _Toc139029815]Strategies for Recruitment and Retention



In selecting trials, BGTC recognizes the importance of patient recruitment and seeks to understand how patient recruitment and primary outcome measures can be achieved in no more than 1-2 years from study start. Outline the strategy and timeline in which you will enroll all the required patients. Include the information listed below.  



· Target study sample size by gender, race and ethnicity, and age; identify anticipated number to be screened including women and minorities in order to reach the target enrollment (should be consistent with information contained in Section 9.2, Sample Size Determination)

· Anticipated accrual rate

· Anticipated number of sites and participants to be enrolled from the U.S. and outside the U.S.

· List of proposed sites and investigator for each site

· Justification for the inclusion of international patients and sites and plan to address related regulatory requirements

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

· Recruitment venues

· How potential participants will be identified and approached

· Types of recruitment strategies planned (e.g. patient advocacy groups, national newspaper, local flyers; social media, specific names of where advertisements may be planned are not needed)

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

· Specific strategies that will be used to recruit and retain historically under-represented populations in order to meet target sample size and conform with the NIH Policy on Inclusion of Women and Minorities as Participants In Research Involving Human Subjects.  Include the number of women and minorities expected to be recruited, or provide justification on those rare occasions where women and/or minorities will not be recruited. 



In addition, this section should address:

· If appropriate, include justification for inclusion of vulnerable participants and recruitment strategy.  Vulnerable participants include, but are not limited to pregnant women, those who lack consent capacity, including the mentally ill, prisoners, cognitively impaired participants, children, and employee volunteers.  Include safeguards for protecting vulnerable populations.  Please refer to 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 (e.g., if a participant becomes a prisoner during the study).

· If participants will be compensated or provided any incentives (e.g. vouchers, gift cards,) for study participation, describe amount, form and timing of 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 adults, state if payment will be provided to the participant or to a legally authorized representative or guardian. 



<Insert text>



5 [bookmark: _Toc469058343][bookmark: _Toc469046177][bookmark: _Toc479192721][bookmark: _Toc135212549][bookmark: _Toc139029816]STUDY INTERVENTION

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 intervention that is being tested for safety and effectiveness in the clinical trial, and any control product being used in the trial. The study intervention may be a drug (including a biological product), imaging intervention, or device subject to regulation under the Federal Food, Drug, and Cosmetic Act that is intended for administration to humans or use in humans, and that has been or has not yet been approved by the Food and Drug Administration (FDA). 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.



If multiple study interventions are to be evaluated in the trial, Section 6.1 Study Intervention(s) Administration and Section 6.2 Preparation/Handling/Storage/Accountability and their accompanying subsections, should clearly differentiate between each product. Address placebo or control product within each part of Section 6.1 and Section 6.2. If the control product is handled differently than the study intervention, be sure to state how they are each handled, separately. If the control product is handled the same as the study intervention, state as such. In addition, all sections may not be relevant for the trial.  If not relevant, note as not applicable in that section.



5.1 [bookmark: _Toc469058344][bookmark: _Toc469046178][bookmark: _Toc479192722][bookmark: _Toc135212550][bookmark: _Toc139029817]Study Intervention(s) Administration

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



5.1.1 [bookmark: _Toc469058345][bookmark: _Toc469046179][bookmark: _Toc479192723][bookmark: _Toc135212551][bookmark: _Toc139029818]Study Intervention Description

Describe the study intervention(s) and control product. Product information can usually be obtained from the:

· IB for an investigational drug or biologic

· Package insert for a licensed or approved drug or biologic or device labeling for a licensed device

· Proposed labeling and/or material safety data sheet (MSDS) for an investigational device

· Final labeling for a marketed device



In addition:

· If a device study is being conducted under an IDE, and is determined to be non-significant risk, such that only abbreviated IDE requirements apply, provide justification here.

· Indicate if the study intervention is commercially available and is being used in accordance with approved labeling.  For a device, note if any modifications have been performed for the study.

· If conducting a study with a device, the following information should be included:

· Device size(s) 

· Device model(s)

· Description of each component

· Device settings and programming (if applicable)

· Duration of implant or exposure (if applicable)

· Frequency of exposure (if applicable)

· If a device has not been approved or cleared for the indications the protocol is designed to investigate, then a summary/report of test validation studies should accompany this protocol



<Insert text>
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Describe preparation, handling, storage, reconstitution of study drug formulation, and concomitant medications, if applicable.



Describe the procedures for selecting each participant's dose of study intervention and control product.  For drugs, that includes the timing of dosing (e.g., time of day, interval), the duration (e.g., the length of time study participants will be administered the study intervention), the planned route of administration (e.g., oral, nasal, intramuscular), and the relation of dosing to meals.  



State the starting dose and schedule of the study intervention and control product, including the maximum and minimum duration for those participants who continue in the study. It is anticipated that gene therapies will have durable long term expression from the target tissue. For example, in some oncology trials for participants with no available therapeutic alternatives, intervention continues even after disease progression. In this instance, consider alternative designs that enable participants to rollover to a continued treatment arm and include appropriate instructions to guide this implementation.   



If applicable, describe the dose escalation scheme and dose regimen (using exact dose, rather than percentages).  If applicable, the protocol should state the conditions under which a dose change will be made.  Address dose modifications for specific abnormal laboratory values of concern or other adverse events (AEs) that are known to be associated with the planned study intervention.  The protocol must state explicitly the dose-limiting effects that are anticipated.  Provide criteria that will be used to determine dose escalations.  If appropriate, provide a dose de-escalation schema with intervention modifications.  Do not restate reasons for withdrawal of participants.  Cross-reference relevant sections, as appropriate. 



 Include any specific instructions or safety precautions for administration of the study intervention.  Discuss the maximum hold time once thawed/mixed, if appropriate, before administration. 

While much of the above section is specific to drugs, similar considerations apply to certain devices. For example, some devices have adjustable settings including those related to energy delivery to participants. Other devices must be sized correctly for individual participants. Similar to the discussion above for dosage of drugs, such considerations should be described for devices, as applicable. 



<Insert text>



5.2 [bookmark: _Toc469058347][bookmark: _Toc469046181][bookmark: _Toc479192725][bookmark: _Toc135212553][bookmark: _Toc139029820]Preparation/Handling/Storage/Accountability

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



5.2.1 [bookmark: _Toc469058348][bookmark: _Toc469046182][bookmark: _Toc479192726][bookmark: _Toc135212554][bookmark: _Toc139029821]Acquisition and accountability

State how the study intervention and control product will be provided to the investigator. Describe plans about how and by whom the study intervention will be distributed, including participation of a drug repository or pharmacy, and plans for disposal of expired or return of unused product. Detailed information may be provided in a MOP or a separate SOP.



<Insert text>



5.2.2 [bookmark: _Toc469058349][bookmark: _Toc469046183][bookmark: _Toc479192727][bookmark: _Toc135212555][bookmark: _Toc139029822]Formulation, Appearance, Packaging, and Labeling

Describe the formulation, appearance, packaging, and labeling of the study intervention and control product, as supplied.  Information in this section can usually be obtained from the IB or the package insert, or device labeling. This section should include the name of the manufacturer of the study intervention and control product.  



<Insert text>



5.2.3 [bookmark: _Toc469058350][bookmark: _Toc469046184][bookmark: _Toc479192728][bookmark: _Toc135212556][bookmark: _Toc139029823]Product Storage and Stability

Describe storage and stability requirements (e.g., protection from light, temperature, humidity) for the study intervention and control product.  For studies in which multi-dose vials are utilized, provide additional information regarding stability and expiration time after initial use (e.g., the seal is broken).



<Insert text>





5.2.4 [bookmark: _Toc469058351][bookmark: _Toc469046185][bookmark: _Toc479192729][bookmark: _Toc135212557][bookmark: _Toc139029824]Preparation

Describe the preparation of the study intervention and control product, including any preparation required by study staff and/or study participants.  Include thawing, diluting, mixing, and reconstitution/preparation instructions in this section, as appropriate, or within a MOP or SOP.  For devices, include any relevant assembly or use instructions.



<Insert text>



5.3 [bookmark: _Toc469058352][bookmark: _Toc469046186][bookmark: _Toc479192730][bookmark: _Toc135212558][bookmark: _Toc139029825]Measures to Minimize Bias: Randomization and Blinding

This section should contain a description of randomization and blinding procedures (if applicable to the study design).  It should include a description or a table that describes how study participants will be assigned to study groups, without being so specific that blinding or randomization might be compromised (e.g., the ratio between intervention and placebo groups may be stated).  If adaptive randomization or other methods of covariate balancing/minimization are employed, include a cross link to the methods of analysis in Section 9, Statistical Considerations. In addition, details regarding the implementation of procedures to minimize bias should be included in this section. DO NOT include details that might compromise these strategies. Design techniques to avoid bias can be found in the ICH Guidance for Industry E9 Statistical Principles for Clinical Trials.



Plans for the maintenance of trial randomization codes and appropriate blinding for the study should be discussed. The timing and procedures for planned and unplanned breaking of randomization codes should be included.  Include a statement regarding when unblinding may occur and who may unblind. Provide the criteria for breaking the study blind or participant code.  Discuss the circumstances in which the blind would be broken for an individual or for all participants (e.g., for serious adverse evets (SAEs)). Indicate to whom the intentional and unintentional breaking of the blind should be reported. 



Sometimes blinding is attempted but is known to be imperfect because of obvious effects related to study intervention or control product in some participants (e.g., dry mouth, bradycardia, fever, injection site reactions, and changes in laboratory data). Such problems or potential problems should be identified and, if there are plans to assess the magnitude of the problem or manage it, these should be described (e.g., having endpoint measurements carried out by study staff shielded from information that might reveal study group assignment).



If the study allows for some investigators to remain unblinded (e.g., to allow them to adjust medication), the means of shielding other investigators should be explained. Describe efforts to ensure that the study intervention and control/placebo are as indistinguishable as possible. Measures to prevent unblinding by laboratory measurements, if used, should be described.



Include a description of your plans to manage and report inadvertent unblinding.  If blinding is considered unnecessary to reduce bias for some or all of the observations, this should be explained (e.g., use of a random-zero sphygmomanometer eliminates possible observer bias in reading blood pressure and Holter tapes are often read by automated systems that are presumably immune to observer bias). If blinding is considered desirable but not feasible, the reasons and implications should be discussed.



<Insert text>





5.4 [bookmark: _Toc469058353][bookmark: _Toc469046187][bookmark: _Toc479192731][bookmark: _Toc135212559][bookmark: _Toc139029826]Study Intervention Compliance

Define how adherence to the protocol (e.g., administration of study intervention, use of device,) will be assessed, and verified (if applicable, e.g., plasma assays, electronic monitoring devices, daily diaries). Include a discussion of what documents are mandatory to complete (e.g., participant drug log) and what source documents/records will be used to calculate study intervention compliance.  



<Insert text>



5.5 [bookmark: _Toc469058354][bookmark: _Toc469046188][bookmark: _Toc479192732][bookmark: _Toc135212560][bookmark: _Toc139029827]Concomitant Therapy

Include content in this section if applicable, otherwise note as not-applicable.



This section should be consistent with the medication restrictions in the inclusion/exclusion criteria previously listed.  Describe the data that will be recorded related to permitted concomitant medications, supplements, complementary and alternative therapies, treatments, and/or procedures.  Include details about when the information will be collected (e.g., screening, all study visits).  Describe how allowed concomitant therapy might affect the outcome (e.g., drug-drug interaction, direct effects on the study endpoints) and how the independent effects of concomitant and study interventions could be ascertained.



Example text provided as a guide, customize as needed:



[For this protocol, a prescription medication is defined as a medication that can be prescribed only by a properly authorized/licensed clinician. Medications to be reported in the Case Report Form (CRF) are concomitant prescription medications, over-the-counter medications and supplements.]



<Insert text>



5.5.1 [bookmark: _Toc469058355][bookmark: _Toc469046189][bookmark: _Toc479192733][bookmark: _Toc135212561][bookmark: _Toc139029828]Rescue Medicine

Include content in this section if applicable, otherwise note as not-applicable.



List all medications, treatments, and/or procedures that may be provided during the study for “rescue therapy” and relevant instructions about administration of rescue medications. 



Example text provided as a guide, customize as needed:



[The study site <will/will not> supply <specify type> rescue medication that will be <provided by the sponsor/obtained locally>. The following rescue medications may be used <specify name(s)>.



Although the use of rescue medications is allowable <at any time during the study>, the use of rescue medications should be delayed, if possible, for at least <insert timeframe> following the administration of <study intervention>. The date and time of rescue medication administration as well as the name and dosage regimen of the rescue medication must be recorded.]

  

<Insert text>



6.5.2 Immunosuppression



If immunosuppression is to be used in this study (e.g. corticosteroids) to reduce immune responses related to the capsid or transgene, it should be described in this section, including name of medication, timing, duration, doses, dose titration, plan for collecting AE/SAEs related specifically to immunosuppression, and impact on risk/benefit to the study.



<Insert text>



6 [bookmark: _Toc479192734][bookmark: _Toc135212562][bookmark: _Toc139029829][bookmark: _Toc469058356][bookmark: _Toc469046190]STUDY INTERVENTION DISCONTINUATION AND PARTICIPANT DISCONTINUATION/WITHDRAWAL

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 PI may discontinue a participant from the study.  This section should state which adverse events would result in discontinuation of study intervention or participant discontinuation/withdrawal. In addition, participants may discontinue the study intervention, but remain in the study for follow-up, especially for safety and efficacy study endpoints (if applicable). Consider requiring separate documentation for study intervention discontinuation and participant discontinuation/withdrawal from the study. In addition, a dedicated Case Report Form (CRF) page should capture the date and the specific underlying reason for discontinuation of study intervention or participant discontinuation/withdrawal. 



6.1 [bookmark: _Toc466973040][bookmark: _Toc466973889][bookmark: _Toc466977294][bookmark: _Toc466978143][bookmark: _Toc466979695][bookmark: _Toc466983346][bookmark: _Toc466984194][bookmark: _Toc466985043][bookmark: _Toc466985891][bookmark: _Toc466986740][bookmark: _Toc466987747][bookmark: _Toc466988754][bookmark: _Toc466989603][bookmark: _Toc466990220][bookmark: _Toc467137226][bookmark: _Toc467138074][bookmark: _Toc467161113][bookmark: _Toc467165376][bookmark: _Toc467242003][bookmark: _Toc467242863][bookmark: _Toc467243724][bookmark: _Toc467244584][bookmark: _Toc467245444][bookmark: _Toc467246304][bookmark: _Toc467247335][bookmark: _Toc467248195][bookmark: _Toc467247899][bookmark: _Toc467254514][bookmark: _Toc467481964][bookmark: _Toc467482823][bookmark: _Toc467483681][bookmark: _Toc467484540][bookmark: _Toc468199091][bookmark: _Toc469058357][bookmark: _Toc469046191][bookmark: _Toc479192735][bookmark: _Toc135212563][bookmark: _Toc139029830]Discontinuation of Study Intervention

Describe the criteria for discontinuing the study intervention (e.g., halting rules), including any monitoring test(s) and associated clinical decision point(s). Include reasons for temporary discontinuation of the study intervention (e.g., type and quantity of adverse events), clearly stating the length of time, if applicable, and describe the data to be collected at the time of study intervention discontinuation and approaches for restarting administration of or rechallenging with study intervention.  



Describe efforts that will be made to continue follow-up of participants who discontinue the study intervention, but remain in the study for follow-up, especially for safety and efficacy study endpoints (if applicable).  Reasonable efforts must be made to undertake protocol-specified safety follow-up procedures to capture adverse events (AE), serious adverse events (SAE), and unanticipated problems (UPs).  



Example text provided as a guide, customize as needed:  



[Discontinuation from <study intervention> does not mean discontinuation from the study, and remaining study procedures should be completed as indicated by the study protocol.  If a clinically significant finding is identified (including, but not limited to changes from baseline) after enrollment, the investigator or qualified designee will determine if any change in participant management is needed. Any new clinically relevant finding will be reported as an adverse event (AE).



The data to be collected at the time of study intervention discontinuation will include the following:

· <Describe the procedures and data to be collected, as well as any follow-up evaluations>]



<Insert text>



6.2 [bookmark: _Toc469058358][bookmark: _Toc469046192][bookmark: _Toc479192736][bookmark: _Toc135212564][bookmark: _Toc139029831]Participant Discontinuation/Withdrawal from the Study

Provide a list of reasons participation may be discontinued. 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 or discontinue the study intervention at any time.  But, investigators should seek to minimize participant discontinuation/withdrawal from study except for safety reasons. 



In studies of implantable devices, a discussion should be included of any pertinent information that will be provided to withdrawn or discontinued participants (e.g., whether and how the device can be removed, how to replace batteries, how to obtain replacement parts, who to contact).  In addition, it is important to capture the reason for withdrawal or discontinuation, as this may impact inclusion of participant data in the analysis of results (see Section 9, Statistical Analyses).



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 9, Statistical Analyses. 



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 discontinue or withdraw a participant from the study for the following reasons:



· Pregnancy

· Significant study intervention non-compliance 

· If 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

· Disease progression which requires discontinuation of the study intervention

· If the participant meets an exclusion criterion (either newly developed or not previously recognized) that precludes further study participation

· Participant unable to receive <study intervention> for [x] days/weeks.]

The reason for participant discontinuation or withdrawal from the study will be recorded on the <specify> Case Report Form (CRF). Subjects who sign the informed consent form and are randomized but do not receive the study intervention may be replaced.  Subjects who sign the informed consent form, and are randomized and receive the study intervention, and subsequently withdraw, or are withdrawn or discontinued from the study, <will> or <will not> be replaced.]

<Insert text>
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6.3 [bookmark: _Toc469058359][bookmark: _Toc469046193][bookmark: _Toc479192737][bookmark: _Toc135212565][bookmark: _Toc139029832]Lost to Follow-Up

The protocol should describe the nature and duration of study follow-up. Validity of the study is a potential issue when participants are lost to follow-up, as information that is important to the endpoint evaluation is then lost. Participants are considered lost to follow-up when they stop reporting to scheduled study visits and cannot be reached to complete all protocol-required study procedures. Describe the plans to minimize loss to follow-up and missing data.



Example text provided as a guide, customize as needed:  



[A participant will be considered lost to follow-up if he or she fails to return for <specify number of visits> scheduled visits and is unable to be contacted by the study site staff. 



The following actions must be taken if a participant fails to return to the clinic for a required study visit:

· The site will attempt to contact the participant and reschedule the missed visit <specify time frame> and counsel the participant on the importance of maintaining the assigned visit schedule and ascertain if the participant wishes to and/or should continue in the study.

· Before a participant is deemed lost to follow-up, the investigator or designee will make every effort to regain contact with the participant (where possible, 3 telephone calls and, if necessary, a certified letter to the participant’s last known mailing address or local equivalent methods). These contact attempts should be documented in the participant’s medical record or study file. 

· Should the participant continue to be unreachable, he or she will be considered to have withdrawn from the study with a primary reason of lost to follow-up.]



[bookmark: _Toc466967565][bookmark: _Toc466967732][bookmark: _Toc466967900]<Insert text>



7 [bookmark: _Toc473817900][bookmark: _Toc473817901][bookmark: _Toc473817902][bookmark: _Toc473817903][bookmark: _Toc469058361][bookmark: _Toc469046195][bookmark: _Toc479192738][bookmark: _Toc135212566][bookmark: _Toc139029833]STUDY ASSESSMENTS AND PROCEDURES

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



7.1 [bookmark: _Toc469058362][bookmark: _Toc469046196][bookmark: _Toc479192739][bookmark: _Toc135212567][bookmark: _Toc139029834]Efficacy Assessments 

List and describe all study procedures and evaluations to be done as part of the study to support the determination of efficacy, as per the primary and secondary objectives outlined in this protocol. Discuss the sequence of events that should occur during the screening process and any decision points regarding participant eligibility.  Include 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. In addition, discuss any special conditions that must be achieved during the enrollment and/or initial administration of study intervention. Include the procedures for administering the study intervention and follow-up procedures after administration (e.g., assessment of vital signs), as well as any specifics about subsequent follow-up visits, and unscheduled visits. Also, note if a specifically qualified person (e.g., physician, psychologist) should be performing any of the assessments. Include any definitions used to characterize outcomes (e.g., criteria for determining occurrence of acute myocardial infarction, characterization of a stroke as thrombotic or hemorrhagic, distinction between transient ischemic attack and stroke), should be explained fully. 



For participants that may discontinue or withdraw early, it is important to capture the rationale during the final visit. See Section 7, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal, for details. 



Note that the protocol should provide a high-level discussion of all procedures and detailed information can be further provided in a MOP or SOP.  Provide justification for any sensitive procedures (e.g., provocative testing, deception).  In addition, note where approaches to decrease variability, such as centralized laboratory assessments, are being employed. The specific timing of procedures/evaluations to be done at each study visit are captured in Section 1.3, Schedule of Activities (SoA) and the time points of these procedures do not need to be included here. In addition, indicate where appropriate, that procedures/evaluations will be performed by qualified personnel. 



This section may include a list and description of the following procedures/evaluations, as applicable:

· [bookmark: _Hlk479163985]Physical examination (e.g., height and weight, organ systems, motor or vision assessment, or other functional abilities). If appropriate, discuss what constitutes a targeted physical examination. 

· Radiographic or other imaging assessments. State the specific imaging required and, as appropriate, provide description of what is needed to perform the specialized imaging. Details describing how to perform the imaging in a standard fashion and equipment specifications may be described in the study’s MOP or a separate SOP.

· Biological specimen collection and laboratory evaluations. 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.  In addition, discussion should include whether any laboratory tests (e.g., diagnostics) that will be used are being developed concurrently or are commercially available.  Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section with detailed discussion in the study’s MOP.

· Special assays or procedures required (e.g., immunology assays, pharmacokinetic studies, flow cytometry assays, microarray, DNA sequencing). For research laboratory assays, include specific assays, estimated volume and type of specimen needed for each test. If more than one laboratory will be used, specify which assays will be done by each laboratory. Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section with detailed discussion in the study’s MOP.

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

· Procedures that will be completed during the study as part of regular standard of clinical care.



Include in this section a discussion of the results of any study specific procedures that will be provided to participant (e.g., radiographic or other imaging or laboratory evaluations). Address when endpoints will be assessed with respect to dosing of rescue medication, if applicable.



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 or as a part of collection of trial data, Health Insurance Portability and Accountability Act (HIPAA) rules, other relevant federal or state laws, and local institutional requirements should be followed, as applicable.  If this is the case, this section should note which information is to be obtained through review of existing data.



[bookmark: _Toc331464733][bookmark: _Toc331464749][bookmark: _Toc331464750][bookmark: _Toc331464751][bookmark: _Toc331464752][bookmark: _Toc331464758][bookmark: _Toc331464759][bookmark: _Toc224015407][bookmark: _Toc224015841]<Insert text>
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List and describe all study procedures and evaluations to be done as part of the study to monitor safety and support the understanding of the study intervention’s safety or that are done for other purposes (e.g., screening, eligibility, enrollment). 



Discuss the sequence of events that should occur during the screening process and any decision points regarding participant eligibility.  Include 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. In addition, discuss any special conditions that must be achieved during the enrollment and/or initial administration of study intervention.  



[bookmark: _Hlk479166047]Note that the protocol should provide a high-level discussion of all procedures and detailed information can be further provided in a MOP or SOP.  In addition, note where approaches to decrease variability, such as centralized laboratory assessments, are being employed. The specific timing of procedures/evaluations to be done at each study visit are captured in Section 1.3, Schedule of Activities (SoA) and the time points of these procedures do not need to be included here. In addition, indicate where appropriate, that procedures/evaluations will be performed by qualified personnel.



This section may include a list and description of the following procedures/evaluations, as applicable:

· Physical examination (e.g., height and weight, organ systems, motor or vision assessment, or other functional abilities). If appropriate, discuss what constitutes a targeted physical examination. 

· Vital signs (e.g., temperature, pulse, respirations, blood pressure). Carefully consider which vital signs (if any) should be measured to ensure that only essential data are collected. Include any specific instructions with respect to the collection and interpretation of vital signs.  

· Electrocardiograms (EKGs): specify if the EKG is for screening purposes only. Include any specific instructions for the collection and interpretation of the EKG (e.g., time points relative to dosing with study intervention or other evaluations). If EKGs will be analyzed at a central laboratory, instructions for the collection (e.g., equipment), transmission and archiving of the EKG data should be summarized in this protocol, and further outlined in the MOP. If the EKG will be read locally, indicate how these will be handled and in what format (e.g., digital or paper), as well as instructions with respect to local review. 

· Radiographic or other imaging assessments. State the specific imaging required and, as appropriate, provide description of what is needed to perform the specialized imaging. Details describing how to perform the imaging in a standard fashion and equipment specifications may be described in the study’s MOP or a separate SOP.

· Biological specimen collection and laboratory evaluations. 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.  In addition, discussion should include whether any laboratory tests (e.g., diagnostics) that will be used are being developed concurrently or are commercially available.  Special instructions for the preparation, handling, storage, and shipment of specimens may be briefly explained in this section; detailed discussion should be included in the study’s MOP.

· Special assays or procedures required (e.g., immunology assays, pharmacokinetic studies, flow cytometry assays, microarray, DNA sequencing). For research laboratory assays, include specific assays, estimated volume and type of specimen needed for each test.  If more than one laboratory will be used, specify which assays will be done by each laboratory.  Special instructions for the preparation, handling, storage, and shipment of specimens should be briefly explained in this section with detailed discussion in the study’s MOP.

· Counseling procedures, including any dietary or activity considerations that need to be adhered to during study participation.

· Assessment of study intervention adherence or see Study Intervention Compliance, section 6.4

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

· Assessment of adverse events. Describe provisions for follow-up of ongoing AEs/SAEs.



Include in this section a discussion of the results of any study specific procedures that will be provided to participant (e.g., radiographic or other imaging or laboratory evaluations). 



As previously noted, 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 or as a part of collection of trial data, Health Insurance Portability and Accountability Act (HIPAA) rules, other relevant federal or state laws, and local institutional requirements should be followed, as applicable.  If this is the case, this section should note which information is to be obtained through review of existing data.



