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Rare Diseases and Available Treatments

e About1lin 10 Americans have a
Rare Disease

= ~30 million people in the US

* The majority of rare diseases do
not have FDA approved
treatment




Accelerating Rare disease Cures (ARC) Program

/

We Face Common Challenges in Rare Disease Drug
Development

e Natural history is often poorly understood

e Diseases are progressive, serious, life-limiting and often lack adequate approved therapies — urgent
needs, many have pediatric onset

e Small populations often restrict study design options

e Phenotypic and genotypic diversity within a disorder

e Development programs often lack solid translational background

e Drug development tools - outcome measures and biomarkers often lacking

e Lack of precedent, including clinically meaningful endpoints, for drug development in many rare
diseases
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And, Common Considerations in the “Environment”
for Rare Disease Drug Development

e Many smaller companies with less regulatory experience

e Active patient stakeholder groups looking to navigate and participate in rare disease
drug development

e A dedicated academic community that may have limited knowledge of regulatory
requirements or aspects of clinical trial development

= We must engage our stakeholders to enhance their understanding, and
gain their alignment and support
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ARC Website

* https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/accelerating-rare-disease-cures-arc-program

CENTER FOR DRUG EVALUATION AND RESEARCH

Accelerating Rare disease Cures (ARC)
Program

A source for rare disease drug development news highlights.



https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/accelerating-rare-disease-cures-arc-program

Accelerating Rare disease Cures (ARC) Program

U.S. FOOD & DRUG

ADMINISTRATION

¢ Lea n | ng a N d Ed u CatIO N tO Eva N Ce Accelerating Rare disease Cures (ARC)

Program

a n d E m p O We r Ba re Qi S e a S e Q r u g CDER's ARC F.’rogram | Centierfor Drug Evaluation and Research

Xpuz | inLaksn | & Erai | B P

D eVe I O p e rS ( L EA D E R ; D ) CDER’s Accelerating Rare disease Cures (ARC) Program brings together CDER'’s callective

expertise and activities to provide strategic overview and coordination of CDER’s rare
disease activities. The ARC Pragram s governed by leadership from across CDER's Office
of the Center Director, Office of New Drugs, and the Office of Translational Sciences.

The program is managed by CDER's Rare Diseases Team.

Vision: Speeding and increasing the development of effective and safe treatment options /- 7

Q .
o I z C We b te R e ( ) r (E I b addressing the unmet needs of patients with rare diseases.
S I S u C a S Mission: To drive scientific and regulatory innovation and engagement to accelerate the CENTER FOR DRUG EVALUATION AND RESEARCH

availability of treatments for patients with rare diseases.

Accelerating Rare disease Cures (ARC)

Connect with us!
CDER ARC Pr hhs.gov
. omrameida s gov Program
* Educational Conferences and Workshops =
A source for rare disease drug o ment news highlights.
What's New in Rare Disease v
I a b BarsiDizsa sy Anprcvale ¥ Welcome to the latest issue of the CDER ARC Program quarterly newsletter! Since we
Upcoming and Recent Events o published our Anniversary Update in May 2023 we've had an incredibly productive

summer as we continue with our efforts to help accelerate the development of safe and
Other Rare Disease Resources v effective rare disease treatments. We are grateful to have this platform to share updates

° G u i d a n C e Ta b about our work and highlight upcoming opportunities for event participation and
. engagement
ARC Website

As background, the Accelerating Rare disease Cures (ARC) Program was launched in
May 2022 and harnesses the Center for Drug Evaluation and Research’s (CDER)
. .. . collective expertise and activities to drive scientific and regulatory innovation for rare
[ ] F u n d I n g O p p O rt u n It I e S Ta b diseases. ARC also builds upon CDER's existing capabilities by fostering collaboration
within the rare disease stakeholder community_ If you're not yet subscribed to the ARC

Newsletter, you can do so here.