<Insert text>
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7.3 [bookmark: _Toc468977884][bookmark: _Toc468978051][bookmark: _Toc468978541][bookmark: _Toc468978708][bookmark: _Toc468978875][bookmark: _Toc469004210][bookmark: _Toc469045862][bookmark: _Toc469046029][bookmark: _Toc469046198][bookmark: _Toc468977885][bookmark: _Toc468978052][bookmark: _Toc468978542][bookmark: _Toc468978709][bookmark: _Toc468978876][bookmark: _Toc469004211][bookmark: _Toc469045863][bookmark: _Toc469046030][bookmark: _Toc469046199][bookmark: _Toc468977886][bookmark: _Toc468978053][bookmark: _Toc468978543][bookmark: _Toc468978710][bookmark: _Toc468978877][bookmark: _Toc469004212][bookmark: _Toc469045864][bookmark: _Toc469046031][bookmark: _Toc469046200][bookmark: _Toc468977887][bookmark: _Toc468978054][bookmark: _Toc468978544][bookmark: _Toc468978711][bookmark: _Toc468978878][bookmark: _Toc469004213][bookmark: _Toc469045865][bookmark: _Toc469046032][bookmark: _Toc469046201][bookmark: _Toc468977888][bookmark: _Toc468978055][bookmark: _Toc468978545][bookmark: _Toc468978712][bookmark: _Toc468978879][bookmark: _Toc469004214][bookmark: _Toc469045866][bookmark: _Toc469046033][bookmark: _Toc469046202][bookmark: _Toc468977889][bookmark: _Toc468978056][bookmark: _Toc468978546][bookmark: _Toc468978713][bookmark: _Toc468978880][bookmark: _Toc469004215][bookmark: _Toc469045867][bookmark: _Toc469046034][bookmark: _Toc469046203][bookmark: _Toc468977890][bookmark: _Toc468978057][bookmark: _Toc468978547][bookmark: _Toc468978714][bookmark: _Toc468978881][bookmark: _Toc469004216][bookmark: _Toc469045868][bookmark: _Toc469046035][bookmark: _Toc469046204][bookmark: _Toc468977891][bookmark: _Toc468978058][bookmark: _Toc468978548][bookmark: _Toc468978715][bookmark: _Toc468978882][bookmark: _Toc469004217][bookmark: _Toc469045869][bookmark: _Toc469046036][bookmark: _Toc469046205][bookmark: _Toc468977892][bookmark: _Toc468978059][bookmark: _Toc468978549][bookmark: _Toc468978716][bookmark: _Toc468978883][bookmark: _Toc469004218][bookmark: _Toc469045870][bookmark: _Toc469046037][bookmark: _Toc469046206][bookmark: _Toc468977893][bookmark: _Toc468978060][bookmark: _Toc468978550][bookmark: _Toc468978717][bookmark: _Toc468978884][bookmark: _Toc469004219][bookmark: _Toc469045871][bookmark: _Toc469046038][bookmark: _Toc469046207][bookmark: _Toc468977894][bookmark: _Toc468978061][bookmark: _Toc468978551][bookmark: _Toc468978718][bookmark: _Toc468978885][bookmark: _Toc469004220][bookmark: _Toc469045872][bookmark: _Toc469046039][bookmark: _Toc469046208][bookmark: _Toc468977895][bookmark: _Toc468978062][bookmark: _Toc468978552][bookmark: _Toc468978719][bookmark: _Toc468978886][bookmark: _Toc469004221][bookmark: _Toc469045873][bookmark: _Toc469046040][bookmark: _Toc469046209][bookmark: _Toc468977896][bookmark: _Toc468978063][bookmark: _Toc468978553][bookmark: _Toc468978720][bookmark: _Toc468978887][bookmark: _Toc469004222][bookmark: _Toc469045874][bookmark: _Toc469046041][bookmark: _Toc469046210][bookmark: _Toc468977897][bookmark: _Toc468978064][bookmark: _Toc468978554][bookmark: _Toc468978721][bookmark: _Toc468978888][bookmark: _Toc469004223][bookmark: _Toc469045875][bookmark: _Toc469046042][bookmark: _Toc469046211][bookmark: _Toc468977898][bookmark: _Toc468978065][bookmark: _Toc468978555][bookmark: _Toc468978722][bookmark: _Toc468978889][bookmark: _Toc469004224][bookmark: _Toc469045876][bookmark: _Toc469046043][bookmark: _Toc469046212][bookmark: _Toc468977899][bookmark: _Toc468978066][bookmark: _Toc468978556][bookmark: _Toc468978723][bookmark: _Toc468978890][bookmark: _Toc469004225][bookmark: _Toc469045877][bookmark: _Toc469046044][bookmark: _Toc469046213][bookmark: _Toc468977900][bookmark: _Toc468978067][bookmark: _Toc468978557][bookmark: _Toc468978724][bookmark: _Toc468978891][bookmark: _Toc469004226][bookmark: _Toc469045878][bookmark: _Toc469046045][bookmark: _Toc469046214][bookmark: _Toc468977901][bookmark: _Toc468978068][bookmark: _Toc468978558][bookmark: _Toc468978725][bookmark: _Toc468978892][bookmark: _Toc469004227][bookmark: _Toc469045879][bookmark: _Toc469046046][bookmark: _Toc469046215][bookmark: _Toc468977902][bookmark: _Toc468978069][bookmark: _Toc468978559][bookmark: _Toc468978726][bookmark: _Toc468978893][bookmark: _Toc469004228][bookmark: _Toc469045880][bookmark: _Toc469046047][bookmark: _Toc469046216][bookmark: _Toc468977903][bookmark: _Toc468978070][bookmark: _Toc468978560][bookmark: _Toc468978727][bookmark: _Toc468978894][bookmark: _Toc469004229][bookmark: _Toc469045881][bookmark: _Toc469046048][bookmark: _Toc469046217][bookmark: _Toc468977904][bookmark: _Toc468978071][bookmark: _Toc468978561][bookmark: _Toc468978728][bookmark: _Toc468978895][bookmark: _Toc469004230][bookmark: _Toc469045882][bookmark: _Toc469046049][bookmark: _Toc469046218][bookmark: _Toc468977905][bookmark: _Toc468978072][bookmark: _Toc468978562][bookmark: _Toc468978729][bookmark: _Toc468978896][bookmark: _Toc469004231][bookmark: _Toc469045883][bookmark: _Toc469046050][bookmark: _Toc469046219][bookmark: _Toc468977906][bookmark: _Toc468978073][bookmark: _Toc468978563][bookmark: _Toc468978730][bookmark: _Toc468978897][bookmark: _Toc469004232][bookmark: _Toc469045884][bookmark: _Toc469046051][bookmark: _Toc469046220][bookmark: _Toc468977907][bookmark: _Toc468978074][bookmark: _Toc468978564][bookmark: _Toc468978731][bookmark: _Toc468978898][bookmark: _Toc469004233][bookmark: _Toc469045885][bookmark: _Toc469046052][bookmark: _Toc469046221][bookmark: _Toc468977908][bookmark: _Toc468978075][bookmark: _Toc468978565][bookmark: _Toc468978732][bookmark: _Toc468978899][bookmark: _Toc469004234][bookmark: _Toc469045886][bookmark: _Toc469046053][bookmark: _Toc469046222][bookmark: _Toc468977909][bookmark: _Toc468978076][bookmark: _Toc468978566][bookmark: _Toc468978733][bookmark: _Toc468978900][bookmark: _Toc469004235][bookmark: _Toc469045887][bookmark: _Toc469046054][bookmark: _Toc469046223][bookmark: _Toc468977910][bookmark: _Toc468978077][bookmark: _Toc468978567][bookmark: _Toc468978734][bookmark: _Toc468978901][bookmark: _Toc469004236][bookmark: _Toc469045888][bookmark: _Toc469046055][bookmark: _Toc469046224][bookmark: _Toc468977911][bookmark: _Toc468978078][bookmark: _Toc468978568][bookmark: _Toc468978735][bookmark: _Toc468978902][bookmark: _Toc469004237][bookmark: _Toc469045889][bookmark: _Toc469046056][bookmark: _Toc469046225][bookmark: _Toc468977912][bookmark: _Toc468978079][bookmark: _Toc468978569][bookmark: _Toc468978736][bookmark: _Toc468978903][bookmark: _Toc469004238][bookmark: _Toc469045890][bookmark: _Toc469046057][bookmark: _Toc469046226][bookmark: _Toc468977913][bookmark: _Toc468978080][bookmark: _Toc468978570][bookmark: _Toc468978737][bookmark: _Toc468978904][bookmark: _Toc469004239][bookmark: _Toc469045891][bookmark: _Toc469046058][bookmark: _Toc469046227][bookmark: _Toc468977914][bookmark: _Toc468978081][bookmark: _Toc468978571][bookmark: _Toc468978738][bookmark: _Toc468978905][bookmark: _Toc469004240][bookmark: _Toc469045892][bookmark: _Toc469046059][bookmark: _Toc469046228][bookmark: _Toc473817907][bookmark: _Toc473817908][bookmark: _Toc473817909][bookmark: _Toc473817910][bookmark: _Toc473817911][bookmark: _Toc473817912][bookmark: _Toc473817913][bookmark: _Toc473817914][bookmark: _Toc473817915][bookmark: _Toc473817916][bookmark: _Toc473817917][bookmark: _Toc473817918][bookmark: _Toc473817919][bookmark: _Toc473817920][bookmark: _Toc473817921][bookmark: _Toc473817922][bookmark: _Toc473817923][bookmark: _Toc473817924][bookmark: _Toc473817925][bookmark: _Toc473817926][bookmark: _Toc473817927][bookmark: _Toc473817928][bookmark: _Toc473817929][bookmark: _Toc473817930][bookmark: _Toc473817931][bookmark: _Toc473817932][bookmark: _Toc473817933][bookmark: _Toc473817934][bookmark: _Toc473817935][bookmark: _Toc473817936][bookmark: _Toc473817937][bookmark: _Toc473817938][bookmark: _Toc473817939][bookmark: _Toc473817940][bookmark: _Toc473817941][bookmark: _Toc473817942][bookmark: _Toc473817943][bookmark: _Toc473817944][bookmark: _Toc469058402][bookmark: _Toc469046236][bookmark: _Toc479192741][bookmark: _Toc135212569][bookmark: _Toc139029836]Adverse Events and Serious Adverse Events

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



The following subsections are intended to highlight the specific assessments related to safety and the aspects of the study which are proposed to ensure the safety of trial participants.  Consider developing this section in consultation with the study Medical Monitor.  Consider the risks of the study intervention and other study procedures and the characteristics of the study population (e.g., vulnerable populations such as children).  This section should be tailored for specific study characteristics, including but not limited to the following:



· The study involves an investigational new drug or investigational device

· The study involves washout from current medication regimen

· The study involves the use of placebo in a population with a diagnosed disease

· The study requires selection of an appropriate toxicity grading scale 

· The study involves risks to individuals other than research participants (e.g., household or intimate contacts or communities, study clinicians, pharmacists or interventionists, etc.)

· Reporting of certain events (e.g., suspected child abuse or substance abuse) is mandatory because of the study population or study design characteristics

· The study is conducted at multiple sites, and will require centralized safety oversight



In developing this section, consider the risks of the study intervention. Review and reference the applicable sources of information, such as the IB, package insert, device labeling, literature and other sources that describe the study intervention.  



7.3.1 [bookmark: _Toc469058403][bookmark: _Toc469046237][bookmark: _Toc479192742][bookmark: _Toc135212570][bookmark: _Toc139029837]Definition of Adverse Events (AE)

Provide the definition of an AE being used for the clinical trial.  The FDA definition of an AE is used in this template since this template is for phase 2 or 3 IND and IDE studies. For some studies, definitions from the OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events; or ICH GCP definition may be more appropriate.  However, it is important to note that FDA regulations require reporting based on the definition included in 21 CFR 312.32 (a) for studies performed under an IND, regardless of the definition of AE used in the protocol.



Example text provided as a guide, customize as needed:



[Adverse event means any untoward medical occurrence associated with the use of an intervention in humans, whether or not considered intervention-related (21 CFR 312.32 (a)).]



<Insert text>



7.3.2 [bookmark: _Toc469058404][bookmark: _Toc469046238][bookmark: _Toc479192743][bookmark: _Toc135212571][bookmark: _Toc139029838]Definition of Serious Adverse Events (SAE) 

Provide the definition of an SAE being used for the clinical trial. The FDA definition of an SAE is used in this template since this template is for phase 2 IND and IDE studies.  It is important to note that FDA regulations require reporting based on the definition included in 21 CFR 312.32 (a) for studies performed under an IND, regardless of the definition of SAE used in the protocol.  Note that the example text provided is from the drug regulations (21 CFR 312.32 (a)).  There is no definition for SAE in the device regulations.  Therefore, investigators should develop an appropriate definition for their study. This definition could include an unanticipated adverse device effect, but an SAE is broader than that definition.  According to 21 CFR 812.3(s), an “unanticipated adverse device effect means any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects.”



Example text provided as a guide, customize as needed:



[An adverse event (AE) or suspected adverse reaction is considered "serious" if, in the view of either the investigator or sponsor, it results in any of the following outcomes: death, a life-threatening adverse event, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered serious when, based upon appropriate medical judgment, they may jeopardize the participant and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.]



<Insert text>



7.3.3 [bookmark: _Toc469058405][bookmark: _Toc469046239][bookmark: _Toc479192744][bookmark: _Toc135212572][bookmark: _Toc139029839]Classification of an Adverse Event



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



The following subsections will include a discussion of how AEs will be classified.

7.3.3.1 [bookmark: _Toc135212573][bookmark: _Toc139029840]Severity of Event

All AEs will be assessed by the study clinician using a protocol defined grading system.  Describe the method of grading an AE for severity. For example, many toxicity tables are available for use and are adaptable to various study designs. Selection of a toxicity table or severity scale should be made in consultation with the study Medical Monitor.



Example text provided as a guide, customize as needed:



[For adverse events (AEs) not included in the protocol defined grading system, the following guidelines will be used to describe severity. 



· Mild – Events require minimal or no treatment and do not interfere with the participant’s daily activities. 

· Moderate – Events result in a low level of inconvenience or concern with the therapeutic measures. Moderate events may cause some interference with functioning.

· Severe – Events interrupt a participant’s usual daily activity and may require systemic drug therapy or other treatment. Severe events are usually potentially life-threatening or incapacitating.  Of note, the term “severe” does not necessarily equate to “serious”.]



<Insert text>



7.3.3.2 [bookmark: _Toc135212574][bookmark: _Toc139029841]Relationship to Study INTERVENTION

All AEs will have their relationship to study intervention or study participation assessed with a level of specificity appropriate to the study design. The clinician’s assessment of an AE's relationship to study intervention (drug, biologic, device) is part of the documentation process, but it is not a factor in determining what is or is not reported in the study. Describe the method of determining the relationship of an AE to a study intervention. If there is any doubt as to whether a clinical observation is an AE, the event should be reported.  Some protocols may use a binary assessment (related/not related); others may have a scale of relatedness.  Evaluation of relatedness must consider etiologies such as natural history of the underlying disease, concurrent illness, concomitant therapy, study-related procedures, accidents, and other external factors.  In a clinical trial, the study intervention must always be suspect. 



Example text provided as a guide, customize as needed:



[All adverse events (AEs) must have their relationship to study intervention assessed by the clinician who examines and evaluates the participant based on temporal relationship and his/her clinical judgment. The degree of certainty about causality will be graded using the categories below. In a clinical trial, the study product must always be suspect. 



· Related – The AE is known to occur with the study intervention, there is a reasonable possibility that the study intervention caused the AE, or there is a temporal relationship between the study intervention and event. Reasonable possibility means that there is evidence to suggest a causal relationship between the study intervention and the AE.

· Not Related – There is not a reasonable possibility that the administration of the study intervention caused the event, there is no temporal relationship between the study intervention and event onset, or an alternate etiology has been established.



OR



· Definitely Related – There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out. The clinical event, including an abnormal laboratory test result, occurs in a plausible time relationship to study intervention administration and cannot be explained by concurrent disease or other drugs or chemicals. The response to withdrawal of the study intervention (dechallenge) should be clinically plausible. The event must be pharmacologically or phenomenologically definitive, with use of a satisfactory rechallenge procedure if necessary.

· Probably Related – There is evidence to suggest a causal relationship, and the influence of other factors is unlikely. The clinical event, including an abnormal laboratory test result, occurs within a reasonable time after administration of the study intervention, is unlikely to be attributed to concurrent disease or other drugs or chemicals, and follows a clinically reasonable response on withdrawal (dechallenge). Rechallenge information is not required to fulfill this definition.

· Potentially Related – There is some evidence to suggest a causal relationship (e.g., the event occurred within a reasonable time after administration of the trial medication). However, other factors may have contributed to the event (e.g., the participant’s clinical condition, other concomitant events). Although an AE may rate only as “possibly related” soon after discovery, it can be flagged as requiring more information and later be upgraded to “probably related” or “definitely related”, as appropriate.

· Unlikely to be related – A clinical event, including an abnormal laboratory test result, whose temporal relationship to study intervention administration makes a causal relationship improbable (e.g., the event did not occur within a reasonable time after administration of the study intervention) and in which other drugs or chemicals or underlying disease provides plausible explanations (e.g., the participant’s clinical condition, other concomitant treatments).

· Not Related – The AE is completely independent of study intervention administration, and/or evidence exists that the event is definitely related to another etiology. There must be an alternative, definitive etiology documented by the clinician.]



<Insert text>



7.3.3.3 [bookmark: _Toc135212575][bookmark: _Toc139029842]Expectedness 

Expected adverse reactions are AEs that are known to occur for the study intervention being studied and should be collected in a standard, systematic format using a grading scale based on functional assessment or magnitude of reaction. Identify the source of the reference safety information used to determine the expectedness of the AE (e.g., IB, approved labeling). Expectedness is assessed based on the awareness of AEs previously observed, not on the basis of what might be anticipated from the properties of the study intervention. 



An AE or suspected adverse reaction is considered "unexpected" if it is not listed in the IB, package insert, or device labeling or is not listed at the specificity or severity that has been observed; or, if an IB is not required or available, is not consistent with the risk information described in the protocol, as amended. For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the IB or package insert referred only to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the IB or package insert listed only cerebral vascular accidents. "Unexpected," as used in this definition, also refers to AEs or suspected adverse reactions that are mentioned in the IB, package insert, or device labeling as occurring with a class of drugs (or other medical products) or as anticipated from the pharmacological properties or other characteristics of the study intervention, but are not specifically mentioned as occurring with the particular study intervention under investigation.



Example text provided as a guide, customize as needed:



[<Insert role> will be responsible for determining whether an adverse event (AE) is expected or unexpected.  An AE will be considered unexpected if the nature, severity, or frequency of the event is not consistent with the risk information previously described for the study intervention.]



<Insert text>

7.3.4 [bookmark: _Toc469058406][bookmark: _Toc469046240][bookmark: _Toc479192745][bookmark: _Toc135212576][bookmark: _Toc139029843]Time Period and Frequency for Event Assessment and Follow-Up

Describe how AEs and SAEs will be identified and followed until resolved or considered stable.  Specify procedures for recording and follow-up of AEs and SAEs that are consistent with the information contained within Section 8.2, Safety and Other Assessments including what assessment tools will be used to monitor AEs.  Include duration of follow-up after appearance of events (e.g., 1 week, 2 months).



An unsolicited AE would occur without any prompting or in response to a general question such as “Have you noticed anything different since you started the study; began the study intervention, etc.” A solicited AE is one that is specifically solicited such as “Have you noticed any dry mouth since you started the study medication?”



· Describe which AEs will be collected as solicited events. Plan the reporting and data collection system to avoid double capture (captured both as an unsolicited and a solicited AE).

· Describe how unsolicited events will be captured.

· Include time period of collection (e.g., Days 0 -28) and note how long SAEs are collected – usually collected through entire study.



Example text provided as a guide, customize as needed:



[The occurrence of an adverse event (AE) or serious adverse event (SAE) may come to the attention of study personnel during study visits and interviews of a study participant presenting for medical care, or upon review by a study monitor.



All AEs including local and systemic reactions not meeting the criteria for SAEs will be captured on the appropriate case report form (CRF). Information to be collected includes event description, time of onset, clinician’s assessment of severity, relationship to study product (assessed only by those with the training and authority to make a diagnosis), and time of resolution/stabilization of the event. All AEs occurring while on study must be documented appropriately regardless of relationship. All AEs will be followed to adequate resolution.



Any medical condition that is present at the time that the participant is screened will be considered as baseline and not reported as an AE. However, if the study participant’s condition deteriorates at any time during the study, it will be recorded as an AE. 



Changes in the severity of an AE will be documented to allow an assessment of the duration of the event at each level of severity to be performed. AEs characterized as intermittent require documentation of onset and duration of each episode.



<Insert role or name> will record all reportable events with start dates occurring any time after informed consent is obtained until 7 (for non-serious AEs) or 30 days (for SAEs) after the last day of study participation.  At each study visit, the investigator will inquire about the occurrence of AE/SAEs since the last visit.  Events will be followed for outcome information until resolution or stabilization.]



<Insert text>



7.3.5 [bookmark: _Toc469058407][bookmark: _Toc469046241][bookmark: _Toc479192746][bookmark: _Toc135212577][bookmark: _Toc139029844]Adverse Event Reporting 

This section addresses responsibilities of investigators for reporting of AEs.  However, it is important to recognize that sponsors have additional responsibilities under regulations that are not described in this template and should be incorporated into relevant SOPs.  



Describe the AE reporting procedures, including timeframes.  Further details should be included in a MOP or SOP including a description and a flow chart of when events are reported to various oversight (e.g., Data and Safety Monitoring Board (DSMB), safety monitoring committee, independent safety monitor) and regulatory groups, and what study staff are responsible for completing and signing off on the AE reports, and who will receive notification of AEs.  According to 21 CFR 312.64(b), “…The investigator must record nonserious adverse events and report them to the sponsor according to the timetable for reporting specified in the protocol”.



In addition, list any disease-related events (DREs) common in the study population (e.g., expected), which will not be reported per the standard process for reporting, as applicable. Describe how these events will be recorded and monitored.



<Insert text>



7.3.6 [bookmark: _Toc469058408][bookmark: _Toc469046242][bookmark: _Toc479192747][bookmark: _Toc135212578][bookmark: _Toc139029845]Serious Adverse Event Reporting 

This section addresses responsibilities of investigators for reporting of SAEs.  However, it is important to recognize that sponsors have additional responsibilities under regulations that are not described in this template and should be incorporated into relevant SOPs.  



Describe the SAE reporting procedures, including timeframes. Further details should be included in a MOP or SOP including a description and a flow chart of when events are reported to various oversight and regulatory groups, and what study staff are responsible for completing and signing off on the SAE reports, and who will receive notification of SAEs. 



Generally, any AE considered serious by the PI or Sub-investigator or which meets the definition of an SAE included in Section 8.3.2, Definition of Serious Adverse Events must be submitted on an SAE form to the Data Coordinating Center (DCC) if one exists for the study.  Studies overseen by a DSMB or other independent oversight body (e.g., safety monitoring committee, independent safety monitor), may be required to submit expedited notification of all SAEs or only SAEs thought to be related to study intervention.  



According to 21 CFR 312.64(b), “An investigator must immediately report to the sponsor any serious adverse event, whether or not considered drug related, including those listed in the protocol or investigator brochure and must include an assessment of whether there is a reasonable possibility that the drug caused the event. Study endpoints that are serious adverse events (e.g., all-cause mortality) must be reported in accordance with the protocol unless there is evidence suggesting a causal relationship between the drug and the event (e.g., death from anaphylaxis). In that case, the investigator must immediately report the event to the sponsor…”



According to 21 CFR 312.32(c)(1), “the sponsor must notify FDA and all participating investigators…in an IND safety report of potential serious risks, from clinical trials or any other source, as soon as possible, but in no case later than 15 calendar days after the sponsor determines that the information qualifies for reporting… In each IND safety report, the sponsor must identify all IND safety reports previously submitted to FDA concerning a similar suspected adverse reaction, and must analyze the significance of the suspected adverse reaction in light of previous, similar reports or any other relevant information. The sponsor must report any suspected adverse reaction that is both serious and unexpected. The sponsor must report an adverse event as a suspected adverse reaction only if there is evidence to suggest a causal relationship between the drug and the adverse event, such as:



(A) A single occurrence of an event that is uncommon and known to be strongly associated with drug exposure (e.g., angioedema, hepatic injury, Stevens-Johnson Syndrome);

(B) One or more occurrences of an event that is not commonly associated with drug exposure, but is otherwise uncommon in the population exposed to the drug (e.g., tendon rupture);

(C) An aggregate analysis of specific events observed in a clinical trial (such as known consequences of the underlying disease or condition under investigation or other events that commonly occur in the study population independent of drug therapy) that indicates those events occur more frequently in the drug treatment group than in a concurrent or historical control group.”



Furthermore, according to 21 CFR 312.32(c)(2), “the sponsor must also notify FDA of any unexpected fatal or life-threatening suspected adverse reaction as soon as possible but in no case later than 7 calendar days after the sponsor's initial receipt of the information.”



As noted previously, an unanticipated adverse device effect could be considered an SAE (Section 8.3.2, Definition of Serious Adverse Events).  For IDE studies, according to 21 CFR 812.150(a)(1), “an investigator shall submit to the sponsor and to the reviewing IRB a report of any unanticipated adverse device effect occurring during an investigation as soon as possible, but in no event later than 10 working days after the investigator first learns of the effect.”  In addition, according to 21 CFR 812.150(b)(1), “A sponsor who conducts an evaluation of an unanticipated adverse device effect under 812.46(b) shall report the results of such evaluation to FDA and to all reviewing IRB's and participating investigators within 10 working days after the sponsor first receives notice of the effect. Thereafter the sponsor shall submit such additional reports concerning the effect as FDA requests.”  



Example text provided as a guide, customize as needed:



Example 1, applicable for a drug or biologic protocol:



[The study clinician will immediately report to the sponsor any serious adverse event, whether or not considered study intervention related, including those listed in the protocol or investigator brochure and must include an assessment of whether there is a reasonable possibility that the study intervention caused the event. Study endpoints that are serious adverse events (e.g., all-cause mortality) must be reported in accordance with the protocol unless there is evidence suggesting a causal relationship between the study intervention and the event (e.g., death from anaphylaxis). In that case, the investigator must immediately report the event to the sponsor.



All serious adverse events (SAEs) will be followed until satisfactory resolution or until the site investigator deems the event to be chronic or the participant is stable. Other supporting documentation of the event may be requested by the Data Coordinating Center (DCC)/study sponsor and should be provided as soon as possible.



The study sponsor will be responsible for notifying the Food and Drug Administration (FDA) of any unexpected fatal or life-threatening suspected adverse reaction as soon as possible, but in no case later than 7 calendar days after the sponsor's initial receipt of the information.  In addition, the sponsor must notify FDA and all participating investigators in an Investigational New Drug (IND) safety report of potential serious risks, from clinical trials or any other source, as soon as possible, but in no case later than 15 calendar days after the sponsor determines that the information qualifies for reporting.]



OR 



Example 2, applicable for device protocol:



[The study investigator shall complete an Unanticipated Adverse Device Effect Form and submit to the study sponsor and to the reviewing Institutional Review Board (IRB) as soon as possible, but in no event later than 10 working days after the investigator first learns of the effect.  The study sponsor is responsible for conducting an evaluation of an unanticipated adverse device effect and shall report the results of such evaluation to the Food and Drug Administration (FDA) and to all reviewing IRBs and participating investigators within 10 working days after the sponsor first receives notice of the effect. Thereafter, the sponsor shall submit such additional reports concerning the effect as FDA requests.]



<Insert text>



7.3.7 [bookmark: _Toc469058409][bookmark: _Toc469046243][bookmark: _Toc479192748][bookmark: _Toc135212579][bookmark: _Toc139029846]Reporting Events to Participants 

Include content in this section if applicable, otherwise note as not-applicable.



Describe how participants will be informed about AEs and SAEs, and study-related results on an individual or aggregate level. In addition, describe plans for detecting and managing incidental findings associated with study procedures.   



<Insert text>



7.3.8 [bookmark: _Toc469058410][bookmark: _Toc469046244][bookmark: _Toc479192749][bookmark: _Toc135212580][bookmark: _Toc139029847]Events of Special Interest 

Include content in this section if applicable, otherwise note as not-applicable.



Describe any other events that merit reporting to the sponsor, study leadership, IRB, and regulatory agencies.  For example, in oncology trials, secondary malignancies are often captured.  



Include any other reportable events not already included in the previous sections, such as cardiovascular and death events, medical device incidents (including malfunctions), laboratory test abnormalities, and study intervention overdose. 



<Insert text>

7.3.9 [bookmark: _Toc469058411][bookmark: _Toc469046245][bookmark: _Toc479192750][bookmark: _Toc135212581][bookmark: _Toc139029848]Reporting of Pregnancy 

Include content in this section if applicable, otherwise note as not-applicable. Pregnancy is not an adverse event, but some studies will require unique considerations if pregnancy was to occur during the study.



State the study’s pregnancy-related policy and procedure.  Include appropriate mechanisms for reporting to the DCC or NIH, the IND or IDE sponsor, study leadership, IRB, and regulatory agencies.  Provide appropriate modifications to study procedures (e.g., discontinuation of study intervention, while continuing safety follow-up, requesting permission to follow pregnant women to pregnancy outcome).



<Insert text>





7.4 [bookmark: _Toc469058412][bookmark: _Toc469046246][bookmark: _Toc479192751][bookmark: _Toc135212582][bookmark: _Toc139029849]Unanticipated Problems

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



7.4.1 [bookmark: _Toc331464795][bookmark: _Toc469058413][bookmark: _Toc469046247][bookmark: _Toc479192752][bookmark: _Toc135212583][bookmark: _Toc139029850]Definition of Unanticipated Problems (UP)



The reporting of UPs applies to non-exempt human subjects research conducted or supported by HHS. Provide the definition of an UP being used for this clinical trial. An incident, experience, or outcome that meets the definition of an UP generally will warrant consideration of changes to the protocol or consent in order to protect the safety, welfare, or rights of participants or others. Other UPs may warrant corrective actions at a specific study site. Examples of corrective actions or changes that might need to be considered in response to an UP include:



· Modification of inclusion or exclusion criteria to mitigate the newly identified risks

· Implementation of additional safety monitoring procedures

· Suspension of enrollment of new participants or halting of study procedures for enrolled participants 

· Modification of informed consent documents to include a description of newly recognized risks

· Provision of additional information about newly recognized risks to previously enrolled participants.



Example text provided as a guide, customize as needed:



[The Office for Human Research Protections (OHRP) considers unanticipated problems involving risks to participants or others to include, in general, any incident, experience, or outcome that meets all of the following criteria:



· Unexpected in terms of nature, severity, or frequency given (a) the research procedures that are described in the protocol-related documents, such as the Institutional Review Board (IRB)-approved research protocol and informed consent document; and (b) the characteristics of the participant population being studied;

· Related or possibly related to participation in the research (“possibly related” means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); and

· Suggests that the research places participants or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.



Additional example text, applicable for device protocols:



[This definition could include an unanticipated adverse device effect, any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects (21 CFR 812.3(s)).]



<Insert text>



7.4.2 [bookmark: _Toc466023695][bookmark: _Toc466025679][bookmark: _Toc466026988][bookmark: _Toc466027315][bookmark: _Toc466539294][bookmark: _Toc466973522][bookmark: _Toc466974371][bookmark: _Toc466977776][bookmark: _Toc466978625][bookmark: _Toc466980177][bookmark: _Toc466983828][bookmark: _Toc466984676][bookmark: _Toc466985525][bookmark: _Toc466986373][bookmark: _Toc466987222][bookmark: _Toc466988229][bookmark: _Toc466989236][bookmark: _Toc466990085][bookmark: _Toc466990702][bookmark: _Toc467137708][bookmark: _Toc467138556][bookmark: _Toc467161595][bookmark: _Toc467165858][bookmark: _Toc467242496][bookmark: _Toc467243356][bookmark: _Toc467244217][bookmark: _Toc467245077][bookmark: _Toc467245937][bookmark: _Toc467246797][bookmark: _Toc467247828][bookmark: _Toc467248688][bookmark: _Toc467249273][bookmark: _Toc467255007][bookmark: _Toc467482457][bookmark: _Toc467483316][bookmark: _Toc467484174][bookmark: _Toc467485033][bookmark: _Toc468199585][bookmark: _Toc466023696][bookmark: _Toc466025680][bookmark: _Toc466026989][bookmark: _Toc466027316][bookmark: _Toc466539295][bookmark: _Toc466973523][bookmark: _Toc466974372][bookmark: _Toc466977777][bookmark: _Toc466978626][bookmark: _Toc466980178][bookmark: _Toc466983829][bookmark: _Toc466984677][bookmark: _Toc466985526][bookmark: _Toc466986374][bookmark: _Toc466987223][bookmark: _Toc466988230][bookmark: _Toc466989237][bookmark: _Toc466990086][bookmark: _Toc466990703][bookmark: _Toc467137709][bookmark: _Toc467138557][bookmark: _Toc467161596][bookmark: _Toc467165859][bookmark: _Toc467242497][bookmark: _Toc467243357][bookmark: _Toc467244218][bookmark: _Toc467245078][bookmark: _Toc467245938][bookmark: _Toc467246798][bookmark: _Toc467247829][bookmark: _Toc467248689][bookmark: _Toc467249274][bookmark: _Toc467255008][bookmark: _Toc467482458][bookmark: _Toc467483317][bookmark: _Toc467484175][bookmark: _Toc467485034][bookmark: _Toc468199586][bookmark: _Toc466023699][bookmark: _Toc466025683][bookmark: _Toc466026992][bookmark: _Toc466027319][bookmark: _Toc466539298][bookmark: _Toc466973526][bookmark: _Toc466974375][bookmark: _Toc466977780][bookmark: _Toc466978629][bookmark: _Toc466980181][bookmark: _Toc466983832][bookmark: _Toc466984680][bookmark: _Toc466985529][bookmark: _Toc466986377][bookmark: _Toc466987226][bookmark: _Toc466988233][bookmark: _Toc466989240][bookmark: _Toc466990089][bookmark: _Toc466990706][bookmark: _Toc467137712][bookmark: _Toc467138560][bookmark: _Toc467161599][bookmark: _Toc467165862][bookmark: _Toc467242500][bookmark: _Toc467243360][bookmark: _Toc467244221][bookmark: _Toc467245081][bookmark: _Toc467245941][bookmark: _Toc467246801][bookmark: _Toc467247832][bookmark: _Toc467248692][bookmark: _Toc467249277][bookmark: _Toc467255011][bookmark: _Toc467482461][bookmark: _Toc467483320][bookmark: _Toc467484178][bookmark: _Toc467485037][bookmark: _Toc468199589][bookmark: _Toc466023700][bookmark: _Toc466025684][bookmark: _Toc466026993][bookmark: _Toc466027320][bookmark: _Toc466539299][bookmark: _Toc466973527][bookmark: _Toc466974376][bookmark: _Toc466977781][bookmark: _Toc466978630][bookmark: _Toc466980182][bookmark: _Toc466983833][bookmark: _Toc466984681][bookmark: _Toc466985530][bookmark: _Toc466986378][bookmark: _Toc466987227][bookmark: _Toc466988234][bookmark: _Toc466989241][bookmark: _Toc466990090][bookmark: _Toc466990707][bookmark: _Toc467137713][bookmark: _Toc467138561][bookmark: _Toc467161600][bookmark: _Toc467165863][bookmark: _Toc467242501][bookmark: _Toc467243361][bookmark: _Toc467244222][bookmark: _Toc467245082][bookmark: _Toc467245942][bookmark: _Toc467246802][bookmark: _Toc467247833][bookmark: _Toc467248693][bookmark: _Toc467249278][bookmark: _Toc467255012][bookmark: _Toc467482462][bookmark: _Toc467483321][bookmark: _Toc467484179][bookmark: _Toc467485038][bookmark: _Toc468199590][bookmark: _Toc466023701][bookmark: _Toc466025685][bookmark: _Toc466026994][bookmark: _Toc466027321][bookmark: _Toc466539300][bookmark: _Toc466973528][bookmark: _Toc466974377][bookmark: _Toc466977782][bookmark: _Toc466978631][bookmark: _Toc466980183][bookmark: _Toc466983834][bookmark: _Toc466984682][bookmark: _Toc466985531][bookmark: _Toc466986379][bookmark: _Toc466987228][bookmark: _Toc466988235][bookmark: _Toc466989242][bookmark: _Toc466990091][bookmark: _Toc466990708][bookmark: _Toc467137714][bookmark: _Toc467138562][bookmark: _Toc467161601][bookmark: _Toc467165864][bookmark: _Toc467242502][bookmark: _Toc467243362][bookmark: _Toc467244223][bookmark: _Toc467245083][bookmark: _Toc467245943][bookmark: _Toc467246803][bookmark: _Toc467247834][bookmark: _Toc467248694][bookmark: _Toc467249279][bookmark: _Toc467255013][bookmark: _Toc467482463][bookmark: _Toc467483322][bookmark: _Toc467484180][bookmark: _Toc467485039][bookmark: _Toc468199591][bookmark: _Toc466023702][bookmark: _Toc466025686][bookmark: _Toc466026995][bookmark: _Toc466027322][bookmark: _Toc466539301][bookmark: _Toc466973529][bookmark: _Toc466974378][bookmark: _Toc466977783][bookmark: _Toc466978632][bookmark: _Toc466980184][bookmark: _Toc466983835][bookmark: _Toc466984683][bookmark: _Toc466985532][bookmark: _Toc466986380][bookmark: _Toc466987229][bookmark: _Toc466988236][bookmark: _Toc466989243][bookmark: _Toc466990092][bookmark: _Toc466990709][bookmark: _Toc467137715][bookmark: _Toc467138563][bookmark: _Toc467161602][bookmark: _Toc467165865][bookmark: _Toc467242503][bookmark: _Toc467243363][bookmark: _Toc467244224][bookmark: _Toc467245084][bookmark: _Toc467245944][bookmark: _Toc467246804][bookmark: _Toc467247835][bookmark: _Toc467248695][bookmark: _Toc467249280][bookmark: _Toc467255014][bookmark: _Toc467482464][bookmark: _Toc467483323][bookmark: _Toc467484181][bookmark: _Toc467485040][bookmark: _Toc468199592][bookmark: _Toc466023703][bookmark: _Toc466025687][bookmark: _Toc466026996][bookmark: _Toc466027323][bookmark: _Toc466539302][bookmark: _Toc466973530][bookmark: _Toc466974379][bookmark: _Toc466977784][bookmark: _Toc466978633][bookmark: _Toc466980185][bookmark: _Toc466983836][bookmark: _Toc466984684][bookmark: _Toc466985533][bookmark: _Toc466986381][bookmark: _Toc466987230][bookmark: _Toc466988237][bookmark: _Toc466989244][bookmark: _Toc466990093][bookmark: _Toc466990710][bookmark: _Toc467137716][bookmark: _Toc467138564][bookmark: _Toc467161603][bookmark: _Toc467165866][bookmark: _Toc467242504][bookmark: _Toc467243364][bookmark: _Toc467244225][bookmark: _Toc467245085][bookmark: _Toc467245945][bookmark: _Toc467246805][bookmark: _Toc467247836][bookmark: _Toc467248696][bookmark: _Toc467249281][bookmark: _Toc467255015][bookmark: _Toc467482465][bookmark: _Toc467483324][bookmark: _Toc467484182][bookmark: _Toc467485041][bookmark: _Toc468199593][bookmark: _Toc466023705][bookmark: _Toc466025689][bookmark: _Toc466026998][bookmark: _Toc466027325][bookmark: _Toc466539304][bookmark: _Toc466973532][bookmark: _Toc466974381][bookmark: _Toc466977786][bookmark: _Toc466978635][bookmark: _Toc466980187][bookmark: _Toc466983838][bookmark: _Toc466984686][bookmark: _Toc466985535][bookmark: _Toc466986383][bookmark: _Toc466987232][bookmark: _Toc466988239][bookmark: _Toc466989246][bookmark: _Toc466990095][bookmark: _Toc466990712][bookmark: _Toc467137718][bookmark: _Toc467138566][bookmark: _Toc467161605][bookmark: _Toc467165868][bookmark: _Toc467242506][bookmark: _Toc467243366][bookmark: _Toc467244227][bookmark: _Toc467245087][bookmark: _Toc467245947][bookmark: _Toc467246807][bookmark: _Toc467247838][bookmark: _Toc467248698][bookmark: _Toc467249283][bookmark: _Toc467255017][bookmark: _Toc467482467][bookmark: _Toc467483326][bookmark: _Toc467484184][bookmark: _Toc467485043][bookmark: _Toc468199595][bookmark: _Toc466023709][bookmark: _Toc466025693][bookmark: _Toc466027002][bookmark: _Toc466027329][bookmark: _Toc466539308][bookmark: _Toc466973536][bookmark: _Toc466974385][bookmark: _Toc466977790][bookmark: _Toc466978639][bookmark: _Toc466980191][bookmark: _Toc466983842][bookmark: _Toc466984690][bookmark: _Toc466985539][bookmark: _Toc466986387][bookmark: _Toc466987236][bookmark: _Toc466988243][bookmark: _Toc466989250][bookmark: _Toc466990099][bookmark: _Toc466990716][bookmark: _Toc467137722][bookmark: _Toc467138570][bookmark: _Toc467161609][bookmark: _Toc467165872][bookmark: _Toc467242510][bookmark: _Toc467243370][bookmark: _Toc467244231][bookmark: _Toc467245091][bookmark: _Toc467245951][bookmark: _Toc467246811][bookmark: _Toc467247842][bookmark: _Toc467248702][bookmark: _Toc467249287][bookmark: _Toc467255021][bookmark: _Toc467482471][bookmark: _Toc467483330][bookmark: _Toc467484188][bookmark: _Toc467485047][bookmark: _Toc468199599][bookmark: _Toc466023711][bookmark: _Toc466025695][bookmark: _Toc466027004][bookmark: _Toc466027331][bookmark: _Toc466539310][bookmark: _Toc466973538][bookmark: _Toc466974387][bookmark: _Toc466977792][bookmark: _Toc466978641][bookmark: _Toc466980193][bookmark: _Toc466983844][bookmark: _Toc466984692][bookmark: _Toc466985541][bookmark: _Toc466986389][bookmark: _Toc466987238][bookmark: _Toc466988245][bookmark: _Toc466989252][bookmark: _Toc466990101][bookmark: _Toc466990718][bookmark: _Toc467137724][bookmark: _Toc467138572][bookmark: _Toc467161611][bookmark: _Toc467165874][bookmark: _Toc467242512][bookmark: _Toc467243372][bookmark: _Toc467244233][bookmark: _Toc467245093][bookmark: _Toc467245953][bookmark: _Toc467246813][bookmark: _Toc467247844][bookmark: _Toc467248704][bookmark: _Toc467249289][bookmark: _Toc467255023][bookmark: _Toc467482473][bookmark: _Toc467483332][bookmark: _Toc467484190][bookmark: _Toc467485049][bookmark: _Toc468199601][bookmark: _Toc466023712][bookmark: _Toc466025696][bookmark: _Toc466027005][bookmark: _Toc466027332][bookmark: _Toc466539311][bookmark: _Toc466973539][bookmark: _Toc466974388][bookmark: _Toc466977793][bookmark: _Toc466978642][bookmark: _Toc466980194][bookmark: _Toc466983845][bookmark: _Toc466984693][bookmark: _Toc466985542][bookmark: _Toc466986390][bookmark: _Toc466987239][bookmark: _Toc466988246][bookmark: _Toc466989253][bookmark: _Toc466990102][bookmark: _Toc466990719][bookmark: _Toc467137725][bookmark: _Toc467138573][bookmark: _Toc467161612][bookmark: _Toc467165875][bookmark: _Toc467242513][bookmark: _Toc467243373][bookmark: _Toc467244234][bookmark: _Toc467245094][bookmark: _Toc467245954][bookmark: _Toc467246814][bookmark: _Toc467247845][bookmark: _Toc467248705][bookmark: _Toc467249290][bookmark: _Toc467255024][bookmark: _Toc467482474][bookmark: _Toc467483333][bookmark: _Toc467484191][bookmark: _Toc467485050][bookmark: _Toc468199602][bookmark: _Toc466023713][bookmark: _Toc466025697][bookmark: _Toc466027006][bookmark: _Toc466027333][bookmark: _Toc466539312][bookmark: _Toc466973540][bookmark: _Toc466974389][bookmark: _Toc466977794][bookmark: _Toc466978643][bookmark: _Toc466980195][bookmark: _Toc466983846][bookmark: _Toc466984694][bookmark: _Toc466985543][bookmark: _Toc466986391][bookmark: _Toc466987240][bookmark: _Toc466988247][bookmark: _Toc466989254][bookmark: _Toc466990103][bookmark: _Toc466990720][bookmark: _Toc467137726][bookmark: _Toc467138574][bookmark: _Toc467161613][bookmark: _Toc467165876][bookmark: _Toc467242514][bookmark: _Toc467243374][bookmark: _Toc467244235][bookmark: _Toc467245095][bookmark: _Toc467245955][bookmark: _Toc467246815][bookmark: _Toc467247846][bookmark: _Toc467248706][bookmark: _Toc467249291][bookmark: _Toc467255025][bookmark: _Toc467482475][bookmark: _Toc467483334][bookmark: _Toc467484192][bookmark: _Toc467485051][bookmark: _Toc468199603][bookmark: _Toc466023714][bookmark: _Toc466025698][bookmark: _Toc466027007][bookmark: _Toc466027334][bookmark: _Toc466539313][bookmark: _Toc466973541][bookmark: _Toc466974390][bookmark: _Toc466977795][bookmark: _Toc466978644][bookmark: _Toc466980196][bookmark: _Toc466983847][bookmark: _Toc466984695][bookmark: _Toc466985544][bookmark: _Toc466986392][bookmark: _Toc466987241][bookmark: _Toc466988248][bookmark: _Toc466989255][bookmark: _Toc466990104][bookmark: _Toc466990721][bookmark: _Toc467137727][bookmark: _Toc467138575][bookmark: _Toc467161614][bookmark: _Toc467165877][bookmark: _Toc467242515][bookmark: _Toc467243375][bookmark: _Toc467244236][bookmark: _Toc467245096][bookmark: _Toc467245956][bookmark: _Toc467246816][bookmark: _Toc467247847][bookmark: _Toc467248707][bookmark: _Toc467249292][bookmark: _Toc467255026][bookmark: _Toc467482476][bookmark: _Toc467483335][bookmark: _Toc467484193][bookmark: _Toc467485052][bookmark: _Toc468199604][bookmark: _Toc466023716][bookmark: _Toc466025700][bookmark: _Toc466027009][bookmark: _Toc466027336][bookmark: _Toc466539315][bookmark: _Toc466973543][bookmark: _Toc466974392][bookmark: _Toc466977797][bookmark: _Toc466978646][bookmark: _Toc466980198][bookmark: _Toc466983849][bookmark: _Toc466984697][bookmark: _Toc466985546][bookmark: _Toc466986394][bookmark: _Toc466987243][bookmark: _Toc466988250][bookmark: _Toc466989257][bookmark: _Toc466990106][bookmark: _Toc466990723][bookmark: _Toc467137729][bookmark: _Toc467138577][bookmark: _Toc467161616][bookmark: _Toc467165879][bookmark: _Toc467242517][bookmark: _Toc467243377][bookmark: _Toc467244238][bookmark: _Toc467245098][bookmark: _Toc467245958][bookmark: _Toc467246818][bookmark: _Toc467247849][bookmark: _Toc467248709][bookmark: _Toc467249294][bookmark: _Toc467255028][bookmark: _Toc467482478][bookmark: _Toc467483337][bookmark: _Toc467484195][bookmark: _Toc467485054][bookmark: _Toc468199606][bookmark: _Toc466023718][bookmark: _Toc466025702][bookmark: _Toc466027011][bookmark: _Toc466027338][bookmark: _Toc466539317][bookmark: _Toc466973545][bookmark: _Toc466974394][bookmark: _Toc466977799][bookmark: _Toc466978648][bookmark: _Toc466980200][bookmark: _Toc466983851][bookmark: _Toc466984699][bookmark: _Toc466985548][bookmark: _Toc466986396][bookmark: _Toc466987245][bookmark: _Toc466988252][bookmark: _Toc466989259][bookmark: _Toc466990108][bookmark: _Toc466990725][bookmark: _Toc467137731][bookmark: _Toc467138579][bookmark: _Toc467161618][bookmark: _Toc467165881][bookmark: _Toc467242519][bookmark: _Toc467243379][bookmark: _Toc467244240][bookmark: _Toc467245100][bookmark: _Toc467245960][bookmark: _Toc467246820][bookmark: _Toc467247851][bookmark: _Toc467248711][bookmark: _Toc467249296][bookmark: _Toc467255030][bookmark: _Toc467482480][bookmark: _Toc467483339][bookmark: _Toc467484197][bookmark: _Toc467485056][bookmark: _Toc468199608][bookmark: _Toc466023720][bookmark: _Toc466025704][bookmark: _Toc466027013][bookmark: _Toc466027340][bookmark: _Toc466539319][bookmark: _Toc466973547][bookmark: _Toc466974396][bookmark: _Toc466977801][bookmark: _Toc466978650][bookmark: _Toc466980202][bookmark: _Toc466983853][bookmark: _Toc466984701][bookmark: _Toc466985550][bookmark: _Toc466986398][bookmark: _Toc466987247][bookmark: _Toc466988254][bookmark: _Toc466989261][bookmark: _Toc466990110][bookmark: _Toc466990727][bookmark: _Toc467137733][bookmark: _Toc467138581][bookmark: _Toc467161620][bookmark: _Toc467165883][bookmark: _Toc467242521][bookmark: _Toc467243381][bookmark: _Toc467244242][bookmark: _Toc467245102][bookmark: _Toc467245962][bookmark: _Toc467246822][bookmark: _Toc467247853][bookmark: _Toc467248713][bookmark: _Toc467249298][bookmark: _Toc467255032][bookmark: _Toc467482482][bookmark: _Toc467483341][bookmark: _Toc467484199][bookmark: _Toc467485058][bookmark: _Toc468199610][bookmark: _Toc466023721][bookmark: _Toc466025705][bookmark: _Toc466027014][bookmark: _Toc466027341][bookmark: _Toc466539320][bookmark: _Toc466973548][bookmark: _Toc466974397][bookmark: _Toc466977802][bookmark: _Toc466978651][bookmark: _Toc466980203][bookmark: _Toc466983854][bookmark: _Toc466984702][bookmark: _Toc466985551][bookmark: _Toc466986399][bookmark: _Toc466987248][bookmark: _Toc466988255][bookmark: _Toc466989262][bookmark: _Toc466990111][bookmark: _Toc466990728][bookmark: _Toc467137734][bookmark: _Toc467138582][bookmark: _Toc467161621][bookmark: _Toc467165884][bookmark: _Toc467242522][bookmark: _Toc467243382][bookmark: _Toc467244243][bookmark: _Toc467245103][bookmark: _Toc467245963][bookmark: _Toc467246823][bookmark: _Toc467247854][bookmark: _Toc467248714][bookmark: _Toc467249299][bookmark: _Toc467255033][bookmark: _Toc467482483][bookmark: _Toc467483342][bookmark: _Toc467484200][bookmark: _Toc467485059][bookmark: _Toc468199611][bookmark: _Toc466023724][bookmark: _Toc466025708][bookmark: _Toc466027017][bookmark: _Toc466027344][bookmark: _Toc466539323][bookmark: _Toc466973551][bookmark: _Toc466974400][bookmark: _Toc466977805][bookmark: _Toc466978654][bookmark: _Toc466980206][bookmark: _Toc466983857][bookmark: _Toc466984705][bookmark: _Toc466985554][bookmark: _Toc466986402][bookmark: _Toc466987251][bookmark: _Toc466988258][bookmark: _Toc466989265][bookmark: _Toc466990114][bookmark: _Toc466990731][bookmark: _Toc467137737][bookmark: _Toc467138585][bookmark: _Toc467161624][bookmark: _Toc467165887][bookmark: _Toc467242525][bookmark: _Toc467243385][bookmark: _Toc467244246][bookmark: _Toc467245106][bookmark: _Toc467245966][bookmark: _Toc467246826][bookmark: _Toc467247857][bookmark: _Toc467248717][bookmark: _Toc467249302][bookmark: _Toc467255036][bookmark: _Toc467482486][bookmark: _Toc467483345][bookmark: _Toc467484203][bookmark: _Toc467485062][bookmark: _Toc468199614][bookmark: _Toc466023726][bookmark: _Toc466025710][bookmark: _Toc466027019][bookmark: _Toc466027346][bookmark: _Toc466539325][bookmark: _Toc466973553][bookmark: _Toc466974402][bookmark: _Toc466977807][bookmark: _Toc466978656][bookmark: _Toc466980208][bookmark: _Toc466983859][bookmark: _Toc466984707][bookmark: _Toc466985556][bookmark: _Toc466986404][bookmark: _Toc466987253][bookmark: _Toc466988260][bookmark: _Toc466989267][bookmark: _Toc466990116][bookmark: _Toc466990733][bookmark: _Toc467137739][bookmark: _Toc467138587][bookmark: _Toc467161626][bookmark: _Toc467165889][bookmark: _Toc467242527][bookmark: _Toc467243387][bookmark: _Toc467244248][bookmark: _Toc467245108][bookmark: _Toc467245968][bookmark: _Toc467246828][bookmark: _Toc467247859][bookmark: _Toc467248719][bookmark: _Toc467249304][bookmark: _Toc467255038][bookmark: _Toc467482488][bookmark: _Toc467483347][bookmark: _Toc467484205][bookmark: _Toc467485064][bookmark: _Toc468199616][bookmark: _Toc466023727][bookmark: _Toc466025711][bookmark: _Toc466027020][bookmark: _Toc466027347][bookmark: _Toc466539326][bookmark: _Toc466973554][bookmark: _Toc466974403][bookmark: _Toc466977808][bookmark: _Toc466978657][bookmark: _Toc466980209][bookmark: _Toc466983860][bookmark: _Toc466984708][bookmark: _Toc466985557][bookmark: _Toc466986405][bookmark: _Toc466987254][bookmark: _Toc466988261][bookmark: _Toc466989268][bookmark: _Toc466990117][bookmark: _Toc466990734][bookmark: _Toc467137740][bookmark: _Toc467138588][bookmark: _Toc467161627][bookmark: _Toc467165890][bookmark: _Toc467242528][bookmark: _Toc467243388][bookmark: _Toc467244249][bookmark: _Toc467245109][bookmark: _Toc467245969][bookmark: _Toc467246829][bookmark: _Toc467247860][bookmark: _Toc467248720][bookmark: _Toc467249305][bookmark: _Toc467255039][bookmark: _Toc467482489][bookmark: _Toc467483348][bookmark: _Toc467484206][bookmark: _Toc467485065][bookmark: _Toc468199617][bookmark: _Toc466023729][bookmark: _Toc466025713][bookmark: _Toc466027022][bookmark: _Toc466027349][bookmark: _Toc466539328][bookmark: _Toc466973556][bookmark: _Toc466974405][bookmark: _Toc466977810][bookmark: _Toc466978659][bookmark: _Toc466980211][bookmark: _Toc466983862][bookmark: _Toc466984710][bookmark: _Toc466985559][bookmark: _Toc466986407][bookmark: _Toc466987256][bookmark: _Toc466988263][bookmark: _Toc466989270][bookmark: _Toc466990119][bookmark: _Toc466990736][bookmark: _Toc467137742][bookmark: _Toc467138590][bookmark: _Toc467161629][bookmark: _Toc467165892][bookmark: _Toc467242530][bookmark: _Toc467243390][bookmark: _Toc467244251][bookmark: _Toc467245111][bookmark: _Toc467245971][bookmark: _Toc467246831][bookmark: _Toc467247862][bookmark: _Toc467248722][bookmark: _Toc467249307][bookmark: _Toc467255041][bookmark: _Toc467482491][bookmark: _Toc467483350][bookmark: _Toc467484208][bookmark: _Toc467485067][bookmark: _Toc468199619][bookmark: _Toc466023730][bookmark: _Toc466025714][bookmark: _Toc466027023][bookmark: _Toc466027350][bookmark: _Toc466539329][bookmark: _Toc466973557][bookmark: _Toc466974406][bookmark: _Toc466977811][bookmark: _Toc466978660][bookmark: _Toc466980212][bookmark: _Toc466983863][bookmark: _Toc466984711][bookmark: _Toc466985560][bookmark: _Toc466986408][bookmark: _Toc466987257][bookmark: _Toc466988264][bookmark: _Toc466989271][bookmark: _Toc466990120][bookmark: _Toc466990737][bookmark: _Toc467137743][bookmark: _Toc467138591][bookmark: _Toc467161630][bookmark: _Toc467165893][bookmark: _Toc467242531][bookmark: _Toc467243391][bookmark: _Toc467244252][bookmark: _Toc467245112][bookmark: _Toc467245972][bookmark: _Toc467246832][bookmark: _Toc467247863][bookmark: _Toc467248723][bookmark: _Toc467249308][bookmark: _Toc467255042][bookmark: _Toc467482492][bookmark: _Toc467483351][bookmark: _Toc467484209][bookmark: _Toc467485068][bookmark: _Toc468199620][bookmark: _Toc466023731][bookmark: _Toc466025715][bookmark: _Toc466027024][bookmark: _Toc466027351][bookmark: _Toc466539330][bookmark: _Toc466973558][bookmark: _Toc466974407][bookmark: _Toc466977812][bookmark: _Toc466978661][bookmark: _Toc466980213][bookmark: _Toc466983864][bookmark: _Toc466984712][bookmark: _Toc466985561][bookmark: _Toc466986409][bookmark: _Toc466987258][bookmark: _Toc466988265][bookmark: _Toc466989272][bookmark: _Toc466990121][bookmark: _Toc466990738][bookmark: _Toc467137744][bookmark: _Toc467138592][bookmark: _Toc467161631][bookmark: _Toc467165894][bookmark: _Toc467242532][bookmark: _Toc467243392][bookmark: _Toc467244253][bookmark: _Toc467245113][bookmark: _Toc467245973][bookmark: _Toc467246833][bookmark: _Toc467247864][bookmark: _Toc467248724][bookmark: _Toc467249309][bookmark: _Toc467255043][bookmark: _Toc467482493][bookmark: _Toc467483352][bookmark: _Toc467484210][bookmark: _Toc467485069][bookmark: _Toc468199621][bookmark: _Toc466023732][bookmark: _Toc466025716][bookmark: _Toc466027025][bookmark: _Toc466027352][bookmark: _Toc466539331][bookmark: _Toc466973559][bookmark: _Toc466974408][bookmark: _Toc466977813][bookmark: _Toc466978662][bookmark: _Toc466980214][bookmark: _Toc466983865][bookmark: _Toc466984713][bookmark: _Toc466985562][bookmark: _Toc466986410][bookmark: _Toc466987259][bookmark: _Toc466988266][bookmark: _Toc466989273][bookmark: _Toc466990122][bookmark: _Toc466990739][bookmark: _Toc467137745][bookmark: _Toc467138593][bookmark: _Toc467161632][bookmark: _Toc467165895][bookmark: _Toc467242533][bookmark: _Toc467243393][bookmark: _Toc467244254][bookmark: _Toc467245114][bookmark: _Toc467245974][bookmark: _Toc467246834][bookmark: _Toc467247865][bookmark: _Toc467248725][bookmark: _Toc467249310][bookmark: _Toc467255044][bookmark: _Toc467482494][bookmark: _Toc467483353][bookmark: _Toc467484211][bookmark: _Toc467485070][bookmark: _Toc468199622][bookmark: _Toc466023733][bookmark: _Toc466025717][bookmark: _Toc466027026][bookmark: _Toc466027353][bookmark: _Toc466539332][bookmark: _Toc466973560][bookmark: _Toc466974409][bookmark: _Toc466977814][bookmark: _Toc466978663][bookmark: _Toc466980215][bookmark: _Toc466983866][bookmark: _Toc466984714][bookmark: _Toc466985563][bookmark: _Toc466986411][bookmark: _Toc466987260][bookmark: _Toc466988267][bookmark: _Toc466989274][bookmark: _Toc466990123][bookmark: _Toc466990740][bookmark: _Toc467137746][bookmark: _Toc467138594][bookmark: _Toc467161633][bookmark: _Toc467165896][bookmark: _Toc467242534][bookmark: _Toc467243394][bookmark: _Toc467244255][bookmark: _Toc467245115][bookmark: _Toc467245975][bookmark: _Toc467246835][bookmark: _Toc467247866][bookmark: _Toc467248726][bookmark: _Toc467249311][bookmark: _Toc467255045][bookmark: _Toc467482495][bookmark: _Toc467483354][bookmark: _Toc467484212][bookmark: _Toc467485071][bookmark: _Toc468199623][bookmark: _Toc469058414][bookmark: _Toc469046248][bookmark: _Toc377725932][bookmark: _Toc479192753][bookmark: _Toc135212584][bookmark: _Toc139029851] Unanticipated Problem Reporting 

This section addresses responsibilities of investigators for reporting of UPs.  Describe the UP reporting procedures, including timeframes. Further details should be included in a MOP or SOP including a description and a flow chart of when events are reported to various oversight (e.g., DSMB, safety monitoring committee, independent safety monitor) and regulatory groups, and what study staff are responsible for completing and signing off on the UP report forms. 



Institutions engaged in human subjects research conducted or supported by Department of Health and Human Services (DHHS) must have written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and any supporting department or agency head of any unanticipated problem involving risks to subjects or others (45 CFR 46.103(b)(5)). Furthermore, for research covered by an assurance approved for federal wide use by OHRP, DHHS regulations at 45 CFR 46.103(a) require that institutions promptly report any unanticipated problems to OHRP.



Example text provided as a guide, customize as needed:



[The investigator will report unanticipated problems (UPs) to the reviewing Institutional Review Board (IRB) and to the Data Coordinating Center (DCC)/lead principal investigator (PI). The UP report will include the following information:



· Protocol identifying information: protocol title and number, PI’s name, and the IRB project number;

· A detailed description of the event, incident, experience, or outcome; 

· An explanation of the basis for determining that the event, incident, experience, or outcome represents an UP; 

· A description of any changes to the protocol or other corrective actions that have been taken or are proposed in response to the UP.