Rare Disease Initiatives & Opportunities

ARC Quarterly Newsletter

 ARC Quarterly Newsletter
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CDER is seeking
input from
stakeholders who
design or conduct
rare disease drug
development
programs

=

What is LEADER 3D?

|dentify
knowledge gaps
for stakeholders
about the
regulatory process
of rare disease
drug development

L=

Create or expand
educational
resources for
stakeholders
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LEADER 3D: Public Report

e Topics include feedback from members from
the external rare disease community who ;
desi duct rare disease dru Education to Advance and
€sign or conduc 8 Empower Rare Disease Drug
development programs on: Developers

LEADER 3D: Learning and

PUBLIC REFORT OF EXTERNAL STAKEHOLDER ANALYSIS

= Nonclinical studies

= Dose-Finding

= Natural History Studies and Registries

= Novel Endpoint and Biomarker Development

= Clinical Trial Design and Analysis

= Rare Disease Drug Development Regulatory
Considerations 4@ U.S. FOOD & DRUG

ADMINISTRA TION
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LEADER 3D Based Developments: ARC Website
Resources

Educational % Guidances for % Funding
Conferences and Rare Disease Drug Opportunities Tab
Workshops Tab Development Tab

Serves as a hub for Selected guidances Available funding
educational relevant to rare and fellowship
conferences disease drug opportunities for
relevant to rare development rare disease product
disease topics organized by topic development

research
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ARC Website: Conferences and Workshops Tab

ARC Website Drop Down Tab

What’s New in Rare Disease v
Accelerating Rare disease Cures (ARC) .
Rare Disease Drug Approvals v
Program
CDER’s ARC Program | Center for Drug Evaluation and Research Specsming sadiiecent Even s o
Subscribe to Emall Updates fShare | X Post | in Linkedin | & Email | & Print o Advancing the Use of Complex Innovative Designs in Clinical Trials: From Pilot to

Practice — March 5, 2024
CDER’s Accelerating Rare disease Cures (ARC) Program brings together CDER’s collective . Mg%‘anmng Mmmgm
expertise and activities to provide strategic overview and coordination of CDER’s rare Disease Patient Communit}' Engageme nt - December 14, 2023

disease activities. The ARC Program is governed by leadership from across CDER's Office ¥ X i
of the Center Director, Office of New Drugs, and the Office of Translational Sciences. « FDA CDER and CBER & Duke-Marg MM‘JM

The program is managed by CDER's Rare Diseases Team. Endpoint Advancement Pilot Program Workshop: Novel Endpoints for Rare Disease

Vision: Speeding and increasing the development of effective and safe treatment options Mg Develo pment — June 7-8, 2023

ddressing th ds of pati ith rare di . : o3
addressing fhe unmet needs of parients with rare diseases o FDA CDER & M-CERSI Workshop | Creating a Roadmap to Quantitative Systems

Mission: To drive scientific and regulatory innovation and engagement to accelerate the Pharmacologv—lnformed Rare Disease Drug Development - May 11, 2023
availability of treatments for patients with rare diseases. ’

FDA CDER & JHU CERSI Workshop | Addressing Challenges in the Design and

Connect with us!

CDER ARC Program@fdahhs.gov Analysis of Rare Disease Clinical Trials: Considerations and Tools - May 2-3, 2023
= e FDA and Duke-Margolis Public Workshop: Translational Science in Drug

Development: Surrogate Endpoints, Biomarkers, and More [ - May 24-25, 2022
What’s New in Rare Disease v

FDA CDER & NIH NCATS Regulatory Fitness in Rare Disease Clinical Trials

Rare Disease Drug Approvals v V\"OI‘kShOp - May 16—17, 2022
I Upcoming and Recent Events v —

Other Rare Disease Resources v Other Rare Disease Resources v
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FEATURED CDER RARE DISEASE PROJECTS AND ACTIVITIES

Y NE
Anniversary Update

Anniversary Update

Read about how the program is driving
innovation through callaboration and
engagement with rare disease stakeholders

Funding Opportunities

Learn about available firding opportunities
for rare disease product development

Teseal

FH.I‘&\

Rare Disease Endpoint
Advancement (RDEA) Pilot
Program

Learn how the program supports novel
endpoint efficacy development for drugs that
treat rare diseases

The ARC Program Introduction
Video

Watch Dr. Kerry Jo Lee, Associate Director
for Rare Diseases, share more about the
vision and mission of the program

Rare Disease Cures Accelerator

Learn about effort to support innovation and
quality in rare disezse drug development

Guidance

for Industry

Guidances for Rare Disease
Drug Development

Review selected guidances that are relevant
to rare disease drug development, organized
by topic

ARC Guidance Placard

Guidance
for Industry

Guidances for Rare Disease
Drug Development

Review selected guidances that are relevant
to rare disease drug development, organized
by topie

ARC Website: Rare Diseases Guidance Placard

Placard Topic Selections

Guidance Documents for Rare Disease
Drug Development

X Post | N Linkedin | @B Emal | 8 Print

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.
Instead, guidances describe the agency’s current thinking on a topic and should be viewed
only as recommendations, unless specific regulatory or statutory requirements are cited.
The use of the word should in agency guidances means that something is suggested or

recommended, but not required.