To satisfy the requirement for prompt reporting, UPs will be reported using the following timeline:  



· UPs that are serious adverse events (SAEs) will be reported to the IRB and to the DCC/study sponsor within <insert timeline in accordance with policy> of the investigator becoming aware of the event. 

· Any other UP will be reported to the IRB and to the DCC/study sponsor within <insert timeline in accordance with policy> of the investigator becoming aware of the problem. 

· All UPs should be reported to appropriate institutional officials (as required by an institution’s written reporting procedures), the supporting agency head (or designee), and the Office for Human Research Protections (OHRP) within <insert timeline in accordance with policy> of the IRB’s receipt of the report of the problem from the investigator.]



Additional example text, applicable for device protocol:



[An investigator shall submit to the sponsor and to the reviewing Institutional Review Board (IRB) a report of any unanticipated adverse device effect occurring during an investigation as soon as possible, but in no event later than 10 working days after the investigator first learns of the effect (21 CFR 812.150(a)(1)), A sponsor who conducts an evaluation of an unanticipated adverse device effect under 812.46(b) shall report the results of such evaluation to the Food and Drug Administration (FDA) and to all reviewing IRB's and participating investigators within 10 working days after the sponsor first receives notice of the effect. Thereafter the sponsor shall submit such additional reports concerning the effect as FDA requests (21 CFR 812.150(b)(1)).   
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[bookmark: _Toc466027562][bookmark: _Toc466035055][bookmark: _Toc466035220][bookmark: _Toc466035385][bookmark: _Toc466035550][bookmark: _Toc466035714][bookmark: _Toc466035879][bookmark: _Toc466036044][bookmark: _Toc466036441][bookmark: _Toc466036606][bookmark: _Toc466036771][bookmark: _Toc466036938][bookmark: _Toc466037103][bookmark: _Toc466037268][bookmark: _Toc466037433][bookmark: _Toc466037599][bookmark: _Toc466037764][bookmark: _Toc466037929][bookmark: _Toc466041868][bookmark: _Toc466967594][bookmark: _Toc466967761][bookmark: _Toc466967929][bookmark: _Toc466987433][bookmark: _Toc466988440][bookmark: _Toc467247019][bookmark: _Toc467485254]

7.4.3 [bookmark: _Toc468977935][bookmark: _Toc468978102][bookmark: _Toc468978592][bookmark: _Toc468978759][bookmark: _Toc468978926][bookmark: _Toc469004261][bookmark: _Toc469045913][bookmark: _Toc469046080][bookmark: _Toc469046249][bookmark: _Toc468977936][bookmark: _Toc468978103][bookmark: _Toc468978593][bookmark: _Toc468978760][bookmark: _Toc468978927][bookmark: _Toc469004262][bookmark: _Toc469057466][bookmark: _Toc469058415][bookmark: _Toc473817958][bookmark: _Toc469058416][bookmark: _Toc469046250][bookmark: _Toc479192754][bookmark: _Toc135212585][bookmark: _Toc139029852]Reporting Unanticipated Problems to Participants 

Include content in this section if applicable, otherwise note as not-applicable.



Describe how participants will be informed about UPs on an individual or aggregate level.  



<Insert text>



8 [bookmark: _Toc469045915][bookmark: _Toc469046082][bookmark: _Toc469046251][bookmark: _Toc468977937][bookmark: _Toc468978104][bookmark: _Toc468978594][bookmark: _Toc468978761][bookmark: _Toc468978928][bookmark: _Toc469004263][bookmark: _Toc469045916][bookmark: _Toc469046083][bookmark: _Toc469046252][bookmark: _Toc468977938][bookmark: _Toc468978105][bookmark: _Toc468978595][bookmark: _Toc468978762][bookmark: _Toc468978929][bookmark: _Toc469004264][bookmark: _Toc469045917][bookmark: _Toc469046084][bookmark: _Toc469046253][bookmark: _Toc468977939][bookmark: _Toc468978106][bookmark: _Toc468978596][bookmark: _Toc468978763][bookmark: _Toc468978930][bookmark: _Toc469004265][bookmark: _Toc469045918][bookmark: _Toc469046085][bookmark: _Toc469046254][bookmark: _Toc469057468][bookmark: _Toc469058417][bookmark: _Toc469057469][bookmark: _Toc469058418][bookmark: _Toc469057470][bookmark: _Toc469058419][bookmark: _Toc469057471][bookmark: _Toc469058420][bookmark: _Toc469058421][bookmark: _Toc469046255][bookmark: _Toc479192755][bookmark: _Toc135212586][bookmark: _Toc417809566][bookmark: _Toc139029853]STATISTICAL CONSIDERATIONS 

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 statistical tests and analysis plans for the protocol. They should indicate how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible.  Many elements below can be found in ICH Guidance for Industry E9 Statistical Principles for Clinical Trials and the CONSORT statement which describes standards for improving the quality of reporting randomized controlled trials. 



[bookmark: _Toc466023766][bookmark: _Toc466025750][bookmark: _Toc466027059][bookmark: _Toc466027386][bookmark: _Toc466539365][bookmark: _Toc466973563][bookmark: _Toc466974412][bookmark: _Toc466977817][bookmark: _Toc466978666][bookmark: _Toc466980218][bookmark: _Toc466983869][bookmark: _Toc466984717][bookmark: _Toc466985566][bookmark: _Toc466986414][bookmark: _Toc466987263][bookmark: _Toc466988270][bookmark: _Toc466989277][bookmark: _Toc466990126][bookmark: _Toc466990743][bookmark: _Toc467137749][bookmark: _Toc467138597][bookmark: _Toc467161636][bookmark: _Toc467165899][bookmark: _Toc467242537][bookmark: _Toc467243397][bookmark: _Toc467244258][bookmark: _Toc467245118][bookmark: _Toc467245978][bookmark: _Toc467246838][bookmark: _Toc467247869][bookmark: _Toc467248729][bookmark: _Toc467249314][bookmark: _Toc467255048]State whether there will be a formal Statistical Analysis Plan (SAP).  A formal SAP should be completed prior to database lock and unblinding of the study data. The SAP generally includes additional statistical analysis detail (e.g., more detail of analysis populations, summary of statistical strategies). If a separate SAP will be developed, subsections below can be summarized. 



8.1 [bookmark: _Toc417809568][bookmark: _Toc469058422][bookmark: _Toc469046256][bookmark: _Toc479192756][bookmark: _Toc135212587][bookmark: _Toc139029854]Statistical Hypotheses

State the formal and testable null and alternative hypotheses for primary and key secondary endpoints, specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose response) and time period for which each endpoint will be analyzed.



· Primary Efficacy Endpoint(s): 



<Insert text>



· Secondary Efficacy Endpoint(s):



<Insert text>



8.2 [bookmark: _Toc469058423][bookmark: _Toc469046257][bookmark: _Toc479192757][bookmark: _Toc135212588][bookmark: _Toc417809569][bookmark: _Toc139029855]Sample Size Determination

Include number of participants to recruit, screen, and enroll to have adequate power to test the key hypotheses for the study.  Provide all information needed to validate your calculations and judge the feasibility of enrolling and following the necessary number of participants. In particular, specify all of the following:



· Outcome measure used for calculations (almost always the primary variable)

· Test statistic

· Null and alternative hypotheses

· Type I error rate (alpha)

· Power level (e.g., 80% power)

· Assumed event rate for dichotomous outcome (or mean and variance of continuous outcome) for each study arm, justified and referenced by historical data as much as possible

· Statistical method used to calculate the sample size, with a reference for it and for any software utilized 

· Anticipated impact of dropout rates, withdrawal, cross-over to other study arms, missing data, etc. on study power (see also 9.4.2 Analysis of the Primary Efficacy Endpoint(s) and 9.4.3 Analysis of the Secondary Endpoint(s))

· Method for adjusting calculations for planned interim analyses, if any (Section 9.4.6, Planned Interim Analyses).



Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size.



Discuss whether the sample size provides sufficient power for addressing secondary endpoints or exploratory analyses (e.g., subgroup analyses or moderator analyses involving an interaction term, Section 9.4.9, Exploratory Analyses).



<Insert text>



8.3 [bookmark: _Toc469058424][bookmark: _Toc469046258][bookmark: _Toc479192758][bookmark: _Toc135212589][bookmark: _Toc139029856]Populations for Analyses

Clearly identify and describe the analysis datasets (e.g., which participants will be included in each). As a guide, this may include, but is not limited to, any or all of the following:



· Intention-to-Treat (ITT) Analysis Dataset (i.e., all randomized participants)

· Modified Intention-to-Treat Analysis Dataset (e.g., participants who took at least one dose of study intervention and/or have some particular amount of follow-up outcome data)

· Safety Analysis Dataset: defines the subset of participants for whom safety analyses will be conducted (e.g., participants who took at least one dose of study intervention)

· Per-Protocol Analysis Dataset: defines a subset of the participants in the full analysis (ITT) set who complied with the protocol sufficiently to ensure that these data would be likely to represent the effects of study intervention according to the underlying scientific model (e.g., participants who took at least 80% of study intervention for 80% of the days within the maintenance period)

· Other Datasets that may be used for sensitivity analyses



<Insert text>



8.4 [bookmark: _Toc469058425][bookmark: _Toc469046259][bookmark: _Toc479192759][bookmark: _Toc135212590][bookmark: _Toc139029857]Statistical Analyses

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 planned statistical methods.



8.4.1 [bookmark: _Toc466023771][bookmark: _Toc466025755][bookmark: _Toc466027064][bookmark: _Toc466027391][bookmark: _Toc466539370][bookmark: _Toc466973568][bookmark: _Toc466974417][bookmark: _Toc466977822][bookmark: _Toc466978671][bookmark: _Toc466980223][bookmark: _Toc466983874][bookmark: _Toc466984722][bookmark: _Toc466985571][bookmark: _Toc466986419][bookmark: _Toc466987268][bookmark: _Toc466988275][bookmark: _Toc466989282][bookmark: _Toc466990131][bookmark: _Toc466990748][bookmark: _Toc467137754][bookmark: _Toc467138602][bookmark: _Toc467161641][bookmark: _Toc467165904][bookmark: _Toc467242542][bookmark: _Toc467243402][bookmark: _Toc467244263][bookmark: _Toc467245123][bookmark: _Toc467245983][bookmark: _Toc467246843][bookmark: _Toc467247874][bookmark: _Toc467248734][bookmark: _Toc467249319][bookmark: _Toc467255053][bookmark: _Toc467482502][bookmark: _Toc467483361][bookmark: _Toc467484219][bookmark: _Toc467485078][bookmark: _Toc468199630][bookmark: _Toc346288233][bookmark: _Toc417809571][bookmark: _Toc469058426][bookmark: _Toc469046260][bookmark: _Toc479192760][bookmark: _Toc135212591][bookmark: _Toc139029858]General Approach

As a guide, the following should be addressed, as appropriate:



· For descriptive statistics, describe how categorical and continuous data will be presented (e.g., percentages, means with standard deviations, median, range). 

· For inferential tests, indicate the p-value and confidence intervals for statistical significance (Type I error) and whether one or two-tailed.

· Indicate whether covariates will be pre-specified in the sections below or later in a SAP.

· State whether checks of assumptions (e.g., normality) underlying statistical procedures will be performed and whether any corrective procedures will be applied (e.g., transformation or nonparametric tests).



<Insert text>



8.4.2 [bookmark: _Toc239498491][bookmark: _Toc245522388][bookmark: _Toc346288234][bookmark: _Toc417809572][bookmark: _Toc469058427][bookmark: _Toc469046261][bookmark: _Toc479192761][bookmark: _Toc135212592][bookmark: _Toc139029859]Analysis of the Primary Efficacy Endpoint(s)

For each primary endpoint:

· Define the measurement or observation and describe how it is calculated, if not readily apparent

· Describe the scale (nominal/binary/categorical, ordinal, interval); state if it is measured as a single endpoint/summary measure or repeated measure

· Describe the statistical procedure(s) that will be used to analyze the primary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, Analysis of Covariance (ANCOVA)). Describe the covariates and factors in the model. Provide your rationale for covariates and how they will be selected to achieve a parsimonious model. If the decision to specify covariates is deferred for the SAP, indicate here. 

· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (Least-squares means (LSMEANS)) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, number-needed-to-treat)

· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests)

· Describe the Populations for which the analysis will be conducted, as discussed in Section 9.3, Populations for Analyses

· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up 

· If there is more than one primary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary.



Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.



<Insert text>



8.4.3 [bookmark: _Toc469058428][bookmark: _Toc469046262][bookmark: _Toc479192762][bookmark: _Toc135212593][bookmark: _Toc139029860]Analysis of the Secondary Endpoint(s)

[bookmark: _Toc239498495][bookmark: _Toc245522392][bookmark: _Toc346288236][bookmark: _Toc417809574]For each secondary endpoint:



· Note if analysis of secondary endpoint(s) are dependent on findings of primary endpoint 

· Define the measurement or observation and describe how it is calculated, if not readily apparent

· Describe the scale (nominal/binary/categorical, ordinal, and interval); state if it is measured as a single endpoint/summary measure or repeated measure.

· Describe the statistical procedure(s) that will be used to analyze the secondary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, ANCOVA). Describe the covariates and factors in the model. Provide rationale for covariates and how they will be selected to achieve a parsimonious model. If decision to specify covariates is deferred for the SAP, indicate here. 

· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (LSMEANS) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, and number-needed-to-treat).

· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests).

· Describe the Populations for which the analysis will be conducted as discussed in Section 9.3, Populations for Analyses.

· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up. 

· If there is more than one primary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary.



Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.



<Insert text>



8.4.4 [bookmark: _Toc469058429][bookmark: _Toc469046263][bookmark: _Toc479192763][bookmark: _Toc135212594][bookmark: _Toc139029861]Safety Analyses

Describe how safety endpoints will be analyzed (e.g., as summary statistics during treatment and/or as change scores from baselines such as shift tables).  If your study is evaluating a formal safety endpoint, all of the factors to be included in Section 9.4.2, Analysis of the Primary Efficacy Endpoint(s) should be included here. Describe how AEs will be coded (e.g., Medical Dictionary for Regulatory Activities (MedDRA)), calculated (e.g., each AE will be counted once only for a given participant), presented (e.g., severity, frequency, and relationship of AEs to study intervention will be presented by System Organ Class (SOC) and preferred term groupings) and what information will be reported about each AE (e.g., start date, stop date, severity, relationship, expectedness, outcome, and duration).  Adverse events leading to premature discontinuation from the study intervention and serious treatment-emergent AEs should be presented either in a table or a listing.  The information included here should be consistent with the information contained within Section 8.2, Safety and Other Assessments.



<Insert text>



8.4.5 [bookmark: _Toc346288238][bookmark: _Toc417809577][bookmark: _Toc469058430][bookmark: _Toc469046264][bookmark: _Toc479192764][bookmark: _Toc135212595][bookmark: _Toc139029862]Baseline Descriptive Statistics

Include content in this section if applicable, otherwise note as not-applicable.



Intervention groups should be compared on baseline characteristics, including demographics and laboratory measurements, using descriptive statistics. Discuss planned baseline descriptive statistics, indicate whether inferential statistics will be used.



<Insert text>



8.4.6 [bookmark: _Toc469058431][bookmark: _Toc469046265][bookmark: _Toc479192765][bookmark: _Toc135212596][bookmark: _Toc417809580][bookmark: _Toc139029863]Planned Interim Analyses 

Include content in this section if applicable, otherwise note as not-applicable.

[bookmark: _Toc417809581]

This section should describe the types of statistical interim analyses and halting guidelines (if any) that are proposed, including their timing and who reviews the interim analyses.  In addition, if the interim analyses could result in an adjusted sample size, discuss the statistical algorithm to be used when evaluating results.  Pre-specify, to the extent possible, the criteria that would prompt an interim review of safety and efficacy data and trial futility. Describe who performs the statistical analysis and who reviews the analysis.  In addition, discuss whether they are unblinded and how the blinding will be preserved. 



If statistical rules will be used to halt enrollment into all or a portion of the study (e.g., for safety or futility), describe the statistical techniques and their operating characteristics.  If formal interim analyses will be performed, provide unambiguous and complete instructions so that an independent statistician could perform the analyses.



Describe safety findings that would prompt temporary suspension of enrollment and/or study intervention use until a safety review is convened (either routine or ad hoc). Provide details of the proposed rules for halting study enrollment or study intervention/administration of study product for safety, including whether they pertain to the entire study, specific study arms or participant subgroups, or other components of the study.  



State how endpoints will be monitored, the frequency of monitoring, and the specific definitions of proposed halting guidelines.  Examples of findings that might trigger a safety review are the number of SAEs overall, the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of events.



Also, discuss the impact of the interim analysis (if being done) on the final efficacy analyses, particularly on Type I error.  



This section should be consistent with Section 7, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal.



<Insert text>



8.4.7 [bookmark: _Toc440988476][bookmark: _Toc469058432][bookmark: _Toc469046266][bookmark: _Toc479192766][bookmark: _Toc135212597][bookmark: _Toc139029864]Sub-Group Analyses

Describe how the primary endpoint will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).



Describe how the secondary endpoint(s) will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).



<Insert text>



8.4.8 [bookmark: _Toc466023784][bookmark: _Toc466025768][bookmark: _Toc466027077][bookmark: _Toc466027404][bookmark: _Toc466539383][bookmark: _Toc466973581][bookmark: _Toc466974430][bookmark: _Toc466977835][bookmark: _Toc466978684][bookmark: _Toc466980236][bookmark: _Toc466983887][bookmark: _Toc466984735][bookmark: _Toc466985584][bookmark: _Toc466986432][bookmark: _Toc466987281][bookmark: _Toc466988288][bookmark: _Toc466989295][bookmark: _Toc466990144][bookmark: _Toc466990760][bookmark: _Toc467137766][bookmark: _Toc467138614][bookmark: _Toc467161654][bookmark: _Toc467165917][bookmark: _Toc467242555][bookmark: _Toc467243415][bookmark: _Toc467244276][bookmark: _Toc467245136][bookmark: _Toc467245996][bookmark: _Toc467246856][bookmark: _Toc467247887][bookmark: _Toc467248747][bookmark: _Toc467249332][bookmark: _Toc467255066][bookmark: _Toc467482515][bookmark: _Toc467483374][bookmark: _Toc467484232][bookmark: _Toc467485091][bookmark: _Toc468199643][bookmark: _Toc417809582][bookmark: _Toc469058433][bookmark: _Toc469046267][bookmark: _Toc479192767][bookmark: _Toc135212598][bookmark: _Toc139029865]Tabulation of Individual participant Data

State whether individual participant data will be listed by measure and time point.



<Insert text>



8.4.9 [bookmark: _Toc417809578][bookmark: _Toc469058434][bookmark: _Toc469046268][bookmark: _Toc479192768][bookmark: _Toc135212599][bookmark: _Toc139029866]Exploratory Analyses

Exploratory analyses cannot be used as confirmatory proof for registration trials. All planned exploratory analyses should be specified in the protocol.



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



9.1 [bookmark: _Toc466983900][bookmark: _Toc466984748][bookmark: _Toc466985597][bookmark: _Toc466986445][bookmark: _Toc466987294][bookmark: _Toc466988301][bookmark: _Toc466989308][bookmark: _Toc466990157][bookmark: _Toc466990773][bookmark: _Toc467137779][bookmark: _Toc467138627][bookmark: _Toc467161667][bookmark: _Toc467165930][bookmark: _Toc467242568][bookmark: _Toc467243428][bookmark: _Toc467244289][bookmark: _Toc467245149][bookmark: _Toc467246009][bookmark: _Toc467246869][bookmark: _Toc467247900][bookmark: _Toc467248760][bookmark: _Toc467249345][bookmark: _Toc467255079][bookmark: _Toc467482528][bookmark: _Toc467483387][bookmark: _Toc467484245][bookmark: _Toc467485104][bookmark: _Toc468199656][bookmark: _Toc466023798][bookmark: _Toc466025782][bookmark: _Toc466027091][bookmark: _Toc466027418][bookmark: _Toc466539397][bookmark: _Toc466973595][bookmark: _Toc466974444][bookmark: _Toc466977849][bookmark: _Toc466978698][bookmark: _Toc466980250][bookmark: _Toc466983902][bookmark: _Toc466984750][bookmark: _Toc466985599][bookmark: _Toc466986447][bookmark: _Toc466987296][bookmark: _Toc466988303][bookmark: _Toc466989310][bookmark: _Toc466990159][bookmark: _Toc466990775][bookmark: _Toc467137781][bookmark: _Toc467138629][bookmark: _Toc467161669][bookmark: _Toc467165932][bookmark: _Toc467242570][bookmark: _Toc467243430][bookmark: _Toc467244291][bookmark: _Toc467245151][bookmark: _Toc467246011][bookmark: _Toc467246871][bookmark: _Toc467247902][bookmark: _Toc467248762][bookmark: _Toc467249347][bookmark: _Toc467255081][bookmark: _Toc467482530][bookmark: _Toc467483389][bookmark: _Toc467484247][bookmark: _Toc467485106][bookmark: _Toc468199658][bookmark: _Toc466023799][bookmark: _Toc466025783][bookmark: _Toc466027092][bookmark: _Toc466027419][bookmark: _Toc466539398][bookmark: _Toc466973596][bookmark: _Toc466974445][bookmark: _Toc466977850][bookmark: _Toc466978699][bookmark: _Toc466980251][bookmark: _Toc466983903][bookmark: _Toc466984751][bookmark: _Toc466985600][bookmark: _Toc466986448][bookmark: _Toc466987297][bookmark: _Toc466988304][bookmark: _Toc466989311][bookmark: _Toc466990160][bookmark: _Toc466990776][bookmark: _Toc467137782][bookmark: _Toc467138630][bookmark: _Toc467161670][bookmark: _Toc467165933][bookmark: _Toc467242571][bookmark: _Toc467243431][bookmark: _Toc467244292][bookmark: _Toc467245152][bookmark: _Toc467246012][bookmark: _Toc467246872][bookmark: _Toc467247903][bookmark: _Toc467248763][bookmark: _Toc467249348][bookmark: _Toc467255082][bookmark: _Toc467482531][bookmark: _Toc467483390][bookmark: _Toc467484248][bookmark: _Toc467485107][bookmark: _Toc468199659][bookmark: _Toc466023800][bookmark: _Toc466025784][bookmark: _Toc466027093][bookmark: _Toc466027420][bookmark: _Toc466539399][bookmark: _Toc466973597][bookmark: _Toc466974446][bookmark: _Toc466977851][bookmark: _Toc466978700][bookmark: _Toc466980252][bookmark: _Toc466983904][bookmark: _Toc466984752][bookmark: _Toc466985601][bookmark: _Toc466986449][bookmark: _Toc466987298][bookmark: _Toc466988305][bookmark: _Toc466989312][bookmark: _Toc466990161][bookmark: _Toc466990777][bookmark: _Toc467137783][bookmark: _Toc467138631][bookmark: _Toc467161671][bookmark: _Toc467165934][bookmark: _Toc467242572][bookmark: _Toc467243432][bookmark: _Toc467244293][bookmark: _Toc467245153][bookmark: _Toc467246013][bookmark: _Toc467246873][bookmark: _Toc467247904][bookmark: _Toc467248764][bookmark: _Toc467249349][bookmark: _Toc467255083][bookmark: _Toc467482532][bookmark: _Toc467483391][bookmark: _Toc467484249][bookmark: _Toc467485108][bookmark: _Toc468199660][bookmark: _Toc466023806][bookmark: _Toc466025790][bookmark: _Toc466027099][bookmark: _Toc466027426][bookmark: _Toc466539405][bookmark: _Toc466973603][bookmark: _Toc466974452][bookmark: _Toc466977857][bookmark: _Toc466978706][bookmark: _Toc466980258][bookmark: _Toc466983910][bookmark: _Toc466984758][bookmark: _Toc466985607][bookmark: _Toc466986455][bookmark: _Toc466987304][bookmark: _Toc466988311][bookmark: _Toc466989318][bookmark: _Toc466990167][bookmark: _Toc466990783][bookmark: _Toc467137789][bookmark: _Toc467138637][bookmark: _Toc467161677][bookmark: _Toc467165940][bookmark: _Toc467242578][bookmark: _Toc467243438][bookmark: _Toc467244299][bookmark: _Toc467245159][bookmark: _Toc467246019][bookmark: _Toc467246879][bookmark: _Toc467247910][bookmark: _Toc467248770][bookmark: _Toc467249355][bookmark: _Toc467255089][bookmark: _Toc467482538][bookmark: _Toc467483397][bookmark: _Toc467484255][bookmark: _Toc467485114][bookmark: _Toc468199666][bookmark: _Toc466023808][bookmark: _Toc466025792][bookmark: _Toc466027101][bookmark: _Toc466027428][bookmark: _Toc466539407][bookmark: _Toc466973605][bookmark: _Toc466974454][bookmark: _Toc466977859][bookmark: _Toc466978708][bookmark: _Toc466980260][bookmark: _Toc466983912][bookmark: _Toc466984760][bookmark: _Toc466985609][bookmark: _Toc466986457][bookmark: _Toc466987306][bookmark: _Toc466988313][bookmark: _Toc466989320][bookmark: _Toc466990169][bookmark: _Toc466990785][bookmark: _Toc467137791][bookmark: _Toc467138639][bookmark: _Toc467161679][bookmark: _Toc467165942][bookmark: _Toc467242580][bookmark: _Toc467243440][bookmark: _Toc467244301][bookmark: _Toc467245161][bookmark: _Toc467246021][bookmark: _Toc467246881][bookmark: _Toc467247912][bookmark: _Toc467248772][bookmark: _Toc467249357][bookmark: _Toc467255091][bookmark: _Toc467482540][bookmark: _Toc467483399][bookmark: _Toc467484257][bookmark: _Toc467485116][bookmark: _Toc468199668][bookmark: _Toc466023810][bookmark: _Toc466025794][bookmark: _Toc466027103][bookmark: _Toc466027430][bookmark: _Toc466539409][bookmark: _Toc466973607][bookmark: _Toc466974456][bookmark: _Toc466977861][bookmark: _Toc466978710][bookmark: _Toc466980262][bookmark: _Toc466983914][bookmark: _Toc466984762][bookmark: _Toc466985611][bookmark: _Toc466986459][bookmark: _Toc466987308][bookmark: _Toc466988315][bookmark: _Toc466989322][bookmark: _Toc466990171][bookmark: _Toc466990787][bookmark: _Toc467137793][bookmark: _Toc467138641][bookmark: _Toc467161681][bookmark: _Toc467165944][bookmark: _Toc467242582][bookmark: _Toc467243442][bookmark: _Toc467244303][bookmark: _Toc467245163][bookmark: _Toc467246023][bookmark: _Toc467246883][bookmark: _Toc467247914][bookmark: _Toc467248774][bookmark: _Toc467249359][bookmark: _Toc467255093][bookmark: _Toc467482542][bookmark: _Toc467483401][bookmark: _Toc467484259][bookmark: _Toc467485118][bookmark: _Toc468199670][bookmark: _Toc466023812][bookmark: _Toc466025796][bookmark: _Toc466027105][bookmark: _Toc466027432][bookmark: _Toc466539411][bookmark: _Toc466973609][bookmark: _Toc466974458][bookmark: _Toc466977863][bookmark: _Toc466978712][bookmark: _Toc466980264][bookmark: _Toc466983916][bookmark: _Toc466984764][bookmark: _Toc466985613][bookmark: _Toc466986461][bookmark: _Toc466987310][bookmark: _Toc466988317][bookmark: _Toc466989324][bookmark: _Toc466990173][bookmark: _Toc466990789][bookmark: _Toc467137795][bookmark: _Toc467138643][bookmark: _Toc467161683][bookmark: _Toc467165946][bookmark: _Toc467242584][bookmark: _Toc467243444][bookmark: _Toc467244305][bookmark: _Toc467245165][bookmark: _Toc467246025][bookmark: _Toc467246885][bookmark: _Toc467247916][bookmark: _Toc467248776][bookmark: _Toc467249361][bookmark: _Toc467255095][bookmark: _Toc467482544][bookmark: _Toc467483403][bookmark: _Toc467484261][bookmark: _Toc467485120][bookmark: _Toc468199672][bookmark: _Toc466023813][bookmark: _Toc466025797][bookmark: _Toc466027106][bookmark: _Toc466027433][bookmark: _Toc466539412][bookmark: _Toc466973610][bookmark: _Toc466974459][bookmark: _Toc466977864][bookmark: _Toc466978713][bookmark: _Toc466980265][bookmark: _Toc466983917][bookmark: _Toc466984765][bookmark: _Toc466985614][bookmark: _Toc466986462][bookmark: _Toc466987311][bookmark: _Toc466988318][bookmark: _Toc466989325][bookmark: _Toc466990174][bookmark: _Toc466990790][bookmark: _Toc467137796][bookmark: _Toc467138644][bookmark: _Toc467161684][bookmark: _Toc467165947][bookmark: _Toc467242585][bookmark: _Toc467243445][bookmark: _Toc467244306][bookmark: _Toc467245166][bookmark: _Toc467246026][bookmark: _Toc467246886][bookmark: _Toc467247917][bookmark: _Toc467248777][bookmark: _Toc467249362][bookmark: _Toc467255096][bookmark: _Toc467482545][bookmark: _Toc467483404][bookmark: _Toc467484262][bookmark: _Toc467485121][bookmark: _Toc468199673][bookmark: _Toc466023814][bookmark: _Toc466025798][bookmark: _Toc466027107][bookmark: _Toc466027434][bookmark: _Toc466539413][bookmark: _Toc466973611][bookmark: _Toc466974460][bookmark: _Toc466977865][bookmark: _Toc466978714][bookmark: _Toc466980266][bookmark: _Toc466983918][bookmark: _Toc466984766][bookmark: _Toc466985615][bookmark: _Toc466986463][bookmark: _Toc466987312][bookmark: _Toc466988319][bookmark: _Toc466989326][bookmark: _Toc466990175][bookmark: _Toc466990791][bookmark: _Toc467137797][bookmark: _Toc467138645][bookmark: _Toc467161685][bookmark: _Toc467165948][bookmark: _Toc467242586][bookmark: _Toc467243446][bookmark: _Toc467244307][bookmark: _Toc467245167][bookmark: _Toc467246027][bookmark: _Toc467246887][bookmark: _Toc467247918][bookmark: _Toc467248778][bookmark: _Toc467249363][bookmark: _Toc467255097][bookmark: _Toc467482546][bookmark: _Toc467483405][bookmark: _Toc467484263][bookmark: _Toc467485122][bookmark: _Toc468199674][bookmark: _Toc466023816][bookmark: _Toc466025800][bookmark: _Toc466027109][bookmark: _Toc466027436][bookmark: _Toc466539415][bookmark: _Toc466973613][bookmark: _Toc466974462][bookmark: _Toc466977867][bookmark: _Toc466978716][bookmark: _Toc466980268][bookmark: _Toc466983920][bookmark: _Toc466984768][bookmark: _Toc466985617][bookmark: _Toc466986465][bookmark: _Toc466987314][bookmark: _Toc466988321][bookmark: _Toc466989328][bookmark: _Toc466990177][bookmark: _Toc466990793][bookmark: _Toc467137799][bookmark: _Toc467138647][bookmark: _Toc467161687][bookmark: _Toc467165950][bookmark: _Toc467242588][bookmark: _Toc467243448][bookmark: _Toc467244309][bookmark: _Toc467245169][bookmark: _Toc467246029][bookmark: _Toc467246889][bookmark: _Toc467247920][bookmark: _Toc467248780][bookmark: _Toc467249365][bookmark: _Toc467255099][bookmark: _Toc467482548][bookmark: _Toc467483407][bookmark: _Toc467484265][bookmark: _Toc467485124][bookmark: _Toc468199676][bookmark: _Toc466023817][bookmark: _Toc466025801][bookmark: _Toc466027110][bookmark: _Toc466027437][bookmark: _Toc466539416][bookmark: _Toc466973614][bookmark: _Toc466974463][bookmark: _Toc466977868][bookmark: _Toc466978717][bookmark: _Toc466980269][bookmark: _Toc466983921][bookmark: _Toc466984769][bookmark: _Toc466985618][bookmark: _Toc466986466][bookmark: _Toc466987315][bookmark: _Toc466988322][bookmark: _Toc466989329][bookmark: _Toc466990178][bookmark: _Toc466990794][bookmark: _Toc467137800][bookmark: _Toc467138648][bookmark: _Toc467161688][bookmark: _Toc467165951][bookmark: _Toc467242589][bookmark: _Toc467243449][bookmark: _Toc467244310][bookmark: _Toc467245170][bookmark: _Toc467246030][bookmark: _Toc467246890][bookmark: _Toc467247921][bookmark: _Toc467248781][bookmark: _Toc467249366][bookmark: _Toc467255100][bookmark: _Toc467482549][bookmark: _Toc467483408][bookmark: _Toc467484266][bookmark: _Toc467485125][bookmark: _Toc468199677][bookmark: _Toc469058436][bookmark: _Toc469046270][bookmark: _Toc479192770][bookmark: _Toc135212601][bookmark: _Toc139029868]Regulatory, Ethical, and Study Oversight Considerations

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 regulatory and ethical considerations, and context for the conduct of the trial. Of note, the guiding ethical principles being followed by this study are included in the Statement of Compliance at the beginning of this protocol. For NIH Intramural Research Program studies only:  A statement referencing compliance with NIH Human Research Protections Program policies and procedures is adequate for Subsection 10.1.1, Informed Consent Process.  





9.1.1 [bookmark: _Toc479192771][bookmark: _Toc135212602][bookmark: _Toc469058437][bookmark: _Toc469046271][bookmark: _Toc139029869]Informed Consent Process

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 procedures for obtaining and documenting informed consent of study participants.  State if a separate screening consent will be used.  If a separate screening consent will not be used, the study consent must be signed prior to conducting study screening procedures.



In obtaining and documenting informed consent, the investigator must comply with applicable regulatory requirements (e.g., 45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56) and should adhere to ICH GCP. Prior to the beginning of the trial, the investigator should have the IRB’s written approval for the protocol and the written informed consent form(s) and any other written information to be provided to the participants. 



9.1.1.1 [bookmark: _Toc135212603][bookmark: _Toc139029870]Consent/assent and Other Informational Documents Provided to participants

This section should demonstrate that the consent form contains all required regulatory elements. List all consent and/or assent documents and materials submitted with this protocol.  Include consent and/or assent forms, printed or web-based materials, phone scripts and any other related material.



If needed, describe special documents or materials (e.g., Braille, another language, audio recording)



Example text provided as a guide, customize as needed: 	



[Consent forms describing in detail the study intervention, study procedures, and risks are given to the participant and written documentation of informed consent is required prior to starting intervention/administering study intervention.  The following consent materials are submitted with this protocol <insert list>.]



<Insert text>



9.1.1.2 [bookmark: _Toc135212604][bookmark: _Toc139029871]Consent Procedures and Documentation

Describe how informed consent will be administered.  Describe any proposed waivers or alterations to informed consent.  Describe any special circumstances regarding obtaining consent.  Describe plans for obtaining consent from speakers of language other than English.  Describe procedures for obtaining surrogate consent for those unable to consent on their own behalf.  This section should be consistent with Section 5.5, Strategies for Recruitment and Retention when describing consent plans and special considerations for children or other vulnerable participants. Address re-consent processes for children who become adults or emancipated during a study.



Example text provided as a guide, customize as needed: 



[Informed consent is a process that is initiated prior to the individual’s agreeing to participate in the study and continues throughout the individual’s study participation. Consent forms will be Institutional Review Board (IRB)-approved and the participant will be asked to read and review the document. The investigator will explain the research study to the participant and answer any questions that may arise. A verbal explanation will be provided in terms suited to the participant’s comprehension of the purposes, procedures, and potential risks of the study and of their rights as research participants.  Participants will have the opportunity to carefully review the written consent form and ask questions prior to signing. The participants should have the opportunity to discuss the study with their family or surrogates or think about it prior to agreeing to participate. The participant will sign the informed consent document prior to any procedures being done specifically for the study. Participants must be informed that participation is voluntary and that they may withdraw from the study at any time, without prejudice. A copy of the informed consent document will be given to the participants for their records. The informed consent process will be conducted and documented in the source document (including the date), and the form signed, before the participant undergoes any study-specific procedures. The rights and welfare of the participants will be protected by emphasizing to them that the quality of their medical care will not be adversely affected if they decline to participate in this study.]

	

<Insert text>

9.1.2 [bookmark: _Toc479192772][bookmark: _Toc135212605][bookmark: _Toc139029872]Study Discontinuation and Closure

List possible reasons for termination or temporary suspension of the study (e.g., study closure based on PI decision, sponsor/funder decision, regulatory or other oversight bodies; review of serious, unexpected, and related AEs; noncompliance; futility).  For any study that is prematurely terminated or temporarily suspended, the PI will promptly inform study participants, the IRB, and sponsor and provide the reason(s) for the termination or temporary suspension. 



When a study is prematurely terminated, refer to Section 7, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal, for handling of enrolled study participants.



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 <study participants, investigator, funding agency, the Investigational New Drug (IND) or Investigational Device Exemption (IDE) sponsor and regulatory authorities>.  If the study is prematurely terminated or suspended, the Principal Investigator (PI) will promptly inform study participants, the Institutional Review Board (IRB), and sponsor and will provide the reason(s) for the termination or suspension.  Study participants will be contacted, as applicable, and be informed of changes to study visit schedule.

 

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

· Determination of unexpected, significant, or unacceptable risk to participants

· Demonstration of efficacy that would warrant stopping   

· Insufficient compliance to protocol requirements

· Data that are not sufficiently complete and/or evaluable

· Determination that the primary endpoint has been met

· Determination of futility



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



<Insert text>





9.1.3 [bookmark: _Toc479192773][bookmark: _Toc135212606][bookmark: _Toc139029873]Confidentiality and Privacy 

This section will describe protections for maintaining confidentiality of participant data, including, but not limited to forms, records and samples and participant privacy.



Include procedures for maintaining participant confidentiality, privacy protections, any special data security requirements, and record retention per the sponsor’s requirements. Describe who would have access to records, including the investigator and other study staff, the clinical monitor, funding institutions, representatives of the NIH Institute or Center (IC), IND/IDE sponsor, representatives from the IRB, regulatory agencies, and representatives of the pharmaceutical company supplying product to be tested.  In addition, consider inclusion of the following information:



· Describe whether identifiers will be attached to data/samples, or whether data will be coded or unlinked.

· If unlinked or coded, and additional information (e.g., age, ethnicity, sex, diagnosis) is available, discuss whether this might make specific individuals or families identifiable.

· If research data/samples will be coded, describe how access to the “key” for the code will be limited.  Include description of security measures (password-protected database, locked drawer, other).  List names or positions of persons with access to the key.

· Include a discussion of the circumstances in which data or samples will be shared with other researchers.

· Include a discussion of plans to publish participant’s family pedigrees, with a description of measures to minimize the chance of identifying specific families.

· Describe any situations in which personally identifiable information will be released to third parties.

· State who has access to records, data, and samples.  Consider if monitors or auditors outside of study investigators will need access.

· Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).

· Approaches to ensure privacy of study participants



For some studies, a Certificate of Confidentiality (CoC) may be necessary. A CoC provides protection to researchers and research institutions from being forced to provide identifying information on study participants to any federal, state or local authority. Authorization comes from NIH through section 301 (d) of the Public Health Service Act (42 U.S.C. 241 (d)) which provides the Secretary of Health and Human Services the authority to protect the privacy of study participants. Refer to the NIH Certificate of Confidentiality Kiosk, for more details. 



Example text provided as a guide, customization will be required to address all aspects that should be included in this section: 



[Participant confidentiality and privacy is strictly held in trust by the participating investigators, their staff, and the sponsor(s) and their interventions. This confidentiality is extended to cover testing of biological samples and genetic tests in addition to the clinical information relating to participants. Therefore, the study protocol, documentation, data, and all other information generated will be held in strict confidence. No information concerning the study or the data will be released to any unauthorized third party without prior written approval of the sponsor. 



All research activities will be conducted in as private a setting as possible.



The study monitor, other authorized representatives of the sponsor, representatives of the Institutional Review Board (IRB), regulatory agencies or pharmaceutical company supplying study product may inspect all documents and records required to be maintained by the investigator, including but not limited to, medical records (office, clinic, or hospital) and pharmacy records for the participants in this study. The clinical study site will permit access to such records.



The study participant’s contact information will be securely stored at each clinical site for internal use during the study. At the end of the study, all records will continue to be kept in a secure location for as long a period as dictated by the reviewing IRB, Institutional policies, or sponsor requirements.



Study participant research data, which is for purposes of statistical analysis and scientific reporting, will be transmitted to and stored at the <specify name of Data Coordinating Center>. This will not include the participant’s contact or identifying information. Rather, individual participants and their research data will be identified by a unique study identification number. The study data entry and study management systems used by clinical sites and by <specify name of Data Coordinating Center> research staff will be secured and password protected. At the end of the study, all study databases will be de-identified and archived at the <specify name of Data Coordinating Center>.



Certificate of Confidentiality (if applicable)



To further protect the privacy of study participants, a Certificate of Confidentiality will be issued by the National Institutes of Health (NIH).  This certificate protects identifiable research information from forced disclosure. It allows the investigator and others who have access to research records to refuse to disclose identifying information on research participation in any civil, criminal, administrative, legislative, or other proceeding, whether at the federal, state, or local level. By protecting researchers and institutions from being compelled to disclose information that would identify research participants, Certificates of Confidentiality help achieve the research objectives and promote participation in studies by helping assure confidentiality and privacy to participants.]



<Insert text>



9.1.4 [bookmark: _Toc479192774][bookmark: _Toc135212607][bookmark: _Toc139029874]Future Use of Stored Specimens and Data 

If intended specimens or residual specimens are retained after the study is complete, include the provisions for consent and the options that are available for the participant to agree to the future use of his/her specimens, images, audio or video recordings. Specify the location(s), if other than the clinical site, where specimens or other data will be maintained, how long specimens or other data will be stored, if the site's IRB will review future studies, and protections of confidentiality for any future studies with the stored specimens or data (e.g., specimens will be coded, bar-coded, de-identified, identifying information will be redacted from audio recording transcripts). Include a statement that genetic testing will or will not be performed. 



See also Section 10.1.3, Confidentiality and Privacy and Section 10.1.9, Data Handling and Record Keeping, for further information on future use of study records.



Example text provided as a guide, customize as needed: 



[Data collected for this study will be analyzed and stored at the <specify name of Data Coordinating Center >. After the study is completed, the de-identified, archived data will be transmitted to and stored at the <specify name of Data Repository>, for use by other researchers including those outside of the study. Permission to transmit data to the <specify name of Data Repository> will be included in the informed consent. 



With the participant’s approval and as approved by local Institutional Review Boards (IRBs), de-identified biological samples will be stored at the <specify name of Biosample Repository> with the same goal as the sharing of data with the <specify name of Data Repository>. These samples could be used to research the causes of <specify condition(s)>, its complications and other conditions for which individuals with < specify condition(s)> are at increased risk, and to improve treatment. The <specify name of Repository> will also be provided with a code-link that will allow linking the biological specimens with the phenotypic data from each participant, maintaining the blinding of the identity of the participant.



During the conduct of the study, an individual participant can choose to withdraw consent to have biological specimens stored for future research. However, withdrawal of consent with regard to biosample storage may not be possible after the study is completed. 



When the study is completed, access to study data and/or samples will be provided through the <specify name of Repository>.]



<Insert text>



9.1.5 [bookmark: _Toc479192775][bookmark: _Toc135212608][bookmark: _Toc139029875]Key Roles and Study Governance

Provide the name and contact information of the Principal Investigator and the Medical Monitor.

		Principal Investigator

		Medical Monitor



		Name, degree, title

		Name, degree, title



		Institution Name 

		Institution Name 



		Address

		Address



		Phone Number

		Phone Number



		Email

		Email





In addition, briefly describe any study leadership committees (e.g.: Steering Committee, Executive Committee, Subcommittee) and their roles.  Note that it is not necessary to list specific members.  Also, describe country-specific administrative requirements or functions that materially affect the conduct of the study. The MOP should include a list of study team roles and responsibilities of those involved in the conduct, management, or oversight of the trial.

<Insert text>











9.1.6 [bookmark: _Toc468977957][bookmark: _Toc468978124][bookmark: _Toc468978614][bookmark: _Toc468978781][bookmark: _Toc468978948][bookmark: _Toc469004283][bookmark: _Toc469045936][bookmark: _Toc469046103][bookmark: _Toc469046272][bookmark: _Toc468977958][bookmark: _Toc468978125][bookmark: _Toc468978615][bookmark: _Toc468978782][bookmark: _Toc468978949][bookmark: _Toc469004284][bookmark: _Toc469045937][bookmark: _Toc469046104][bookmark: _Toc469046273][bookmark: _Toc469057489][bookmark: _Toc469058438][bookmark: _Toc469057490][bookmark: _Toc469058439][bookmark: _Toc469058440][bookmark: _Toc469046274][bookmark: _Toc479192776][bookmark: _Toc135212609][bookmark: _Toc139029876]Safety Oversight

Appropriate safety oversight should be used for each trial.  This could include a Safety Monitoring Committee (SMC)[footnoteRef:4], Data Safety Monitoring Board (DSMB)[footnoteRef:5], Safety Assessment Committee[footnoteRef:6], and/or an Independent Safety Monitor (ISM)[footnoteRef:7]. Independent oversight is an important component to ensure human subjects’ protection and data integrity and should be considered for each study. In this section, the type of safety oversight should be clearly identified along with any known responsibilities for the oversight of safety and data integrity in the study. Describe the composition of the SMC or DSMB, frequency of interim data review, final data analysis and method of reviews. A separate DSMB Charter will provide further detail of DSMB membership, responsibilities and administration of the DSMB.  [4:   A Safety Monitoring Committee (SMC) is a small group of experts with at least two members who are independent of the protocol who review data from a particular study. Generally, independent investigators and biostatisticians should be included. The primary responsibility of the SMC is to monitor participant safety. The SMC considers study-specific data as well as relevant background information about the disease, intervention, and target population under study.]  [5:   A Data and Safety Monitoring Board (DSMB) is an independent group of experts that advises funding IC(s) and the study investigators. The members of the DSMB provide their expertise and recommendations. The primary responsibilities of the DSMB are to 1) periodically review and evaluate the accumulated study data for participant safety, study conduct and progress, and, when appropriate, efficacy, and 2) make recommendations concerning the continuation, modification, or termination of the trial. The DSMB considers study-specific data as well as relevant background knowledge about the disease, intervention, or target population under study.]  [6:  As noted on page 4 of the FDA Draft Guidance for Industry:  Safety Assessment for IND Safety Reporting, “A group of individuals chosen by the sponsor to review safety information in a development program (i.e., across trials, INDs, and other sources) for IND safety reporting purposes...The safety assessment committee should oversee the evolving safety profile of the investigational drug by evaluating, at appropriate intervals, the cumulative serious adverse events from all of the trials in the development program, as well as other available important safety information (e.g., findings from epidemiological studies and from animal or in vitro testing) and performing unblended comparisons of event rates in investigational and control groups, as needed, so the sponsor may meet its obligations under § 312.32(b) and (c). The safety assessment committee’s primary role should be to review important safety information on a regular basis, with additional reviews as needed, and make a recommendation to the sponsor to help the sponsor determine whether an event or group of events meets the criteria for IND safety reporting. The safety assessment committee, possibly together with other parties (e.g., steering committees, data monitoring committees [DMCs]), can also participate in decisions about whether the conduct of the study should be revised (e.g., change ineligibility criteria, revision of informed consent).]  [7:   An Independent Safety Monitor (ISM) is a physician, nurse, or other individual with relevant expertise whose primary responsibility is to provide independent safety monitoring in a timely fashion. This is accomplished by review of adverse events, immediately after they occur or are reported, with follow-up through resolution. The ISM evaluates individual and cumulative participant data when making recommendations regarding the safe continuation of the study.] 




Example text provided as a guide, customize as needed:



[Safety oversight will be under the direction of a Data and Safety Monitoring Board (DSMB) composed of individuals with the appropriate expertise, including <list expertise>. Members of the DSMB should be independent from the study conduct and free of conflict of interest, or measures should be in place to minimize perceived conflict of interest.  The DSMB will meet at least semiannually to assess safety and efficacy data on each arm of the study. The DMSB will operate under the rules of an approved charter that will be written and reviewed at the organizational meeting of the DSMB. At this time, each data element that the DSMB needs to assess will be clearly defined. The DSMB will provide its input to <specify the study sponsor/National Institutes of Health staff/other>.]



<Insert text>



9.1.7 [bookmark: _Toc469058441][bookmark: _Toc469046275][bookmark: _Toc479192777][bookmark: _Toc135212610][bookmark: _Toc139029877]Clinical Monitoring

Site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with ICH GCP, and with applicable regulatory requirement(s).  



This section should give a general description of how monitoring of the conduct and progress of the clinical investigation will be conducted (i.e., who will conduct the monitoring, the type, frequency, and extent of monitoring, who will be provided reports of monitoring, if independent audits of the monitoring will be conducted).  This section may refer to a separate detailed clinical monitoring plan.  



A separate clinical monitoring plan (CMP) should describe in detail who will conduct the monitoring, at what frequency monitoring will be done, at what level of detail monitoring will be performed, and the distribution of monitoring reports.  A CMP ordinarily should focus on preventing or mitigating important and likely risks, identified by a risk assessment, to critical data and processes. The types (e.g., on-site, centralized), frequency (e.g., early, for initial assessment and training versus throughout the study), and extent (e.g., comprehensive (100% data verification) versus targeted or random review of certain data (less than 100% data verification)) of monitoring activities will depend on a range of factors, considered during the risk assessment, including the complexity of the study design, types of study endpoints, clinical complexity of the study population, geography, relative experience of the PI and of the sponsor with the PI, electronic data capture, relative safety of the study intervention, stage of the study, and quantity of data.



If a separate CMP is not used, include all the details noted above in this section of the protocol.



Example text when a separate CMP is being used is provided as a guide, customize as needed:



[Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with International Conference on Harmonisation Good Clinical Practice (ICH GCP), and with applicable regulatory requirement(s). 



· Monitoring for this study will be performed by <insert text>. 

· <Insert brief description of type of monitoring (e.g., on-site, centralized), frequency (e.g., early, for initial assessment and training versus throughout the study), and extent (e.g., comprehensive (100% data verification) versus targeted or random review of certain data (less than 100% data verification or targeted data verification of endpoint, safety and other key data variables)>.

· <Insert text> will be provided copies of monitoring reports within <x> days of visit.

· Details of clinical site monitoring are documented in a Clinical Monitoring Plan (CMP). The CMP describes in detail who will conduct the monitoring, at what frequency monitoring will be done, at what level of detail monitoring will be performed, and the distribution of monitoring reports.

· Independent audits <will/will not> be conducted by <insert text> to ensure monitoring practices are performed consistently across all participating sites and that monitors are following the CMP.]

OR









Example text when a separate CMP is not being used is provided as a guide, customize as needed:



[Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in compliance with the currently approved protocol/amendment(s), with International Conference on Harmonisation Good Clinical Practice (ICH GCP), and with applicable regulatory requirement(s). 



· <Insert detailed description of who will conduct the monitoring, the type of monitoring (e.g., on-site, centralized), frequency (e.g., early, for initial assessment and training versus throughout the study), and extent (e.g., comprehensive (100% data verification) versus targeted or random review of certain data (less than 100% data verification or targeted data verification of endpoint, safety and other key data variables)), and the distribution of monitoring reports>

· Independent audits <will/will not> be conducted by <insert text> to ensure monitoring practices are performed consistently across all participating sites.]



<Insert text>



9.1.8 [bookmark: _Toc469058442][bookmark: _Toc469046276][bookmark: _Toc479192778][bookmark: _Toc135212611][bookmark: _Toc139029878]Quality Assurance and Quality Control

This section will briefly describe the plans for quality management, the system for assessing the quality of processes within a system.  Quality management encompasses quality assurance (QA)[footnoteRef:8] and quality control (QC)[footnoteRef:9].   [8:   All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented (recorded), and reported in compliance with ICH GCP and the applicable regulatory requirement(s) (ICH E6 Section 1.46).]  [9:   The operational techniques and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-related activities have been fulfilled (ICH E6 Section 1.47).] 




Each site, both clinical and laboratory, should have SOPs for quality management that describe:  



· How data and biological specimens (when applicable) will be evaluated for compliance with the protocol, ethical standards, regulatory compliance, and accuracy in relation to source documents. 

· The documents to be reviewed (e.g., CRFs, clinic notes, product accountability records, specimen tracking logs, questionnaires, audio or video recordings), who is responsible, and the frequency for reviews.  

· Who will be responsible for addressing QA issues (e.g., correcting procedures that are not in compliance with protocol) and QC issues (e.g., correcting errors in data entry). 

· Staff training methods and how such training will be tracked.

· If applicable, calibration exercises conducted prior to and during the study to train examiners and maintain acceptable intra- and inter-examiner agreement.

Regular monitoring and an independent audit, if conducted, must be performed according to ICH GCP.  See also Section 10.1.7, Clinical Monitoring.







Example text provided as a guide, customize as needed:



[Each clinical site will perform internal quality management of study conduct, data and biological specimen collection, documentation and completion.  An individualized quality management plan will be developed to describe a site’s quality management.]



Quality control (QC) procedures will be implemented beginning with the data entry system and data QC checks that will be run on the database will be generated. Any missing data or data anomalies will be communicated to the site(s) for clarification/resolution.



Following written Standard Operating Procedures (SOPs), the monitors will verify that the clinical trial is conducted and data are generated and biological specimens are collected, documented (recorded), and reported in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP), and applicable regulatory requirements (e.g., Good Laboratory Practices (GLP), Good Manufacturing Practices (GMP)). 



The investigational site will provide direct access to all trial related sites, source data/documents, and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory authorities.]



<Insert text>



9.1.9 [bookmark: _Toc474497400][bookmark: _Toc474497589][bookmark: _Toc474497778][bookmark: _Toc474506734][bookmark: _Toc474497401][bookmark: _Toc474497590][bookmark: _Toc474497779][bookmark: _Toc474506735][bookmark: _Toc474497402][bookmark: _Toc474497591][bookmark: _Toc474497780][bookmark: _Toc474506736][bookmark: _Toc474497403][bookmark: _Toc474497592][bookmark: _Toc474497781][bookmark: _Toc474506737][bookmark: _Toc474497404][bookmark: _Toc474497593][bookmark: _Toc474497782][bookmark: _Toc474506738][bookmark: _Toc474497405][bookmark: _Toc474497594][bookmark: _Toc474497783][bookmark: _Toc474506739][bookmark: _Toc474497406][bookmark: _Toc474497595][bookmark: _Toc474497784][bookmark: _Toc474506740][bookmark: _Toc474497407][bookmark: _Toc474497596][bookmark: _Toc474497785][bookmark: _Toc474506741][bookmark: _Toc474497408][bookmark: _Toc474497597][bookmark: _Toc474497786][bookmark: _Toc474506742][bookmark: _Toc474497409][bookmark: _Toc474497598][bookmark: _Toc474497787][bookmark: _Toc474506743][bookmark: _Toc474497410][bookmark: _Toc474497599][bookmark: _Toc474497788][bookmark: _Toc474506744][bookmark: _Toc474497411][bookmark: _Toc474497600][bookmark: _Toc474497789][bookmark: _Toc474506745][bookmark: _Toc474497412][bookmark: _Toc474497601][bookmark: _Toc474497790][bookmark: _Toc474506746][bookmark: _Toc474497413][bookmark: _Toc474497602][bookmark: _Toc474497791][bookmark: _Toc474506747][bookmark: _Toc474497414][bookmark: _Toc474497603][bookmark: _Toc474497792][bookmark: _Toc474506748][bookmark: _Toc474497415][bookmark: _Toc474497604][bookmark: _Toc474497793][bookmark: _Toc474506749][bookmark: _Toc474497416][bookmark: _Toc474497605][bookmark: _Toc474497794][bookmark: _Toc474506750][bookmark: _Toc474497417][bookmark: _Toc474497606][bookmark: _Toc474497795][bookmark: _Toc474506751][bookmark: _Toc474497418][bookmark: _Toc474497607][bookmark: _Toc474497796][bookmark: _Toc474506752][bookmark: _Toc474497419][bookmark: _Toc474497608][bookmark: _Toc474497797][bookmark: _Toc474506753][bookmark: _Toc474497420][bookmark: _Toc474497609][bookmark: _Toc474497798][bookmark: _Toc474506754][bookmark: _Toc474497421][bookmark: _Toc474497610][bookmark: _Toc474497799][bookmark: _Toc474506755][bookmark: _Toc474497422][bookmark: _Toc474497611][bookmark: _Toc474497800][bookmark: _Toc474506756][bookmark: _Toc474497423][bookmark: _Toc474497612][bookmark: _Toc474497801][bookmark: _Toc474506757][bookmark: _Toc474497424][bookmark: _Toc474497613][bookmark: _Toc474497802][bookmark: _Toc474506758][bookmark: _Toc474497425][bookmark: _Toc474497614][bookmark: _Toc474497803][bookmark: _Toc474506759][bookmark: _Toc474497426][bookmark: _Toc474497615][bookmark: _Toc474497804][bookmark: _Toc474506760][bookmark: _Toc474497427][bookmark: _Toc474497616][bookmark: _Toc474497805][bookmark: _Toc474506761][bookmark: _Toc474497428][bookmark: _Toc474497617][bookmark: _Toc474497806][bookmark: _Toc474506762][bookmark: _Toc474497429][bookmark: _Toc474497618][bookmark: _Toc474497807][bookmark: _Toc474506763][bookmark: _Toc474497430][bookmark: _Toc474497619][bookmark: _Toc474497808][bookmark: _Toc474506764][bookmark: _Toc474497431][bookmark: _Toc474497620][bookmark: _Toc474497809][bookmark: _Toc474506765][bookmark: _Toc474497432][bookmark: _Toc474497621][bookmark: _Toc474497810][bookmark: _Toc474506766][bookmark: _Toc474497433][bookmark: _Toc474497622][bookmark: _Toc474497811][bookmark: _Toc474506767][bookmark: _Toc474497434][bookmark: _Toc474497623][bookmark: _Toc474497812][bookmark: _Toc474506768][bookmark: _Toc474497435][bookmark: _Toc474497624][bookmark: _Toc474497813][bookmark: _Toc474506769][bookmark: _Toc474497436][bookmark: _Toc474497625][bookmark: _Toc474497814][bookmark: _Toc474506770][bookmark: _Toc474497437][bookmark: _Toc474497626][bookmark: _Toc474497815][bookmark: _Toc474506771][bookmark: _Toc474497438][bookmark: _Toc474497627][bookmark: _Toc474497816][bookmark: _Toc474506772][bookmark: _Toc474497439][bookmark: _Toc474497628][bookmark: _Toc474497817][bookmark: _Toc474506773][bookmark: _Toc474497440][bookmark: _Toc474497629][bookmark: _Toc474497818][bookmark: _Toc474506774][bookmark: _Toc474497441][bookmark: _Toc474497630][bookmark: _Toc474497819][bookmark: _Toc474506775][bookmark: _Toc474497442][bookmark: _Toc474497631][bookmark: _Toc474497820][bookmark: _Toc474506776][bookmark: _Toc474497443][bookmark: _Toc474497632][bookmark: _Toc474497821][bookmark: _Toc474506777][bookmark: _Toc474497444][bookmark: _Toc474497633][bookmark: _Toc474497822][bookmark: _Toc474506778][bookmark: _Toc474497445][bookmark: _Toc474497634][bookmark: _Toc474497823][bookmark: _Toc474506779][bookmark: _Toc474497446][bookmark: _Toc474497635][bookmark: _Toc474497824][bookmark: _Toc474506780][bookmark: _Toc474497447][bookmark: _Toc474497636][bookmark: _Toc474497825][bookmark: _Toc474506781][bookmark: _Toc474497448][bookmark: _Toc474497637][bookmark: _Toc474497826][bookmark: _Toc474506782][bookmark: _Toc474497449][bookmark: _Toc474497638][bookmark: _Toc474497827][bookmark: _Toc474506783][bookmark: _Toc474497450][bookmark: _Toc474497639][bookmark: _Toc474497828][bookmark: _Toc474506784][bookmark: _Toc474497451][bookmark: _Toc474497640][bookmark: _Toc474497829][bookmark: _Toc474506785][bookmark: _Toc474497452][bookmark: _Toc474497641][bookmark: _Toc474497830][bookmark: _Toc474506786][bookmark: _Toc474497453][bookmark: _Toc474497642][bookmark: _Toc474497831][bookmark: _Toc474506787][bookmark: _Toc474497454][bookmark: _Toc474497643][bookmark: _Toc474497832][bookmark: _Toc474506788][bookmark: _Toc474497455][bookmark: _Toc474497644][bookmark: _Toc474497833][bookmark: _Toc474506789][bookmark: _Toc474497456][bookmark: _Toc474497645][bookmark: _Toc474497834][bookmark: _Toc474506790][bookmark: _Toc474497457][bookmark: _Toc474497646][bookmark: _Toc474497835][bookmark: _Toc474506791][bookmark: _Toc474497458][bookmark: _Toc474497647][bookmark: _Toc474497836][bookmark: _Toc474506792][bookmark: _Toc474497459][bookmark: _Toc474497648][bookmark: _Toc474497837][bookmark: _Toc474506793][bookmark: _Toc474497460][bookmark: _Toc474497649][bookmark: _Toc474497838][bookmark: _Toc474506794][bookmark: _Toc474497461][bookmark: _Toc474497650][bookmark: _Toc474497839][bookmark: _Toc474506795][bookmark: _Toc474497462][bookmark: _Toc474497651][bookmark: _Toc474497840][bookmark: _Toc474506796][bookmark: _Toc469058446][bookmark: _Toc469046280][bookmark: _Toc479192779][bookmark: _Toc135212612][bookmark: _Toc139029879]Data Handling and Record Keeping 

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



Each participating site will maintain appropriate medical and research records for this trial, in compliance with ICH GCP and regulatory and institutional requirements for the protection of confidentiality of participants.  As part of participating in a NIH-sponsored or NIH-affiliated study, each site will permit authorized representatives of the NIH, sponsor, and regulatory agencies to examine (and when permitted by applicable law, to copy) clinical records for the purposes of quality assurance reviews, audits, and evaluation of the study safety, progress, and data validity. Describe in this section who will have access to records.  