Below are selected guidances that are relevant to rare disease drug development,
organized by topic. This list does not include all FDA guidances on or relevant to rare
disease drug development but represents our most commeonly used guidances. This list

may be updated periodically.

You can search all FDA Guidances by topic, FDA Center, or issue date here.

* Rare Disease Investigational New Drug
Benefit-Risk Applications

+ Meetings with FDA

Biomarkers

Clinical Pharmaeology, New Drug Applications (NDAs)

Neurology

Clinical Trials

Non-Clinical

Complex Innovative Trial Design

Communication with FDA B

Patient Focused Drug Development

« Digital Health
(PEDD)
« Effectiveness
« Patient Reported Outcomes
« Expanded Access
» Pediatrics
« Expedited Programs

Real World Evidence
Individualized Antisense

Oligonucleotide Drugs Products

Statistical Analysis

Voucher Program

12



Accelerating Rare disease Cures (ARC) Program

ARC Website: Funding Opportunities Placard

Learn About Funding
Opportunities

T R Funding Opportunities

Anniversary Update The ARC Program Introduction . Placa rd Funding Opportunities for Rare Diseases
Video
Read about how the program is driving at FDA

innovation through collaboration and Watch Dr. Kerry Jo Lee, Associate Director
engagement with rare disease stakehelders for Rare Diseases, share more about the
vision and mission of the program

fshare | KPom | inLnkedn | & Emal | & Print

To help support produet development, FDA funds research. Some of these research

opportunities are relevant to rare disease product development. Please note that not all
opportunities are currently available. Alist of current and open FDA rare disease funding
opportunities can be found on the NIH Grants and Funding page. A list of programs that
are relevant to rare disease research is located below:

« Office of Orphan Produets Development (OOPD)
OOPD has several funding opportunities that help promote the development of

Funding Opportunities Rare Disease Cures Accelerator . N
it drugs, devices, biologics, and medical foods for patients with rare diseases and

Learn about available funding opportunities Learn about effort to support innovation and = g special populations.

for rare disease product development quality in rare disease drug development Fu nd n g Dpportu n |t|es o pop

Tesea o The Clinical Trials Grants Program funds clinical trials evaluating efficacy

and/or safety in support of 2 new indication or change in labeling to address

Learn abl:lut avai.lab‘le fundi!‘!ﬂ opp Ur'tlmities unmet needs in rare diseases or conditions. The program encourages innovative
§ - d' = d t d - 1 and efficient clinical trial methods such as adaptive and seamless trial designs,
Guidance ! tor rare disease product development modeling and simulations, and basket and umbrella trials.
for Industry z rESEElI‘Eh © The Natural History Studies Grant Program supports efficient and innovative

natural history studies that advance medical product development in rare

diseases/conditions with unmet needs. These studies can help at every stage of
product development, such as identifying the patient population, identifying or

FH.I‘&\

Rare Disease Endpoint Guidances for Rare Disease s

Advancement (RDEA) Pilot Drug Development developing clinical outcome assessments and biomarkers, and when

Program Review selected guidances that are relevant appropriate, serving as external controls. This program is intended to fund well-
Learn how the program supports novel torare disease drug development, organized designed, protocol-driven natural history studies with high quality and

endpont efficacy development for drugs that L interpretable data elements that address knowledge gaps, support clinical trials

treat rare diseases

and advance rare disease medical product development.
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ARC’s Quarterly Newsletter

e To subscribe: U.S. Food and Drug Administration (govdelivery.com)

CENTER FOR DRUG EVALUATION AND RESEARCH

Accelerating Rare disease Cures (ARC)

Program

A source for rare disease drug development news highlights.



https://public.govdelivery.com/accounts/USFDA/subscriber/new?topic_id=USFDA_757

Accelerating Rare disease Cures (ARC) Program

New Guidance

GUIDANCE DOCUMENT

Rare Diseases: Considerations for the
Development of Drugs and Biological
Products

DECEMBER 2023
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The Purpose
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