The following subsections should include a description of the data handling and record keeping for the conduct of the trial. 



9.1.9.1 [bookmark: _Toc135212613][bookmark: _Toc139029880]Data Collection and Management Responsibilities 

Provide details regarding the type(s) of data capture that will be used for the study and any relevant data standards or common data elements that are being utilized as a part of the trial. Specify whether it will be paper or electronic, distributed or central, batched or ongoing processing, and any related requirements. Indicate expectations for time for submission of CRFs. Further details should be provided in the MOP or the data management plan, including detailed descriptions of source documentation, CRFs, instructions for completing forms, data handling procedures, and procedures for data monitoring.



Source data are all information, original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial.  Electronic source data are data initially recorded in electronic form. Examples of source data include, but are not limited to, hospital records, clinical and office charts, laboratory notes, memoranda, participants’ memory aids or evaluation checklists, pharmacy dispensing records, audio recordings of counseling sessions, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate and complete, microfiches, photographic negatives, microfilm or magnetic media, x-rays, and participant files and records kept at the pharmacy, at the laboratories, and medico-technical departments involved in the clinical trial. It is acceptable to use CRFs as source documents.  If this is the case, it should be stated in this section what data will be collected on CRFs and what data will be collected from other sources. 



It is not acceptable for the CRF to be the only record of a participant’s inclusion in the study.  Study participation should be captured in a participant’s medical record.  This is to ensure that anyone who would access the patient medical record has adequate knowledge that the patient is participating in a clinical trial.



Describe responsibilities for data handling and record keeping as they specifically relate to the IND/IDE sponsor (if applicable), the award site, clinical site(s), laboratory(ies), and DCC. Information should include the role in data collection, review of data, trial materials, and reports, as well as retention of source documents, files, and records.  Describe coding dictionaries to be used and reconciliation processes (if applicable).  



If data are to be generated in one location and transferred to another group, describe the responsibilities of each party.



Provide a list of planned data standards, formats, terminologies and their versions, used for the collection, tabulation, analysis of study data. Refer to the FDA Guidance for Industry, Providing Regulatory Submissions in Electronic Format — Standardized Study Data, Study Data Technical Conformance Guide and FDA Guidance for Industry, Providing Regulatory Submissions in Electronic Format - Human Pharmaceutical Product Applications and Related Submissions Using the eCTD Specifications.



Example text provided as a guide, customize as needed: 



[Data collection is the responsibility of the clinical trial staff at the site under the supervision of the site investigator. The investigator is responsible for ensuring the accuracy, completeness, legibility, and timeliness of the data reported.



All source documents should be completed in a neat, legible manner to ensure accurate interpretation of data.  



Hardcopies of the study visit worksheets will be provided for use as source document worksheets for recording data for each participant enrolled in the study.  Data recorded in the electronic case report form (eCRF) derived from source documents should be consistent with the data recorded on the source documents. 



Clinical data (including adverse events (AEs), concomitant medications, and expected adverse reactions data) and clinical laboratory data will be entered into <specify name of data capture system>, a 21 CFR Part 11-compliant data capture system provided by the <specify Data Coordinating Center>. The data system includes password protection and internal quality checks, such as automatic range checks, to identify data that appear inconsistent, incomplete, or inaccurate. Clinical data will be entered directly from the source documents.]



<Insert text>



9.1.9.2 [bookmark: _Toc135212614][bookmark: _Toc139029881]Study Records Retention 

Specify the length of time for the investigator to maintain all records pertaining to this study.  The investigator should use the most conservative rule for document retention – i.e., retention should follow the rule that has the longest period.  For NIH, grantees must retain records for a period of three years from the date of Federal Financial Report (FFR) submission.  



Indicate whether permission is required (and from whom) prior to destruction of records. If under an IND/IDE, records should not be destroyed without the IND/IDE sponsor’s agreement. Pharmaceutical companies who supply unapproved products should be consulted. 



Study intervention records may be described here if not addressed elsewhere in the protocol. 



Example text provided as a guide, customize as needed: 



[Study documents should be retained for a minimum of 2 years after the last approval of a marketing application in an International Conference on Harmonisation (ICH) region and until there are no pending or contemplated marketing applications in an ICH region or until at least 2 years have elapsed since the formal discontinuation of clinical development of the study intervention. These documents should be retained for a longer period, however, if required by local regulations. No records will be destroyed without the written consent of the sponsor, if applicable. It is the responsibility of the sponsor to inform the investigator when these documents no longer need to be retained.]



<Insert text>



9.1.10 [bookmark: _Toc469058447][bookmark: _Toc469046281][bookmark: _Toc479192780][bookmark: _Toc135212615][bookmark: _Toc139029882]Protocol Deviations 

Plans for detecting, reviewing, and reporting deviations from the protocol should be described. A statement should be included to indicate that deviations are not allowed, unless a statement is included in the investigator agreement. Provisions for approval of deviations can be described. 



Example text provided as a guide, customize as needed: 



[A protocol deviation is any noncompliance with the clinical trial protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP), or Manual of Procedures (MOP) requirements. The noncompliance may be either on the part of the participant, the investigator, or the study site staff. As a result of deviations, corrective actions are to be developed by the site and implemented promptly. 



These practices are consistent with ICH GCP: 

· 4.5 Compliance with Protocol, sections 4.5.1, 4.5.2, and 4.5.3 

· 5.1 Quality Assurance and Quality Control, section 5.1.1 

· 5.20 Noncompliance, sections 5.20.1, and 5.20.2. 



It is the responsibility of the site investigator to use continuous vigilance to identify and report deviations within <specify number> working days of identification of the protocol deviation, or within <specify number> working days of the scheduled protocol-required activity.  All deviations must be addressed in study source documents, reported to <specify NIH Institute or Center (IC)> Program Official and <specify Data Coordinating Center or sponsor>.  Protocol deviations must be sent to the reviewing Institutional Review Board (IRB) per their policies. The site investigator is responsible for knowing and adhering to the reviewing IRB requirements. Further details about the handling of protocol deviations will be included in the MOP.] 



<Insert text>



9.1.11 [bookmark: _Toc469058448][bookmark: _Toc469046282][bookmark: _Toc479192781][bookmark: _Toc135212616][bookmark: _Toc139029883]Publication and Data Sharing Policy

The publication and authorship policies should be described in this section.  For example, for a study with multiple investigators, this section might state that an Executive Committee will be responsible for developing publication procedures and resolving authorship issues.  Please refer to your specific contract, grant, and/or Clinical Trials Agreements.  If details of the publication policy will be described in the study’s MOP, refer to it here.  The study must comply with:

· The NIH Public Access Policy, the NIH Policy on the Dissemination of NIH-Funded Clinical Trial Information, The Food and Drug Administration Amendments Act of 2007 (FDAAA), Clinical Trials Registration and Results Information Submission rule,

· The NIH Data Sharing Policy (if applicable),

· The NIH Genomic Data Sharing Policy, (if applicable), and

· The NIH Data Sharing Policy and Implementation Guidance,

· Any other relevant policies (e.g., NIH IC-specific data sharing or publication policy)



Example text provided as a guide, customize as needed:



[This study will be conducted in accordance with the following publication and data sharing policies and regulations:



National Institutes of Health (NIH) Public Access Policy, which ensures that the public has access to the published results of NIH funded research. It requires scientists to submit final peer-reviewed journal manuscripts that arise from NIH funds to the digital archive PubMed Central upon acceptance for publication.



This study will comply with the NIH Data Sharing Policy and Policy on the Dissemination of NIH-Funded Clinical Trial Information and the Clinical Trials Registration and Results Information Submission rule. As such, this trial will be registered at ClinicalTrials.gov, and results information from this trial will be submitted to ClinicalTrials.gov. In addition, every attempt will be made to publish results in peer-reviewed journals.  Data from this study may be requested from other researchers x years after the completion of the primary endpoint by contacting <specify person or awardee institution, or name of data repository>. 



In addition, this study will comply with the NIH Genomic Data Sharing Policy, which applies to all NIH-funded research that generates large-scale human or non-human genomic data, as well as the use of these data for subsequent research. Large-scale data include genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP) arrays, and genome sequence, transcriptomic, epigenomic, and gene expression data.]



<Insert text>





9.1.12 [bookmark: _Toc469058449][bookmark: _Toc469046283][bookmark: _Toc479192782][bookmark: _Toc135212617][bookmark: _Toc139029884]Conflict of Interest Policy

This section should include a description of how the study will manage actual or perceived conflicts of interest. 



Example text provided as a guide, customize as needed:



[The independence of this study from any actual or perceived influence, such as by the pharmaceutical industry, is critical.  Therefore, any actual conflict of interest of persons who have a role in the design, conduct, analysis, publication, or any aspect of this trial will be disclosed and managed. Furthermore, persons who have a perceived conflict of interest will be required to have such conflicts managed in a way that is appropriate to their participation in the design and conduct of this trial.  The study leadership in conjunction with the <specify NIH Institute or Center (IC)> has established policies and procedures for all study group members to disclose all conflicts of interest and will establish a mechanism for the management of all reported dualities of interest.]



<Insert text>



9.2 [bookmark: _Toc479192783][bookmark: _Toc135212618][bookmark: _Toc139029885]Additional Considerations

This section should include a description of any additional considerations not currently covered in this protocol template, such as particular institutional or IRB-related requirements. 



<Insert text>






9.3 [bookmark: _Toc469058450][bookmark: _Toc469046284][bookmark: _Toc479192784][bookmark: _Toc135212619][bookmark: _Toc139029886]Abbreviations

The list below includes abbreviations utilized in this template.  However, this list should be customized for each protocol (i.e., abbreviations not used should be removed and new abbreviations used should be added to this list).



		AE

		Adverse Event



		ANCOVA

		Analysis of Covariance



		CFR

		Code of Federal Regulations



		CLIA

		Clinical Laboratory Improvement Amendments



		CMP

		Clinical Monitoring Plan



		COC

		Certificate of Confidentiality



		CONSORT

		Consolidated Standards of Reporting Trials



		CRF

		Case Report Form



		DCC

		Data Coordinating Center



		DHHS

		Department of Health and Human Services



		DSMB

		Data Safety Monitoring Board



		DRE

		Disease-Related Event



		EC

		Ethics Committee



		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 



		ICMJE

		International Committee of Medical Journal Editors



		IDE

		Investigational Device Exemption



		IND

		Investigational New Drug Application



		IRB

		Institutional Review Board



		ISM

		Independent Safety Monitor



		ISO

		International Organization for Standardization



		ITT

		Intention-To-Treat



		LSMEANS

		Least-squares Means



		MedDRA

		Medical Dictionary for Regulatory Activities



		MOP

		Manual of Procedures



		MSDS

		Material Safety Data Sheet



		NCT

		National Clinical Trial



		NIH 

		National Institutes of Health



		NIH IC

		NIH Institute or Center



		OHRP

		Office for Human Research Protections



		PI

		Principal Investigator



		QA

		Quality Assurance



		QC

		Quality Control



		SAE

		Serious Adverse Event



		SAP

		Statistical Analysis Plan



		SMC

		Safety Monitoring Committee



		SOA

		Schedule of Activities



		SOC

		System Organ Class



		SOP

		Standard Operating Procedure



		UP

		Unanticipated Problem



		US

		United States










9.4 [bookmark: _Toc466023837][bookmark: _Toc466023838][bookmark: _Toc466023840][bookmark: _Toc466023842][bookmark: _Toc466023844][bookmark: _Toc466023845][bookmark: _Toc466023856][bookmark: _Toc466023857][bookmark: _Toc466023858][bookmark: _Toc466023859][bookmark: _Toc466023861][bookmark: _Toc466023862][bookmark: _Toc466023863][bookmark: _Toc466023864][bookmark: _Toc466023865][bookmark: _Toc466023866][bookmark: _Toc466023868][bookmark: _Toc466023869][bookmark: _Toc466023870][bookmark: _Toc466023871][bookmark: _Toc466023872][bookmark: _Toc466023874][bookmark: _Toc466023875][bookmark: _Toc466023876][bookmark: _Toc466023877][bookmark: _Toc466023878][bookmark: _Toc466023880][bookmark: _Toc466023882][bookmark: _Toc466023883][bookmark: _Toc466023884][bookmark: _Toc466023885][bookmark: _Toc466023886][bookmark: _Toc466023887][bookmark: _Toc466023888][bookmark: _Toc466023889][bookmark: _Toc466023890][bookmark: _Toc466023891][bookmark: _Toc466023892][bookmark: _Toc466023893][bookmark: _Toc466023894][bookmark: _Toc466023895][bookmark: _Toc466023897][bookmark: _Toc466023899][bookmark: _Toc466023901][bookmark: _Toc466023902][bookmark: _Toc466023903][bookmark: _Toc466023905][bookmark: _Toc466023906][bookmark: _Toc466023907][bookmark: _Toc466023911][bookmark: _Toc466023912][bookmark: _Toc466023914][bookmark: _Toc466023915][bookmark: _Toc466023916][bookmark: _Toc466023917][bookmark: _Toc466023918][bookmark: _Toc466023919][bookmark: _Toc466023920][bookmark: _Toc466023921][bookmark: _Toc466023922][bookmark: _Toc466023923][bookmark: _Toc466023924][bookmark: _Toc466023925][bookmark: _Toc466023926][bookmark: _Toc466023927][bookmark: _Toc466023928][bookmark: _Toc466023929][bookmark: _Toc466023931][bookmark: _Toc466023932][bookmark: _Toc466023933][bookmark: _Toc466023934][bookmark: _Toc466023935][bookmark: _Toc466023936][bookmark: _Toc466023938][bookmark: _Toc466023940][bookmark: _Toc466023942][bookmark: _Toc466023944][bookmark: _Toc466023945][bookmark: _Toc466023946][bookmark: _Toc466023947][bookmark: _Toc466023948][bookmark: _Toc466023949][bookmark: _Toc466023950][bookmark: _Toc466023952][bookmark: _Toc466023953][bookmark: _Toc466023954][bookmark: _Toc466023955][bookmark: _Toc466023956][bookmark: _Toc466023958][bookmark: _Toc466023959][bookmark: _Toc466023961][bookmark: _Toc466023963][bookmark: _Toc466023965][bookmark: _Toc466023967][bookmark: _Toc466023969][bookmark: _Toc466023971][bookmark: _Toc466023973][bookmark: _Toc466023975][bookmark: _Toc466023976][bookmark: _Toc466023977][bookmark: _Toc466023978][bookmark: _Toc466023979][bookmark: _Toc466023981][bookmark: _Toc466023982][bookmark: _Toc466023983][bookmark: _Toc466023984][bookmark: _Toc466023985][bookmark: _Toc466023986][bookmark: _Toc466023987][bookmark: _Toc466023989][bookmark: _Toc466023990][bookmark: _Toc466023991][bookmark: _Toc466023993][bookmark: _Toc466023995][bookmark: _Toc466023997][bookmark: _Toc466024002][bookmark: _Toc466024004][bookmark: _Toc466024005][bookmark: _Toc466024006][bookmark: _Toc466024007][bookmark: _Toc466024008][bookmark: _Toc466024010][bookmark: _Toc466024011][bookmark: _Toc466024012][bookmark: _Toc466024013][bookmark: _Toc466024014][bookmark: _Toc466024016][bookmark: _Toc466024018][bookmark: _Toc466024019][bookmark: _Toc466024021][bookmark: _Toc466024022][bookmark: _Toc466024023][bookmark: _Toc466024025][bookmark: _Toc466024026][bookmark: _Toc466024027][bookmark: _Toc466024028][bookmark: _Toc466024029][bookmark: _Toc466024032][bookmark: _Toc466024033][bookmark: _Toc466024035][bookmark: _Toc466024036][bookmark: _Toc466024037][bookmark: _Toc466024040][bookmark: _Toc466024041][bookmark: _Toc466024042][bookmark: _Toc469058451][bookmark: _Toc469046285][bookmark: _Toc479192785][bookmark: _Toc135212620][bookmark: _Toc139029887]Protocol Amendment History

The table below is intended to capture changes of IRB-approved versions of the protocol, including a description of the change and rationale. A Summary of Changes table for the current amendment is located in the Protocol Title Page. 



		Version

		Date

		Description of Change 

		Brief Rationale



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		










10 [bookmark: _Toc478741054][bookmark: _Toc469058452][bookmark: _Toc469046286][bookmark: _Toc479192786][bookmark: _Toc135212621][bookmark: _Toc139029888]REFERENCES 

Include a list of relevant literature and citations for all publications referenced in the text of the protocol.  Use a consistent, standard, modern format, which might be dependent upon the required format for the anticipated journal for publication (e.g., N Engl J Med, JAMA, etc.).  The preferred format is International Committee of Medical Journal Editors (ICMJE). Include citations to product information such as manufacturer’s IB, package insert, and device labeling. 



Examples:



· Journal citation
Veronesi U, Maisonneuve P, Decensi A. Tamoxifen: an enduring star. J Natl Cancer Inst. 2007 Feb 21;99(4):258-60.

· Whole book citation
Belitz HD, Grosch W, Schieberle P. Food chemistry. 3rd rev. ed. Burghagen MM, translator. Berlin: Springer; 2004. 1070 p.

· Chapter in a book citation
Riffenburgh RH. Statistics in medicine. 2nd ed. Amsterdam (Netherlands): Elsevier Academic Press; c2006. Chapter 24, Regression and correlation methods; p. 447-86.

· Web Site citation
Complementary/Integrative Medicine [Internet]. Houston: University of Texas, M.D. Anderson Cancer Center; c2007 [cited 2007 Feb 21]. Available from: http://www.manderson.org/departments/CIMER/.

· Electronic Mail citation

Backus, Joyce. Physician Internet search behavior: detailed study [Internet]. Message to: Karen Patrias. 2007 Mar 27 [cited 2007 Mar 28]. [2 paragraphs]

· References to package insert, device labeling or investigational brochure

Cite date accessed, version number, and source of product information.
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Screening





Week/Day (Insert time)





Randomization





Intervention Group 1 (n=y)





Week/Day (Insert time)





Baseline assessments/ Study Intervention





Placebo (n=z)





Week/Day (Insert time)





Follow-up assessments of study endpoints and safety





Week/Day (Insert time)





End of Study Assessments





Week/Day (Insert time)





Follow-up Telephone Call





Obtain informed consent





Screen potential participants by inclusion and exclusion criteria





Obtain history, document





Total n=x





<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities>





<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities>





Week/Day (Insert time)





Follow-up assessments of study endpoints and safety





<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities> 





<List specimens to be collected, examinations or imaging or laboratory assays to be performed, questionnaires to be completed OR refer to Section 1.3, Schedule of Activities> 





<List questionnaires to be completed OR refer to Section 1.3, Schedule of Activities> 





Administer initial dose of study intervention 
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INFORMED CONSENT TEMPLATE

[Note: DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] 




Informed Consent Template

The below template for developing an informed consent document to use in your research study is meant to provide structure and guidance to the process, not to serve as your exact informed consent document. Please remember to consult your institution and IRB for specific consent requirements, instructions and templates.

For the purposes of this document, guidelines within the template will be provided in italics. If this document is used to develop your informed consent form, please remember to delete the italicized instructions and insert your specific information.

Informed Consent Document Template and Guidelines

Informed Consent Form

(name of institution)

Title of Project: (complete title of the project as it appears on the protocol and abstract)	

Principal Investigator: (only one person may be named as principal investigator)

Other Investigators:

Participant ID:	____________ 

[bookmark: _Toc383531799]The Introductory Paragraph

[bookmark: _Toc383531800]Example Introductory Paragraph:

We invite you to take part in a research study (title) at (location/institution), which seeks to identify a more effective means of treating (illness, condition). Taking part in this study is entirely voluntary. We urge you to discuss any questions about this study with our staff members. Talk to your family and friends about it and take your time to make your decision. If you decide to participate you must sign this form to show that you want to take part. 

 (Note Common Rule requirement that Key Information essential to the decision to participate be presented first in the document and consent discussion)

Some of the essential information you will need to make the decision whether or not to participate in the research study has been outlined below. 

Approximately (number) people will take part in this research (nationwide or worldwide) and about (number) people are expected to take part at (your institution).

If you decide to take part in this study your participation will last (number of years/months)

[bookmark: _Toc383531801]Section 1.	Purpose of the Research

This section is required in all consent forms. It focuses on explaining to the participant why they were asked to participate in the study and the purpose of the research study. 

[bookmark: _Toc383531802]Example Section 1: Purpose of the Research 

You are being offered the opportunity to take part in this research study because (state why the individual was selected, e.g., condition, age, or healthy volunteer).

This research study is being done to find out……

OR

The purpose of this research is to…… 

OR

The purpose of this research study is to obtain information on the safety and effectiveness of (name of drug, device, etc.).

[bookmark: _Toc383531803]Section 2.	 Procedures 

This section is required in all consent forms. It outlines the procedures of the study and explains exactly what will happen to the individual should they choose to take part in the study. It should clearly identify what parts of the procedure, if any, are experimental. 

[bookmark: _Toc383531804]Section 3.	 Time Duration of the Procedures and Study

This section is required in all informed consent forms. The purpose of this section is to clearly outline the time commitment a participant is committing to in choosing to take part in the study. 

[bookmark: _Toc383531805]Example of a Time Duration Section: 

If you agree to take part in this study, your involvement will last approximately (give length of time of participation). You will be asked to return to the clinic (number) times. Each clinic visit will take approximately (number) minutes.

[bookmark: _Toc383531806]Section 4.	 Discomforts and Risks

This section is required in all informed consent forms. For certain research studies, it may suffice to say that there are no known risks associated with the research. However, in most studies, this section will outline in lay terms what risks or discomforts may be associated with each procedure or drug administered. List by regimen the physical and nonphysical risks of participating in the study in percentages and numbers whenever possible. Nonphysical risks may include such things as the inability to work, potential anxiety related to the sensitive nature of the questions asked, etc. List the known human experiences related to the treatment and procedures involved, including bruising or discomfort from blood draws, as well as any relevant animal data. Highlight or otherwise identify side effects that may be irreversible, long-term or life threatening. The use of lists or a table format is recommended.

 (Include information that a “Reasonable Person” would want in order to make an informed decision)

 (A statement regarding whether clinically relevant research results, including individual research results, will be disclosed to subjects, and if so, under what conditions.)

You will/ will not receive the results of the tests and assessments you will undergo as part of this research study.

 (A statement that ensures the subject’s understanding of the key reasons he/she would or would not choose to participate in research)

You may choose not to participate in this study due to the potential risks outlined below.

[bookmark: _Toc383531807]Example of a Discomforts and Risk Section for a Drug Study:

While on the study, you are at risk for the following side effects. Most of them are listed below but they will vary from person to person. Drugs will be given to make some of the side effects less serious and uncomfortable. Many side effects go away after the drug is stopped but, in some cases, the side effects may be serious and/or lasting.

[bookmark: _Toc383531808]Drug XYZ side effects.

More likely:

· Decreased appetite

· Difficulty sleeping

· Headache, dizziness

Less likely:

· Hallucinations or delusions

· Nausea and/or vomiting

 (The following text should be added for trials with a placebo arm)

If you are in the treatment group that receives placebo (inactive substance) your symptoms or condition may worsen or not improve.

[bookmark: _Toc383531809]Other Possible Risks Associated With Participating In This Study 
Venipuncture: The risks of drawing blood include temporary discomfort from the needle stick, bruising, bleeding, and rarely, infection. 

Subcutaneous Injections: Injections to the skin may be less convenient than some other forms of treatment, such as oral medications. In addition, injections may cause momentary discomfort and other local symptoms, such as bleeding, bruising, and, rarely, infection.

 (Also, if applicable, the following should be added)

There also may be other side effects or discomforts that we cannot predict, especially to a fetus or embryo. Because the drugs in this study may affect an unborn baby, you should not become pregnant or father a baby while on this study. Your doctor will discuss this with you. You should not breast-feed a baby while on this study.

[bookmark: _Toc383531810]Section 5.	 Potential Benefits

This section must be in all informed consent forms. However, the way it is included may vary depending on the type of research.  The purpose of this section is to describe the benefits of participating for the subject and for others. The following should be included in this section:

· This section should address two parts: 1) potential benefits to the participant; and 2) potential benefits to others. The two ideas can be integrated, but for the purposes of the example below, they have been separated into separate paragraphs. 

· NOTE: Payment given to the subject for participation in the study is not a benefit, it is a compensation for subject’s time and any expenses that s/he could incur as a result of participation in the study, and should not be included in this section. 

[bookmark: _Toc383531811]Example of Possible Benefits Section: 

[bookmark: _Toc383531812]Possible benefits to the participant:

 (For clinical research studies where direct benefit is possible) The possible benefit you may experience from the (research drug/device/procedure) described in this research includes (list any benefits that may be reasonably expected). However, there is no guarantee that you will benefit from being in this research.

 (For research with no direct benefit) You will not benefit from taking part in this research study.

[bookmark: _Toc383531813]Possible benefits to others: 

 (Address potential benefits to others) The results of this research may guide the future treatment of…

or

Medical science may gain further understanding of….

[bookmark: _Toc383531814]Section 6.	Statement of Confidentiality

This section is required in all informed consent forms. This section must outline how all confidential information and or materials will be treated, stored, and maintained and for what lengths of time, as well as how materials will be disposed of at the end of the study period. Privacy and confidentiality measures must be addressed in this section. 

This section must also include a statement containing the following language:

“A description of this clinical trial will be available on http:///www.ClinicalTrials.gov, as required by U.S. Law. This Web site will not include information that can identify you. At most, the Web site will include a summary of the results. You can search the web site at any time”.

[bookmark: _Toc383531815]6a. Privacy and confidentiality measures

[bookmark: _Toc383531816]Example Statement of Confidentiality: 

Your research records that are reviewed, stored, and analyzed at (your institution) will be kept in a secured area in (list where records are stored).  (Include the following if specimens are collected for research purposes)Your samples collected for research purposes will be labeled with (list all that apply: a code number, your initials, etc.) and will be stored (list where the samples will be stored and how they are secured). 

 (For research records/samples that are sent outside of your institution, describe methods that will be used to ensure confidentiality. If records and specimens are sent to different entities or labeled differently, describe their confidentiality measures separately). For research records (and specimens) sent to (outside entity), you will not be identified by name, social security number, address or phone number. The records (and specimens) may include (list all that apply:  a code number, your initials, date of birth, etc.). The list that matches your name with the code number will be kept in a locked file in (note location, such as PI’s office).

OR

For research records (and specimens) sent to (outside entity), you will be identified by (list all that apply: name, social security number, address, phone number, date of birth, any other direct personal identifier, code number). The list that matches your name with the code number will be kept in a locked file in (note location, such as PI’s office).

(Remember to include separate descriptions for records and specimens if they are labeled differently or stored differently or sent to separate entities.)

The following statement is considered mandatory for all research studies: 

In the event of any publication or presentation resulting from the research, no personally identifiable information will be shared.

The following statement is for those studies that do not include section 6b.

We will keep your participation in this research study confidential to the extent permitted by law. However, it is possible that other people may become aware of your participation in this study. For example, the following people/groups may inspect and copy records pertaining to this research.

The Office of Human Research Protections in the U. S. Department of Health and Human Services (for drug/device studies, add the U.S. Food and Drug Administration) 

· The (your institution) Institutional Review Board (a committee that reviews and approves research studies) and 

· The (your institution) Human Subjects Protection Office

· The National Institutes of Health, the study sponsor 

Some of these records could contain information that personally identifies you. Reasonable efforts will be made to keep the personal information in your research record private and confidential but absolute confidentiality cannot be guaranteed.

 (As applicable a statement that)

Your identifiers might be removed from the information obtained as part of this research study. This un-identifiable information may be used for future research studies or shared with another investigator for future research studies without additional informed consent from you. 

 OR 

Your information or biospecimens collected as part of the research, even if identifiers are removed, will not be used or distributed for future research studies

For research involving biospecimens, a statement whether the research will (if known) or might include whole genome sequencing (i.e., sequencing of a human germline or somatic specimen with the intent to generate the genome or exome sequence of that specimen)

 (As applicable a statement that) 

Your de-identified biospecimens obtained as part of this research study may be used for commercial profit. This commercial profit (will/will not) be shared with you. 

[bookmark: _Toc383531817]6b. The use of private health information:

· Section 6b is mandatory if the research creates, obtains, uses, and/or discloses identifiable health information about the research participants. The 18 identifiers are listed under HIPAA regulations.

· Do not include any part of Section 6b unless the research fits the above criteria.

[bookmark: _Toc383531818]Example Statement of Use of Private Health Information: 

Health information about you will be collected if you choose to be part of this research study. Health information is protected by law as explained in the (your institution) Privacy Notice. If you have not received this notice, please request a copy from the investigator. At (your institution) your information will only be used or shared as explained and authorized in this consent form or when required by law. It is possible that some of the other people/groups who receive your health information may not be required by Federal privacy laws to protect your information and may share it without your permission. 

To participate in this research, you must allow the study team to use your health information. If you do not want us to use your protected health information, you may not participate in this study. (When specific therapy is only available through the research, include these sentences: The research-related therapy is investigational; therefore, it is not available unless you allow the use of your health information that is collected during this research study.)

 (For blinded studies) People usually have a right to access their medical records. However, while the research is in progress, you may not be allowed to see or copy certain information that is related to this research study.  This is only for the period of the research. You will be allowed to see that information when the entire research project is complete.

Your permission for the use, retention, and sharing of your identifiable health information will (Describe the date or event that will trigger the expiration of this authorization e.g., “expire upon completion of the research study” or “expire when FDA approval of the study drug is obtained” or “will continue for the period of time necessary for the preparation of a related  follow-up research study” or “continue indefinitely” or “will continue until the NIA notifies the investigator that the information is no longer needed.” ).  At that time the research information not already in your medical record will be destroyed (or “will be retained until (date) in order to (reason)” or “information identifying you will be removed from such research results at (your institution)”).  Any research information in your medical record will be kept indefinitely.

If you choose to participate, you are free to withdraw your permission for the use and sharing of your health information (if applicable, add: and your samples) at any time. You must do this in writing. Write to Dr. (PI) and let (him/her) know that you are withdrawing from the research study.  (His/Her) mailing address is (address).

If you withdraw your permission: 

· We will no longer use or share medical information about you (if applicable, add the following: or your samples) for this research study, except when the law allows us to do so.  

· We are unable to take back anything we have already done or any information we have already shared with your permission. 

· We may continue using and sharing the information obtained prior to your withdrawal if it is necessary for the soundness of the overall research. 

· We will keep our records of the care that we provided to you as long as the law requires.

The research team may use the following sources of health information.

·  (List any and all medical information collected from or about the participant in connection with this research study, e.g. blood and other tissue samples and related tests, your medical history as it relates to the research study, x-rays, MRIs, questionnaires, etc.)

· Indicate the span of time from which the records are pulled, e.g., “since your diabetes was diagnosed”, “the last five years”, “only during the time span of the research study”.)

Representatives of the following people/groups within (your institution) may use your health information and share it with other specific groups in connection with this research study.

· The principal investigator, (PI name)

· The (your institution) Institutional Review Board

· The (your institution) Human Subjects Protection Office

· (If using the Investigational Drug Pharmacy) The (your institution) Pharmacy

· (If applicable) The (your institution) Financial Analyst for Clinical Research

· (List every other class of persons or group affiliated with (your institution) (e.g., the research team, the study coordinators, etc.) who might need to use and/or disclose the participant’s information in connection with this study.)

The above people/groups may share your health information with the following people/groups outside (your institution) for their use in connection with this research study. These groups, while monitoring the research study, may also review and/or copy your original (your institution) records. 

· The Office of Human Research Protections in the U. S. Department of Health and Human Services

· (List every other class of persons or group NOT affiliated with your institution (e.g. fellow researchers in this study at (list other institutions), outside data analysts appointed for this study, the Data Safety Monitoring Board appointed for this study, the National Institutes of Health, the Food and Drug Administration, etc., to whom the participant’s information might be disclosed.)

· (If the study is international) Representatives from regulatory agencies in other countries may also review your research record, including research-related medical reports and information, along with the NIA and/or the FDA.

[bookmark: _Toc383531819]Section 7.	Costs for Participation

[bookmark: _Toc383531820]7a. Costs:  

· [bookmark: _Toc383531821]If there are costs to the participant that may result from participation in the research, include a statement describing any additional costs associated with study participation.

7b. Treatment and compensation for injury:  

· Include your institution’s mandatory wording for treatment for injury (see below).

[bookmark: _Toc383531822]Example Cost for Participation Section: 

 (If there is no risk of physical injury to the participant, do not include this section.) Every effort to prevent injury as a result of your participation will be taken. It is possible, however, that you could develop complications or injuries as a result of participating in this research study. In the event of injury resulting from this research, medical treatment is available but will be provided at the usual charge. It is the policy of this institution to provide neither financial compensation nor free medical treatment for research-related injury. 

Add, as a separate paragraph, one of the following statements regarding payment for direct costs of treating research-related injuries. 

 (If the institution will cover all costs of research-related injuries but did not provide consent form wording, include this statement as a separate paragraph) If complications or injuries occur that are the result of a medication, procedure or test required for this study, the institution (include the names) will reimburse the standard charges for the treatment of these complications or injuries. The compensation described in this section will be the only form of compensation provided to you for complications or injuries related to this study. 

OR

 (If the (investigator institution) will cover costs of research-related injuries not covered by the participant’s insurance carrier but did not provide consent form wording, include this statement as a separate paragraph) If complications or injuries occur that are the result of a medication, procedure or test required for this study, the investigator, (include the name of institution if appropriate) will reimburse the standard charges for the treatment of these complications or injuries, provided these charges have not been reimbursed by your non-governmental medical insurance or other third party. The compensation described in this section will be the only form of compensation provided to you for complications or injuries related to this study. 

OR

 (If the investigator institution has not agreed to cover costs of research-related injuries, include this statement as a separate paragraph) Costs for the treatment of research-related injuries will be charged to your insurance carrier or to you. Some insurance companies may not cover costs associated with research studies. If for any reason these costs are not covered by your insurance, they will be your responsibility. You will also be responsible for any deductible, co-insurance and/or co-pay. 

 (End this section with the following statement) You will not lose any legal rights by signing this form.

[bookmark: _Toc383531823]Section 8. 	Compensation for Participation

This section is required in all research studies. It should clearly describe any monetary compensation (total amount, average total amount, amount per visit, amount per hour, etc.).

[bookmark: _Toc383531824]Example of Compensation for Participation Section: 

You will be given $(dollar amount) on each visit to compensate you for time and expenses for participating in this study.

 (If participants do not receive any reimbursement for participation) You will not receive any compensation for being in this research study.

[bookmark: _Toc383531825]Section 9. 	Research Funding

· Funding disclosure: Disclose what grantors, institution(s) (e.g., NIA) or companies are involved in the research through funding or grants. If none, say so. 

· Conflict of Interest: Include information about any consultative or financial relationships the investigators may have with the NIA.

[bookmark: _Toc383531826]Example Research Funding Section: 

The institution and investigators are receiving a grant from NIA (list any other grantors) to support this research. 

 (For funding disclosure) The institution will be reimbursed by the NIA for use of this site’s facilities and for the work the research staff does for this research. 

[bookmark: _Toc383531827]Section 10. 	Voluntary Participation

[bookmark: _Toc383531828]Example Voluntary Participation Section:

Taking part in this research study is voluntary. If you choose to take part in this research, your major responsibilities will include (Briefly list major responsibilities. NOTE: Do not include this sentence if there are no major responsibilities for the participant). You do not have to participate in this research. If you choose to take part, you have the right to stop at any time. If you decide not to participate or if you decide to stop taking part in the research at a later date, there will be no penalty or loss of benefits to which you are otherwise entitled. 

 (Optional, if appropriate) Your investigator may take you out of the research study without your permission. Some possible reasons for this are: (list possible reasons, for example: you did not follow the study instructions, etc.). Also, the NIA may end the research study early. If your participation in the research ends early, you may be asked to visit the investigator for a final visit. 

 (Optional, if appropriate) (For clinical studies) If you will be participating in another clinical trial at [Institution] or elsewhere while in this research, you should discuss the procedures and/or treatments with your physician or the investigators. This precaution is intended to protect you from possible side effects from interactions of research drugs, treatments or testing.

 (Optional, if appropriate) During the course of the research you will be provided with any significant new findings that may affect your willingness to continue participating in this research.

[bookmark: _Toc383531829]Section 11. 	Contact Information for Questions or Concerns

· Clarify the participant’s right to have questions answered.

· Indicate whom to contact in case of further questions about the research or to report a research-related injury.

· Indicate contact information for questions about participant rights and privacy issues.

[bookmark: _Toc383531830]Example Contact Information for Questions or Concerns Section: 

You have the right to ask any questions you may have about this research.  If you have questions, complaints or concerns or believe you may have developed an injury related to this research, contact (Principal Investigator) at (phone number). (If clinical protocol, add the next phrase) or the (study) doctor on 24-hour call at (phone number). 

 (All informed consent forms should include this paragraph). If you have questions regarding your rights as a research participant or you have concerns or general questions about the research (add the next phrase if using identifiable health information: or about your privacy and the use of your personal health information), contact the research subjects protection advocate in the (your institution’s) Subjects Protection Office at (phone number). You may also call this number if you cannot reach the research team or wish to talk to someone else. 

For more information about participation in a research study and about the Institutional Review Board (IRB), a group of people who review the research to protect your rights, please visit the (your institution’s) IRB’s web site at (website). Included on this web site, under the heading “Participant Info”, you can access federal regulations and information about the protection of human research participants. If you do not have access to the internet, copies of these federal regulations are available by calling the (your institution) at (phone number).

[bookmark: _Toc383531831]Signature and Consent/Permission to be in the Research

Before making the decision regarding enrollment in this research you should have:

· Discussed this study with an investigator, 

· Reviewed the information in this form, and

· Had the opportunity to ask any questions you may have. 

Your signature below means that you have received this information, have asked the questions you currently have about the research and those questions have been answered. You will receive a copy of the signed and dated form to keep for future reference. 

[bookmark: _Toc383531832]Participant: By signing this consent form, you indicate that you are voluntarily choosing to take part in this research.

		[Signature of participant]

Signature of Participant

		[date]

Date

		[time]

Time

		[print name]

Printed Name





[bookmark: _Toc383531833]Participant’s Legally Authorized Representative: By signing below, you indicate that you give permission for the participant to take part in this research.

		[Signature of participant]

Signature of Participant’s Legally Authorized Representative

		[date]

Date

		[time]

Time

		[print name]

Printed Name





 (Signature of Participant’s Legally Authorized Representative is required for people unable to give consent for themselves.)

Description of the Legally Authorized Representative’s Authority to Act for Participant:

[Description of the authority]

[bookmark: _Toc383531834]Person Explaining the Research: Your signature below means that you have explained the research to the participant/participant representative and have answered any questions he/she has about the research.

		[Signature of participant]

Signature of person who explained this research

		[date]

Date

		[time]

Time

		[print name]

Printed Name





Only approved investigators for this research may explain the research and obtain informed consent.

A witness or witness/translator is required when the participant cannot read the consent document, and it was read or translated. 

INSTRUCTIONS: The following applies to optional parts of the research only, e.g., storage of leftover tissue for future research, optional sub-studies, etc.

In addition to the main part of the research study, there is an optional part of the research. You can participate in the main part of the research without agreeing to take part in this optional part.

 (For research involving optional storage of tissue for future research) Optional Tissue Storage for Future Use

As part of this study, we are obtaining (tissue and/or blood and/or cells) from you. If you agree, the (researchers) would like to store leftover sample(s) of your (tissue and/or blood and/or cells) so that your (tissue and/or blood and/or cells) can be studied in the future after this study is over. (Add the following statement if storage is optional) These future studies may provide additional information that will be helpful in understanding [disease/condition], but it is unlikely that these studies will have a direct benefit to you. The results of these tests will not have an effect on your care. Neither the investigator nor you will receive results of these future research tests, nor will the results be put in your health record. Sometimes tissue is used for genetic research about diseases that are passed on in families. Even if your sample(s) (is/are) used for this kind of research, the results will not be put in your health records. It is possible that your (tissue and/or blood and/or cells) might be used to develop products or tests that could be patented and licensed. There are no plans to provide financial compensation to you should this occur. If you have any questions, you should contact (PI name) at (phone number).

(For linked samples) Your leftover samples will be labeled with (list all that apply: “a code number”, “your initials”, etc.). These samples will be stored (describe how the samples will be secured: “Dr. (PI’s name)’s locked laboratory) at (sample location). If you consent to the collection of samples of your (source of sample) (e.g., blood, tissue, bone marrow) for future research, the period for the use of the samples is unknown. If you agree to allow your (tissue and/or blood and/or cells) to be kept for future research, you will be free to change your mind at any time. You should contact (PI name) at (phone number) and let (him/her) know you wish to withdraw your permission for your (tissue and/or blood and/or cells) to be used for future research. Any unused (tissue and/or blood and/or cells) will be destroyed and not used for future research studies. 

 (For unlinked samples) Your samples will not be labeled with any of your personal information, such as your name or a code number. Once you give your permission to have your leftover samples stored, they will be available for use in future research studies indefinitely and cannot be removed due to the inability to identify them.

 (Add the following tissue options or variations if storage is optional) You should initial below to indicate your preferences regarding the optional storage of your leftover (tissue and/or blood and/or cells) for future research studies. 

a. Your sample(s) may be stored and used for future research studies to learn about, prevent, treat or cure (disease/condition).

		       Yes

		       No





b.   Your sample[s] may be stored and used for research about other health problems. 

		       Yes

		       No





c. Your sample(s) may be shared with other investigator/groups without any identifying information.

		☐ Yes

		☐ No





[bookmark: _Toc383531835]Participant: By signing below, you indicate that you have read the information written above and have indicated your choices for the optional part of the research study. 

		[Signature of participant]

Signature of Participant

		[date]

Date

		[time]

Time

		[print name]

Printed Name





[bookmark: _Toc383531836]Participant’s Legally Authorized Representative: By signing below, you indicate that you have read the information written above and have indicated your choices for the optional part of the research study.

		[Signature of participant]

Signature of Participant’s Legally Authorized Representative

		[date]

Date

		[time]

Time

		[print name]

Printed Name





 (Signature of Participant’s Legally Authorized Representative is required for people unable to give consent for themselves.)

Description of the Legally Authorized Representative’s Authority to Act for Participant:

[Description of the authority]

[bookmark: _Toc383531837]Person Explaining the Research: Your signature below means that you have explained the optional part of the research to the participant/participant representative and have answered any questions he/she has about the research.

		[Signature of participant]

Signature of person who explained this research

		[date]

Date

		[time]

Time

		[print name]

Printed Name








This document was created using the following resources: 

CTN Best Practices

· Informed Consent Discussion Documentation 

· Informed Consent Document Template and Instructions 

Fuller Theological Seminary Graduate School of Psychology 

· Informed Consent Template 

National Cancer Institute 

· Informed Consent Template for Cancer Treatment Trials (English Language)

· Learn about Clinical Trials – Informed Consent




SAMPLE HIPAA AUTHORIZATION LANGUAGE 

Authorization to Use or Disclose (Release) Health Information that Identifies You for the Research Study

REQUIRED ELEMENTS:
If you sign this document, you give permission to the study doctor and research team at [Study Institution] to use or disclose (release) your health information that identifies you for the research study. 

The health information that we may use or disclose (release) for this research includes:

· Name

· Address

· Phone number

· Date of birth

· Medical history

· Data collected during your participation in study visits, including all test results  

· [Customize based on the information to be used or disclosed for the research study]

The health information listed above may be used by and/or disclosed (released) to the following authorized users:  

· Representatives of [Sponsor name].

· Representatives of [CRO name].

· Representatives of [IRB name] (an Institutional Review Board that reviews this study).

· The Food and Drug Administration (FDA), National Institutes of Health (NIH) and other US federal and state agencies.

· Government agencies to whom certain diseases (like HIV, hepatitis, and STDs) must be reported.

· Governmental agencies of other countries.

· Outside individuals and companies, such as laboratories and data storage companies, that work with the researchers and sponsor and need to access your information to conduct this study.

· Other research doctors and medical centers participating in this research, if applicable. 

· A data safety monitoring board which oversees this research, if applicable.

· [Customize based on the design of the research study]  

Once your health data has been shared with authorized users, it may no longer be protected by federal privacy law and could possibly be used or disclosed in ways other than those listed here.  

[bookmark: FOOTNOTE2]Please note that:

· You do not have to sign this Authorization, but if you do not, you may not receive research-related treatment.
You may change your mind and revoke (take back) this Authorization at any time. Even if you revoke this Authorization, the study team may still use or disclose health information they already have obtained about you as necessary to maintain the integrity or reliability of the current research. To revoke this Authorization, you must write to: [name of the Study PI) and contact information].
This Authorization does not have an expiration date [or as appropriate, insert expiration date or event, such as "end of the research study."]

		_________________________
Signature of participant or participant's personal representative

		_________________________
Date



		_________________________
Printed name of participant or participant's personal representative

		_________________________
If applicable, a description of the personal representative's authority to sign for the participant 







OPTIONAL ELEMENTS:
Examples of optional elements that may be relevant to the recipient of the protected health information:

· Your health information will be used or disclosed when required by law.

· Your health information may be shared with a public health authority that is authorized by law to collect or receive such information for the purpose of preventing or controlling disease, injury, or disability, and conducting public health surveillance, investigations or interventions.

· No publication or public presentation about the research described above will reveal your identity without another authorization from you.

· If all information that does or can identify you is removed from your health information, the remaining information will no longer be subject to this authorization and may be used or disclosed for other purposes.

· When the research for which the use or disclosure is made involves treatment and is conducted by a covered entity: To maintain the integrity of this research study, you generally will not have access to your personal health information related to this research until the study is complete. At the conclusion of the research and at your request, you generally will have access to your health information that [name of the covered entity] maintains in a designated record set, which means a set of data that includes medical information or billing records used in whole or in part by your doctors or other health care providers at [name of the covered entity] to make decisions about individuals. Access to your health information in a designated record set is described in the Notice of Privacy Practices provided to you by [name of covered entity]. If it is necessary for your care, your health information will be provided to you or your physician.

· If you revoke this Authorization, you may no longer be allowed to participate in the research described in this Authorization.

This document was created based on the NIH HIPAA Authorization for Research: https://privacyruleandresearch.nih.gov/authorization.asp
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Module 4 Table of Contents 



1.	Study Reports	3
2.	Pharmacology	3
2.1.	Primary Pharmacodynamics	3
2.2.	Secondary Pharmacodynamics	3
2.3.	Safety Pharmacology	3
2.4.	Pharmacodynamic Drug Interactions	3
3.	Pharmacokinetics 	3
3.1.	Analytical Methods and Validation Reports	3
3.2.	Absorption	3
3.3.	Distribution	3
3.4.	Metabolism	3
3.5.	Excretion	3
3.6.	Pharmacokinetic Drug Interactions [unlikely to apply to gene therapy]	3
3.7.	Other Pharmacokinetic Studies	3
4.	Toxicology	3
4.1.	Single Dose Toxicity	3
4.2.	Repeat Dose Toxicity	3
4.3.	Genotoxicity	3
4.4.	Carcinogenicity	3
4.5.	Reproductive and Developmental Toxicity	3
4.6.	Local Tolerance	3
4.7.	Other Toxicity Studies	3
5.	Literature References	3










[NOTE ON TEMPLATE: WE HAVE INCLUDED ALL SECTIONS FOR COMPLETENESS, HOWEVER AS NOTED PREVIOUSLY, SOME SECTIONS MAY NOT APPLY TO YOUR PRODUCT (E.G. PHARMACOKINETICS)]

1. [bookmark: _Toc139054414]Study Reports

2. [bookmark: _Toc139054415]Pharmacology

2.1. [bookmark: _Toc139054416]Primary Pharmacodynamics 

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

2.2. [bookmark: _Toc139054417]Secondary Pharmacodynamics 

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

2.3. [bookmark: _Toc139054418]Safety Pharmacology

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species		

2.4. [bookmark: _Toc139054419]Pharmacodynamic Drug Interactions 

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

3. [bookmark: _Toc139054420]Pharmacokinetics	

3.1. [bookmark: _Toc139054421]Analytical Methods and Validation Reports 	

3.2. [bookmark: _Toc139054422]Absorption 	

3.3. [bookmark: _Toc139054423]Distribution	

3.4. [bookmark: _Toc139054424]Metabolism 

3.5. [bookmark: _Toc139054425]Excretion 

3.6. [bookmark: _Toc139054426]Pharmacokinetic Drug Interactions [unlikely to apply to gene therapy]	

3.7. [bookmark: _Toc139054427]Other Pharmacokinetic Studies	

4. [bookmark: _Toc139054428]Toxicology	

4.1. [bookmark: _Toc139054429]Single Dose Toxicity

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species		

4.2. [bookmark: _Toc139054430]Repeat Dose Toxicity

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species		

4.3. [bookmark: _Toc139054431]Genotoxicity

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

4.4. [bookmark: _Toc139054432]Carcinogenicity

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

4.5. [bookmark: _Toc139054433]Reproductive and Developmental Toxicity

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

4.6. [bookmark: _Toc139054434]Local Tolerance

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

4.7. [bookmark: _Toc139054435]Other Toxicity Studies

Report #ABC, Study Description, Species 

Report #XYZ, Study Description, Species	

5. [bookmark: _Toc139054436]Literature References

[bookmark: _Toc131503860][bookmark: _Toc131504019][bookmark: _Toc131503861][bookmark: _Toc131504020]





[bookmark: _Toc133228035]
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[bookmark: nonclinicaloverview_TOC_final]NON-CLINICAL OVERVIEW TEMPLATE

[Note: DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] 






Non- Clinical Overview Template Table of Contents



1.	Overview of the Non-clinical Testing Strategy	3

2.	Pharmacology	3

2.1. Study 1: In Vitro Pharmacodynamics	3

2.2. Study 2: In Vivo Pharmacodynamics	3

2.3. Safety analysis	3

2.4. Pharmacodynamic Drug Interaction assays	3

3.	Pharmacokinetics	3

3.1. Absorption	3

3.2. Distribution	3

3.3. Metabolism	3

3.4. Excretion	3

3.5. Pharmacokinetic Drug Interactions	3

4.	Toxicology	3

4.1. General toxicology studies	4

4.2. Genotoxicity studies (may not be required for some gene therapies)	4

4.3. Carcinogenicity studies (may not be required for some gene therapies)	4

4.4.	Reproductive and developmental toxicity studies (may not be required for some gene therapies)	4

4.5. Local tolerance studies (may not be required for some gene therapies)	4

4.6. Other studies (may not be required for some gene therapies)	4

5.	Integrated Overview and Conclusion	4

6.	References	4



[DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] Note: please be sure to update the page numbers in the Table of Contents (i.e., highlight the entire Table of Contents, go to the "References" tab and click "Update Table")




[NOTE ON TEMPLATE: WE HAVE INCLUDED ALL SECTIONS FOR COMPLETENESS, HOWEVER AS NOTED PREVIOUSLY, SOME SECTIONS MAY NOT APPLY TO YOUR PRODUCT (E.G. PHARMACOKINETICS)]

1. [bookmark: _Overview_of_the][bookmark: _Toc133232872][bookmark: nonclinicaloverviewtemplateTOC][bookmark: _Toc139029004]Overview of the Non-clinical Testing Strategy 

Start the summary by providing the FDA with an overview of your product, its description, your approach, and the protocols for the various studies conducted. 

2. [bookmark: _Toc133232873][bookmark: _Toc139029005]Pharmacology 

Under this section, include a summary of your results from all the In Vitro and In-Vivo pharmacodynamics, safety, and/or pharmacodynamic drug interaction assays. 

2.1. [bookmark: _Toc133232874][bookmark: _Toc139029006]Study 1: In Vitro Pharmacodynamics

2.2. [bookmark: _Toc133232875][bookmark: _Toc139029007]Study 2: In Vivo Pharmacodynamics 

2.3. [bookmark: _Toc133232876][bookmark: _Toc139029008]Safety analysis

2.4. [bookmark: _Toc133232877][bookmark: _Toc139029009]Pharmacodynamic Drug Interaction assays 

[bookmark: _Toc133232878]

3. [bookmark: _Toc139029010]Pharmacokinetics

Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. These studies are more applicable for small molecules, so you are unlikely to have these for your product. However, these sections are noted here for completeness per eCTD structure. These sections may be left blank. 

3.1. [bookmark: _Toc139029011]Absorption

3.2. [bookmark: _Toc133232880][bookmark: _Toc139029012]Distribution

3.3. [bookmark: _Toc133232881][bookmark: _Toc139029013]Metabolism

3.4. [bookmark: _Toc139029014]Excretion

3.5. [bookmark: _Toc139029015]Pharmacokinetic Drug Interactions

4. [bookmark: _Toc133232884][bookmark: _Toc139029016]Toxicology 

Under this section, include a summary of your results from any toxicity studies you have conducted for your product (including toxic signs, genotoxic activity, carcinogenicity, reproductive and developmental toxicity, local tolerance, or other studies)

4.1. [bookmark: _Toc133232885][bookmark: _Toc139029017]General toxicology studies

4.2. [bookmark: _Toc133232886][bookmark: _Toc139029018]Genotoxicity studies (may not be required for some gene therapies)

4.3. [bookmark: _Toc133232887][bookmark: _Toc139029019]Carcinogenicity studies (may not be required for some gene therapies)

4.4. [bookmark: _Toc133232888][bookmark: _Toc139029020]Reproductive and developmental toxicity studies (may not be required for some gene therapies)

4.5. [bookmark: _Toc133232889][bookmark: _Toc139029021]Local tolerance studies (may not be required for some gene therapies)

4.6. [bookmark: _Toc133232890][bookmark: _Toc139029022]Other studies (may not be required for some gene therapies)

[bookmark: _Toc133232891]

5. [bookmark: _Toc139029023]Integrated Overview and Conclusion 

This section should define the characteristics of your product, as demonstrated by the non-clinical studies, and arrive at logical, well-argued conclusions supporting its safety for the intended clinical use. Additionally, consider taking the results into account and discussing the implications of the non-clinical findings for safe human use. 

6. [bookmark: _Toc133232892][bookmark: _Toc139029024]References
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NON-CLINICAL WRITTEN AND TABULATED SUMMARIES TEMPLATE

[Note: DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] 








[bookmark: _Toc131393899]

Non-Clinical Written and Tabulated Summaries Table of Contents

1.	Introduction	4
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2.4.	Safety pharmacology	4

2.5.	Pharmacodynamic drug interactions	4

2.6.	Discussion and conclusions	4

2.7.	Tables and figures (either here or included in text)	4

3.	Pharmacology Tabulated Summary	5
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4.2.	Methods of analysis	5

4.3.	Absorption	5

4.4.	Distribution	5

4.5.	Metabolism	6

4.6.	Excretion	6

4.7.	Pharmacokinetic drug interactions	6

4.8.	Other pharmacokinetic studies	6

4.9.	Discussion and conclusions	6

4.10.	Tables and figures (either here or included in text)	6

5.	Pharmacokinetics Tabulated Summary	6

6.	Toxicology Written Summary	6

6.1.	Summary	6

6.2.	Single-dose toxicity	7

6.3.	Repeat-dose toxicity	7

6.4.	Genotoxicity	7

6.5.	Carcinogenicity	7

6.6.	Reproductive and developmental toxicity	7

6.7.	Studies in juvenile animals	7

6.8.	Local tolerance	8
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6.10.	Discussion and conclusions	8

6.11.	Tables and figures (either here or included in text)	8

7.	Toxicology Tabulated Summary	8
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[bookmark: _Toc133233866]

1. [bookmark: _Toc139015975][bookmark: Nonclinical_written_tab_summary_forTOC][bookmark: nonclinicalSUMMARYTOC]Introduction 

In this section your goal is to provide the FDA with information with the following key information: 

· A brief summary about your product (consider including visuals to show the chemical structure of your product) and its pharmacologic properties

· Information about your product’s proposed clinical indication, dose, and duration of use



2. [bookmark: _Toc131393900][bookmark: _Toc133233867][bookmark: _Toc139015976]Pharmacology Written Summary

2.1. [bookmark: _Toc131393901][bookmark: _Toc133233868][bookmark: _Toc139015977]Summary

In this section, your goal is to provide the FDA with a summary of your key findings from the pharmacology studies for your product. (Keep it to 2-3 pages each). Consider starting with a brief description of the overall pharmacology content and then go into the notable aspects (inclusion and/or exclusion of data like a lack of an animal model).

2.2. [bookmark: _Toc131393902][bookmark: _Toc133233869][bookmark: _Toc139015978]Primary pharmacodynamics

Studies summarized and evaluated 

2.3. [bookmark: _Toc131393903][bookmark: _Toc133233870][bookmark: _Toc139015979]Secondary pharmacodynamics

Studies summarized and evaluated (if applicable)

2.4. [bookmark: _Toc131393904][bookmark: _Toc133233871][bookmark: _Toc139015980]Safety pharmacology

Studies summarized and evaluated (if applicable)

2.5. [bookmark: _Toc131393905][bookmark: _Toc133233872][bookmark: _Toc139015981]Pharmacodynamic drug interactions

Studies summarized and evaluated (if applicable) 

2.6. [bookmark: _Toc131393906][bookmark: _Toc133233873][bookmark: _Toc139015982]Discussion and conclusions

In this section, summarize the key points from your study and bring up any key discussion points or issues you may need to address. 

2.7. [bookmark: _Toc131393907][bookmark: _Toc133233874][bookmark: _Toc139015983]Tables and figures (either here or included in text)

Include a list of tables and/or figures used



3. [bookmark: _Toc131393908][bookmark: _Toc133233875][bookmark: _Toc139015984]Pharmacology Tabulated Summary 

In this section, your goal is to provide the FDA with a summary of all the different topics you covered under the pharmacology section. Consider following the example below while creating your tabulated summary and check out the ICH guidelines (M4S-Common Technical Document for the Registration of Pharmaceuticals for Human Use - Safety)  for more examples.1. Pharmacology

1.1. Pharmacology: Overview

1.2. Primary Pharmacodynamics

1.3. Secondary Pharmacodynamics

1.4. Safety Pharmacology

1.5. Pharmacodynamic Drug Interactions





4. [bookmark: _Toc131393909][bookmark: _Toc133233876][bookmark: _Toc139015985]Pharmacokinetics Written Summary

Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. However, these sections are noted here for completeness per eCTD structure.

4.1. [bookmark: _Toc131393910][bookmark: _Toc133233877][bookmark: _Toc139015986]Summary

In this section, your goal is to provide the FDA with a brief summary (2-3 pages) of the scope and findings of the pharmacokinetics (PK) studies conducted for your product. PK and Absorption, Distribution, Metabolism, Excretion (ADME) studies are not typical for complex treatments such as gene therapies, so it is unlikely that you will have studies of these types. Often studies with AAVs incorporate endpoints that may be considered relevant to this section in either the pharmacology or toxicology studies. Therefore, it may be more relevant to summarize these endpoints in the relevant sections (Module 2.6.2 or 2.6.6) so that each nonclinical study is complete. Therefore, rather than repeat the data in this section, it may be advisable to just specify the Bioanalytical methods for pharmacodynamic, biodistribution and immunogenicity endpoints in this section.

4.2. [bookmark: _Toc131393911][bookmark: _Toc133233878][bookmark: _Toc139015987]Methods of analysis

4.3. [bookmark: _Toc131393912][bookmark: _Toc133233879][bookmark: _Toc139015988]Absorption

4.4. [bookmark: _Toc131393913][bookmark: _Toc133233880][bookmark: _Toc139015989]Distribution

4.5. [bookmark: _Toc131393914][bookmark: _Toc133233881][bookmark: _Toc139015990]Metabolism

4.6. [bookmark: _Toc131393915][bookmark: _Toc133233882][bookmark: _Toc139015991]Excretion

4.7. [bookmark: _Toc131393916][bookmark: _Toc133233883][bookmark: _Toc139015992]Pharmacokinetic drug interactions

4.8. [bookmark: _Toc131393917][bookmark: _Toc133233884][bookmark: _Toc139015993]Other pharmacokinetic studies

4.9. [bookmark: _Toc131393918][bookmark: _Toc133233885][bookmark: _Toc139015994]Discussion and conclusions

4.10. [bookmark: _Toc131393919][bookmark: _Toc133233886][bookmark: _Toc139015995]Tables and figures (either here or included in text)

Include a list of tables and/or figures used

5. [bookmark: _Toc131393920][bookmark: _Toc133233887][bookmark: _Toc139015996]Pharmacokinetics Tabulated Summary 

Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. However, these sections are noted here for completeness per eCTD structure. Except for Bioanalytical method reports for pharmacodynamic, biodistribution and immunogenicity endpoints, this section may be left blank.

6. [bookmark: _Toc139015997][bookmark: _Toc131393922][bookmark: _Toc133233889]Toxicology Written Summary 

6.1. [bookmark: _Toc139015998]Summary

In this section, your goal is to provide the FDA with a brief summary (not more than 6 pages) of your key findings from the toxicology studies. 

You can use a table to show the extent of the toxicologic evaluation. Here is an example: 

		Study type and duration

		Route of administration

		Species



		Single-dose toxicity

Repeat-dose toxicity

1 month

9 months

		IV

IV

		Rat

Rat







Not all investigational therapies require genotoxicity, carcinogenicity, and reproductive toxicity studies for the IND. The requirement for these studies will be based on the mechanism of action of the gene therapy and should be discussed with the FDA during your Pre-IND meeting. See additional guidance here: Guidance for Industry M4S: August 2001 ICH (fda.gov). 

6.2. [bookmark: _Toc131393923][bookmark: _Toc133233890][bookmark: _Toc139015999]Single-dose toxicity 

Studies summarized and evaluated in order by species and by route. 

6.3. [bookmark: _Toc131393924][bookmark: _Toc133233891][bookmark: _Toc139016000]Repeat-dose toxicity

Studies summarized and evaluated in order by species, by route, and by duration. You can include brief details about the methods you used and key findings. Often AAVs are single dose studies, in which case they are included in the single-dose toxicity section.

6.4. [bookmark: _Toc131393925][bookmark: _Toc133233892][bookmark: _Toc139016001]Genotoxicity

Studies summarized and evaluated. Consider summarizing them in the following order: 

In vitro nonmammalian cell system à in vitro mammalian cell system à in vivo mammalian cell system

AAVs do not generally include a traditional assessment for genotoxicity. In this section consider documenting any cassette design aspects to reduce potential for insertional mutagenicity alongside any evaluation performed to evaluate this. 

6.5. [bookmark: _Toc131393926][bookmark: _Toc133233893][bookmark: _Toc139016002]Carcinogenicity

Studies summarized and evaluated. Consider including a rationale around why the studies were chosen. Additionally consider summarizing each study in the following order of long term to short/medium term. 

Carcinogenicity studies are not conducted for AAVs, however data may be available from long term pharmacology studies (>1 year) where histopathology was performed. Consider including this data to highlight lack of pre-neoplastic or neoplastic lesions.

6.6. [bookmark: _Toc131393927][bookmark: _Toc133233894][bookmark: _Toc139016003]Reproductive and developmental toxicity

Studies summarized and evaluated (if conducted). Consider summarizing them in the following order:

· Fertility and early embryonic development

· Embryofetal development

· Prenatal and postnatal development, including maternal function

Reproductive and developmental studies may not be evaluated for AAVs. Data from nonclinical studies may be useful to infer the potential risk for reprotox from endpoints evaluated. For example, if an AAV is administered subretinal for an inherited retinal disease, there is likely no biodistribution to the gonads or measurable serum concentrations of transgene product that provide justification for no further studies and contribute to the overall risk assessment. 

6.7. [bookmark: _Toc131393928][bookmark: _Toc133233895][bookmark: _Toc139016004]Studies in juvenile animals

Studies summarized and evaluated (if conducted) 

Often the pharmacology and toxicology studies are conducted in animals that support dosing pediatric patients and support overall prospect of direct benefit. Ensure that this, if relevant, is documented here.

6.8. [bookmark: _Toc131393929][bookmark: _Toc133233896][bookmark: _Toc139016005]Local tolerance

Studies summarized and evaluated (if conducted) 

6.9. [bookmark: _Toc131393930][bookmark: _Toc133233897][bookmark: _Toc139016006]Other toxicity studies

Other studies you want to report 

6.10. [bookmark: _Toc131393931][bookmark: _Toc133233898][bookmark: _Toc139016007]Discussion and conclusions

In this section summarize the key points from your study and bring up any key discussion points or issues you may need to address. 

6.11. [bookmark: _Toc131393932][bookmark: _Toc133233899][bookmark: _Toc139016008]Tables and figures (either here or included in text)

Include a list of tables and/or figures used

7. [bookmark: _Toc131393933][bookmark: _Toc133233900][bookmark: _Toc139016009]Toxicology Tabulated Summary 

In this section, your goal is to provide the FDA with a summary of all the different topics you covered under the toxicology section. Consider following the example below while creating your tabulated summary and check out the ICH guidelines (M4S- Common Technical Document for the Registration of Pharmaceuticals for Human Use - Safety) for more examples.1. Toxicology

1.1. Brief Summary

1.2. Single-dose toxicity 

1.3. Repeat-dose toxicity 

1.4. Genotoxicity

1.5. Carcinogenicity

1.6. Reproductive and developmental toxicity

1.7. Studies in juvenile animals

1.8. Local tolerance

1.9. Other toxicity studies

1.10. Discussion and conclusions

1.11. Tables and figures 
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Pre-IND Meeting Information Package





Sponsor Name

Gene Therapy Name

Regulatory Contact Name/Contact

Application Number (for Pre-IND)

Date of Meeting:  xx/xx/xxxx (if known) 

Notes: 

This template may be used for Pre-IND meetings (as well as other Type ABC meetings). 

The information package should provide summary information relevant to the product(s) and any supplementary information needed to develop responses to issues raised by the sponsor, applicant or reviewing division.  The content of the information package should support the intended objectives of the formal meeting with FDA.

If the content of the information package is not sufficient to provide the basis for a meaningful discussion (e.g., critical data have not been generated or analyzed or have not been included in the package), the Agency may cancel the meeting.  To facilitate FDA’s review, the sponsor or applicant should organize the contents of the information package according to the proposed agenda.  A fully paginated document with a table of contents, appropriate indices, appendices, cross references and tabs differentiating sections is recommended.  

[Note: DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] 




TABLE OF CONTENTS

1.	INTRODUCTION	4

1.1.	Product Name or Code	4

1.2.	Product Description (Chemical Name and Structure)	4

1.3.	Proposed Indications	4

1.4.	Dosage Form, Route of Administration, and Dosage Regimen	4

2.	PURPOSE AND OBJECTIVE OF THE MEETING	5

3.	PROPOSED AGENDA OF THE MEETING AND LIST OF ATTENDEES	6

4.	PRODUCT BACKGROUND	7

4.1.	Disease Background	7

4.2.	Rational for Investigational Product	7

4.3.	Investigational Clinical Product Background	7

4.3.1. Expected Patient Benefits	7

4.3.2. Comparisons to Other Investigational Products in Clinical Trials	7

4.4.	Product Development Status Overview	7

5.	QUESTIONS FOR THE AGENCY GROUPED BY DISCIPLINE	8

5.1.	Regulatory Questions	8

5.2.	Chemical, Manufacturing, and Controls Questions	8

5.3.	Preclinical Questions	8

5.4.	Clinical Questions	8

6.	REGULATORY BACKGROUND (IF APPLICABLE)	9

7.	CHEMISTRY, MANUFACTURING AND CONTROLS INFORMATION SUMMARY	10

7.1.	Product Manufacturing – Components and Materials	10

7.2.	Product Manufacturing – Procedures and Flow Chart	10

7.3.	Product Testing	10
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8.	PRE-CLINICAL DATA SUMMARY	11
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8.2.1. Proof of Concept Studies	11
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8.3.3. Toxicology Studies	11

8.3.4. Studies of Gene Therapy Product Fate Post-Administration	11

9.	CLINICAL DATA SUMMARY	12

9.1.	Completed and Ongoing Clinical Studies (if applicable, for e.g. foreign studies or studies for other indications) (IF APPLICABLE)	12

9.2.	Planned IND-Opening Study	12

9.2.1. Proof of Concept Studies	12

9.2.2. Study Synopsis – Phase 1a Clinical Study	12

9.3.	Future Studies (optional)	12

9.3.1. Study Concept Sheet – Phase 1b Clinical Study	12

10.	REFERENCES	13

11.	APPENDICES	14

11.1.	Prior Clinical Data Supporting the Indication	14

11.2.	Clinical Study Synopsis	14

11.3.	Clinical Study Concept Sheet	14

11.4.	Investigator’s Brochure (if available)	14

11.5.	Additional Studies	14



[DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] Note: please be sure to update the page numbers in the Table of Contents (i.e., highlight the entire Table of Contents, go to the "References" tab and click "Update Table")



LIST OF TABLES





LIST OF FIGURES



1. [bookmark: _Toc505934380][bookmark: _Toc137477291][bookmark: _Toc139029470]INTRODUCTION

Insert text

1.1. [bookmark: _Toc505934381][bookmark: _Toc137477292][bookmark: _Toc505934382][bookmark: _Toc139029471]Product Name or Code

Insert text

1.2. [bookmark: _Toc137477293][bookmark: _Toc139029472]Product Description (Chemical Name and Structure)

Include a brief description of all components of the final product. Indicate if the product is a combination product (Device-Biologic/Drug-Biologic/Drug-Device-Biologic). For more information on combination products, refer to the FDA Office of Combination Products: https://www.fda.gov/CombinationProducts/AboutCombinationProducts/default.htm DELETE WHEN COMPLETED

1.3. [bookmark: _Toc505934383][bookmark: _Toc137477294][bookmark: _Toc139029473]Proposed Indications

Insert text

1.4. [bookmark: _Toc505934384][bookmark: _Toc137477295][bookmark: _Toc139029474]Dosage Form, Route of Administration, and Dosage Regimen

Insert text

2. [bookmark: _Toc505934385][bookmark: _Toc137477296][bookmark: Purpose_and_objective][bookmark: _Toc139029475]PURPOSE AND OBJECTIVE OF THE MEETING

Type of meeting: (i.e., Type A, Type B, Type B EOP, Pre-IND or Type C)

A brief statement of the purpose of the meeting.  This statement could include a discussion of the types of completed or planned studies or data that the sponsor or applicant intends to discuss at the meeting, the general nature of the critical questions to be asked, and where the meeting fits in overall development plans.  A list of the specific objectives/outcome from the meeting should be included.  DELETE WHEN COMPLETED.

Input text

3. [bookmark: Proposed_Agenda][bookmark: _Toc505934386][bookmark: _Toc137477297][bookmark: _Toc139029476]PROPOSED AGENDA OF THE MEETING AND LIST OF ATTENDEES

A proposed agenda, including estimated amounts of time needed for each agenda item and designated speaker(s) should be included.  DELETE WHEN COMPLETED.



Sponsor attendees

		Name and Title of Sponsor’s Attendees

		Discipline



		SELECT REQUESTED DISCIPLINES BASED ON YOUR DISCUSSION QUESTIONS AND DELETE THE REST. 

		CMC

Pharmacology/Toxicology

Clinical

Biostatistics

Division of Manufacturing and Product Quality (e.g., facilities and GMP)

Bioresearch Monitoring (BIMO)

Medical Device Consult (CDRH)

Drug Consult (CDER)









4. [bookmark: _Toc137477298][bookmark: _Toc505934387][bookmark: _Toc139029477]PRODUCT BACKGROUND

4.1. [bookmark: _Toc137477299][bookmark: _Toc139029478]Disease Background

Insert text

4.2. [bookmark: _Toc137477300][bookmark: _Toc139029479]Rational for Investigational Product 

Insert text

4.3. [bookmark: _Toc137477301][bookmark: _Toc139029480]Investigational Clinical Product Background

Insert text

4.3.1. [bookmark: _Toc137477302][bookmark: Expected_Patient_Benefits][bookmark: _Toc139029481]Expected Patient Benefits

Insert text

4.3.2. [bookmark: _Toc137477303][bookmark: Comparisons][bookmark: _Toc139029482]Comparisons to Other Investigational Products in Clinical Trials

Insert text

4.4. [bookmark: _Toc137477304][bookmark: _Toc139029483]Product Development Status Overview 

Insert text









5. [bookmark: _Toc137477305][bookmark: _Toc139029484]QUESTIONS FOR THE AGENCY GROUPED BY DISCIPLINE

Place the following sections in priority order and renumber, as needed, delete those not needed.  DELETE WHEN COMPLETED.

5.1. [bookmark: _Toc137477306][bookmark: _Toc478431485][bookmark: _Toc505934388][bookmark: _Toc478431482][bookmark: _Toc139029485]Regulatory Questions

Insert text

5.2. [bookmark: _Toc505934390][bookmark: _Toc125453094][bookmark: _Toc137477307][bookmark: _Toc478431483][bookmark: _Toc505934389][bookmark: _Toc139029486]Chemical, Manufacturing, and Controls Questions

Insert text

5.3. [bookmark: _Toc137477308][bookmark: _Toc139029487]Preclinical Questions

Insert text

5.4. [bookmark: _Toc137477309][bookmark: _Toc139029488]Clinical Questions

Insert text



6. [bookmark: _Toc137477310][bookmark: _Toc505934396][bookmark: _Toc139029489]REGULATORY BACKGROUND (IF APPLICABLE)

Discussion on regulatory pathway, prior agency meetings/discussions, approval in other countries, ODD etc..

















































	

7. [bookmark: _Toc505934411][bookmark: _Toc137477311][bookmark: _Toc139029490]CHEMISTRY, MANUFACTURING AND CONTROLS INFORMATION SUMMARY

For more information, refer to the FDA Guidance: Content and Review of Chemistry, Manufacturing, and Control (CMC) Information for Human Gene Therapy Investigational New Drug Applications (INDs) available here: https://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Xenotransplantation/UCM092705.pdf

Provide the information outlined below as needed to support your discussion questions. Delete sections that are not needed and renumber. DELETE WHEN COMPLETED.

7.1. [bookmark: _Toc505934412][bookmark: _Toc137477312][bookmark: _Toc139029491]Product Manufacturing – Components and Materials

[bookmark: _Toc478431488]Describe list of reagents and excipients used in DS and DP production. Sources for critical reagents should be listed and whether they are clinical or research grade materials. DELETE WHEN COMPLETED.

7.2. [bookmark: _Toc505934413][bookmark: _Toc137477313][bookmark: _Toc139029492]Product Manufacturing – Procedures and Flow Chart

Describe (list or summary) all procedures used during the collection, production, and purification of the gene therapy product. A schematic of the production and purification process, and in-process and final product testing, is appreciated by the review staff. DELETE WHEN COMPLETED.

7.3. [bookmark: _Toc505934414][bookmark: _Toc137477314][bookmark: _Toc139029493]Product Testing

Describe process and final lot release tests.

7.4. [bookmark: _Toc505934415][bookmark: _Toc137477315][bookmark: _Toc139029494]Other Issues







8. [bookmark: _Toc137477316][bookmark: _Toc139029495]PRE-CLINICAL DATA SUMMARY

For more information, refer to the FDA Guidance for Industry: Preclinical Assessment of Investigational Cellular and Gene Therapy Products available here:

https://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/CellularandGeneTherapy/UCM376521.pdf

Provide the information outlined below as needed to support your discussion questions. Delete or add sections as needed and renumber. DELETE WHEN COMPLETED.

8.1. [bookmark: _Toc137477317][bookmark: _Toc505934397][bookmark: _Toc139029496]Mechanism of Action/Pharmacology/Pharmacokinetics Studies 

8.2. [bookmark: _Toc137477318][bookmark: _Toc139029497]Completed Studies

8.2.1. [bookmark: _Toc137477319][bookmark: _Toc505934403][bookmark: _Hlk72758217][bookmark: _Toc139029498]Proof of Concept Studies

Insert text

8.2.2. [bookmark: _Toc137477320][bookmark: _Toc139029499]Pharmacology Studies

Insert text

8.2.3. [bookmark: _Toc137477321][bookmark: _Toc139029500]Toxicology Studies

Insert text

8.2.4. [bookmark: _Toc137477322][bookmark: _Toc505934404][bookmark: _Toc139029501]Other Non-clinical Studies (applicable)

[bookmark: _Hlk138970850]Insert text

8.2.5. [bookmark: _Toc137477323][bookmark: _Toc139029502]Studies of Gene Therapy Product Fate Post-Administration

Insert text

8.2.6. [bookmark: _Toc505934409][bookmark: _Toc137477324][bookmark: _Toc139029503]Studies of Drug/Medical Device Component Biocompatibility

Insert text

8.3. [bookmark: _Toc137477325][bookmark: _Toc139029504]Planned Studies

Insert tabular list of planned studies here.

8.3.1. [bookmark: _Toc137477326][bookmark: _Toc139029505]Proof of Concept Studies 

[bookmark: _Toc137477327]Insert text

8.3.2. [bookmark: _Toc139029506]Pharmacology Studies

[bookmark: _Toc137477328]Insert text

8.3.3. [bookmark: _Toc139029507]Toxicology Studies

[bookmark: _Toc137477329]Insert text

8.3.4. [bookmark: _Toc139029508]Studies of Gene Therapy Product Fate Post-Administration

Insert text

9. [bookmark: _Toc505934393][bookmark: _Toc137477330][bookmark: _Toc139029509]CLINICAL DATA SUMMARY

9.1. [bookmark: _Toc137477331][bookmark: _Toc478431493][bookmark: _Toc139029510]Completed and Ongoing Clinical Studies (if applicable, for e.g. foreign studies or studies for other indications) (IF APPLICABLE)

[bookmark: _Hlk138970868]Insert text

9.2. [bookmark: _Toc137477332][bookmark: _Toc139029511]Planned IND-Opening Study 

[bookmark: _Toc137477333]Insert text

9.2.1. [bookmark: _Toc139029512]Proof of Concept Studies 

Insert text

9.2.2. [bookmark: _Toc137477334][bookmark: _Toc139029513]Study Synopsis – Phase 1a Clinical Study

Insert text

9.3. [bookmark: _Toc137477335][bookmark: _Toc139029514]Future Studies (optional)

Insert text

9.3.1. [bookmark: _Toc137477336][bookmark: _Toc139029515]Study Concept Sheet – Phase 1b Clinical Study 

Insert text





10. [bookmark: _Toc137477337][bookmark: _Toc505934416][bookmark: _Toc139029516]REFERENCES 

List literature citations (copies of relevant publications should be attached but not mandatory).

11. [bookmark: _Toc137477338][bookmark: _Toc139029517]APPENDICES

Note: These are only examples of what may be in the appendices.

11.1. [bookmark: _Toc137477339][bookmark: _Toc505934417][bookmark: _Toc139029518]Prior Clinical Data Supporting the Indication 

Insert text

11.2. [bookmark: _Toc137477340][bookmark: _Toc139029519]Clinical Study Synopsis 

Insert text

11.3. [bookmark: _Toc137477341][bookmark: _Toc139029520]Clinical Study Concept Sheet  

Insert text

11.4. [bookmark: _Toc137477342][bookmark: _Toc139029521]Investigator’s Brochure (if available) 

Insert text

11.5. [bookmark: _Toc137477343][bookmark: _Toc139029522]Additional Studies

Insert text
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Pre-IND Meeting Request





Sponsor Name

Gene Therapy Name

Regulatory Contact Name/Contact

PSTN

Date of Meeting:  xx/xx/xxxx (if known) 





[Note: DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] 
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[DELETE HIGHLIGHTED TEXT BEFORE SUBMITTING] Note: please be sure to update the page numbers in the Table of Contents (i.e., highlight the entire Table of Contents, go to the "References" tab and click "Update Table")






1. [bookmark: _Toc137477344][bookmark: _Toc139025267]INTRODUCTION

Executive Summary of proof of concept, therapeutic development, disease, etc…



2. [bookmark: _Toc139025268][bookmark: _Toc137477345]PRODUCT NAME OR CODE



3. [bookmark: _Toc139025269]PSTN (ISSUED BY CBER) 



4. [bookmark: _Toc137477346][bookmark: _Toc139025270]PROPOSED INDICATIONS



5. [bookmark: _Toc137477347][bookmark: _Toc139025271]GENE THERAPY DESCRIPTION



5.1 [bookmark: _Toc137477348][bookmark: _Toc139025272]CONSTRUCT

Insert text on source, type, transgene, etc.



5.2 [bookmark: _Toc137477349][bookmark: _Toc139025273]COMPLETED AND PLANNED NON-CLINICAL STUDIES

Insert brief description of any early proof of concept, pilot or pivotal non-clinical pharm/tox or other safety studies. 



5.3 [bookmark: _Toc137477350][bookmark: _Toc139025274]MANUFACTURERS, MANUFACTURING PROCESS AND SCHEMATIC

Insert text

· Brief description of manufacturing steps

· In Process and Lot Release testing (if known) – high level

· Manufacturing Schematic



6. [bookmark: _Toc137477351][bookmark: _Toc139025275]DOSAGE FORM, ROUTE OF ADMINISTRATION AND DOSING REGIMEN



7. [bookmark: _Toc137477352][bookmark: _Toc139025276]PURPOSE OF THE MEETING

Sample text:

The purpose of this Pre-IND meeting is to obtain Agency reviewer guidance and feedback on our proposed CMC, Non-Clinical and Clinical development plans in preparation for an IND application and an FIH Phase I/II clinical study of our gene therapy product.  Specifically, we wish to seek agreement and input from the Agency to specific questions listed in this meeting request. The IND will include a Phase I/II study protocol titled, “Title” 



The specific meeting objectives are the following:



(i) Confirm that the non-clinical studies are adequate to support the proposed clinical study, including Proof of Concept Safety and Biological Activity Study in animal models.

(ii) Confirm that the Chemistry, Manufacturing and Controls (CMC) process and supporting analytical data are adequate for supporting the proposed clinical study.

(iii) Confirm that the proposed clinical study design is appropriate to address study objectives, including patient, treatment plan, safety monitoring and follow up.



8. [bookmark: _Toc137477353][bookmark: _Toc139025277]PROPOSED AGENDA

Sample text: 

We are proposing the following agenda and will provide presentation materials, as applicable, in advance of the meeting.



		Topic

		Duration



		Introductions

		5 minutes



		Discussion of prioritized questions

		40 minutes



		Meeting conclusions and summary of discussion

		15 minutes









9. [bookmark: _Toc137477354][bookmark: _Toc139025278]PROPOSED QUESTIONS GROUPED BY DISCIPLINE



9.1 [bookmark: _Toc137477355][bookmark: _Toc139025279]CHEMISTRY, MANUFACTURING AND CONTROLS

Description/narrative/rationale supporting questions.



[bookmark: _Toc137477356]CMC Question 1

[bookmark: _Toc137477357]CMC Question 2



9.2 [bookmark: _Toc137477358][bookmark: _Toc139025280]NON-CLINICAL QUESTIONS



[bookmark: _Toc137477359]Completed Pre-Clinical Studies

Table: Completed Pre-Clinical Studies 



[bookmark: _Toc137477360]Planned Pre-Clinical Studies

Table: Proposed POC Pre-Clinical Studies



Description/narrative/rationale supporting questions.



[bookmark: _Toc137477361]Non-Clinical Question 1

[bookmark: _Toc137477362]Non-Clinical Question 2

[bookmark: _Toc137477363]Non-Clinical Question 3



9.3 [bookmark: _Toc137477364][bookmark: _Toc139025281]CLINICAL QUESTIONS

Summary of proposed clinical study.

Table: Phase I/II Clinical Study Design and/or Synopsis

Description/narrative/rationale supporting questions.



[bookmark: _Toc137477365]Clinical Question 1

[bookmark: _Toc137477366]Clinical Question 2

[bookmark: _Toc137477367]Clinical Question 3



10. [bookmark: _Toc137477368][bookmark: _Toc139025282]LIST OF ATTENDEES

Sample text: 

The following Sponsor attendees are expected to be in attendance; however a final list will be provided prior to the meeting along with meeting teleconference information as necessary:



Sponsor



Sponsor Representatives





11. [bookmark: _Toc137477369][bookmark: _Toc139025283]SUGGESTED DATES AND TIMES (ONLY APPLICABLE TO TELECONFERENCE)

Sample text: 

SPONSOR is requesting the earliest available teleconference date (or list dates which the sponsor is not available) 



12. [bookmark: _Toc137477370][bookmark: _Toc139025284]MEETING FORMAT

Sample text: 

SPONSOR requests a (TELECON OR WRITTEN RESPONSE ONLY) Meeting.  
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