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The congressional request points to a problem that goe
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approaches across FDA to similar regulatory questions.
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With respect to deployment of existing flexibilities by regulators when evaluating drugs
for rare diseases - what is working well, and what could be enhanced?

What are barriers to patients benefitting from today’s robust pipelines? What
enhancements or incentives could serve as force-multipliers?

How are patient community expertise and patient experience data (PED) being utilized
especially related to developing outcome measures, new clinical programs, and informing
regulatory decisions?

Which members of our rare disease community have been/are being left behind? How can
regulatory science support overcoming existing hurdles for those not yet experiencing
progress?
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Regulatory Flexibilities —
Opportunities for Increased
Predictability and Consistency

With respect to deployment of existing flexibilities by regulators when evaluating drugs
for rare diseases - what is working well, and what could be enhanced?

What are barriers to patients benefitting from today’s robust pipelines? What
enhancements or incentives could serve as force-multipliers?
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FOR RARE DISEASES Opportunities for Increased Predictability and Conswtgﬂi‘:y -?

In rare disease, natural history of a disease is - in and of itself - a threat.

Doing nothing = Doing harm

Improvement = slowed or stopped disease progression

Rare disease reality is that incremental advances are more likely than
breakthroughs -

Thus, we must take ALL steps forward — and then build on them
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Regulatory Pathways — Accelerated Approval

Strengths Challenges
Accelerated approval is NOT
: alower standard. Treatments @ Limited well-characterized surrogate endpoints
CBER eager to use the AA approved via the AA pathway

pathway for gene therapy aresubject to the same

statutory standards for . . .
oroving safety and efficacy s @ Inconsistent and shifting decisions over the
@ AA is essential for slowly progressive traditional drug approvals. appropriateness of AA across CDER
rare diseases where it would take @ Additional complexities inherent in rare disease

many years to measure clinical benefit confirmatory trial conduct (very small
populations, ethical concerns, accounting for

Recent orphan designated approvals utilizing the AA .
newly approved products during study conduct)

pathway show primary disease activity biomarkers can

be leveraged to support AA

@ Concerns regarding implementation of FDORA
authority to require confirmatory trial enroliment

- _ prior to approval — especially in ultra-rare
Policies that regard treatments approved via the AA pathway as

experimental exacerbate health inequity among communities
eligible for potentially life-altering and lifesaving medications. @ Access environment
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* this grouping of Rare Disease & Medical Genetics is done to be consistent with the FDA Divisions in 2022
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Rare Disease Community Seeking More Consistency
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Strengths:

 The agency is good at granting flexibility when:
* there is good natural history data,
* plausible mechanistic data, or
* clinical data suggesting efficacy and a reasonable safety profile.

(Caveat -- However, we mainly see these flexibilities at the time of review/approval
vs. being more thoughtful on flexible approaches during development.)
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Challenges:

* Need for more understanding of how much data is needed and when would benefit sponsor planning
* Need for additional resources for biomarker and surrogate endpoint development; earlier acceptance within
program
* Greater consistency in applying existing flexibilities and pathways would also be very beneficial,
e Sponsors and PAGs often report a lack of transparency related to development interactions
e sometimes results in months long delays in decision- making progress (especially with written response
only comments);
e notable differences in how different divisions operate with respect to communication practices
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“None of us are as smart as all of us.”
Satchel Paige
Opportunities:
* Infrastructure for flexibility in the US is present but inconsistently applied (across FDA Divisions/Centers) &
would benefit from regulators sharing learnings across therapy areas
* Opportunity for the creation of a searchable database on regulatory decisions, associated endpoints, &
how FDA utilizes patient reported outcomes in its benefit-risk assessments.
* Expanded data sharing, assessments, and best practices in rare disease regulatory science should be
actively encouraged/incentivized across all stakeholder communities
* More flexible approaches earlier in development programs would be particularly helpful for diseases where
traditional approaches are highly difficult or outright impossible
 With newborn screening, opportunities to enroll pre-symptomatic patients
* Greater use of RWE and composite endpoints that are tailored to both the disease state and the patient at

the time of dosing
 US & EU have a MOU for shared reviews and could leverage this more in rare disease considerations
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Utilization of Patient Experience &
Patient Experience Data (PED)

How are patient community expertise and patient experience data (PED) being utilized
especially related to developing outcome measures, new clinical programs, and informing
regulatory decisions?
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Strengths:

* FDA has a well established, formalized process of PFDD with various
processes to share disease community insights & preferences:

 PFDD workshops, Listening Sessions, Ad Comms Open Public Hearings, ? \ ,) ? ’
Voice of the Patient Reports, Formalization of the PED Checklist, etc S

* Guidances encouraging inclusion of patient community engagement
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BY THE NUMBERS
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Challenges:

* Unclear how patient centric data / perspectives are utilized by review teams in regulatory decision-
making, as many US & EU dossiers do not provide detailed information about patient data which were
considered and/pr were relied upon in granting approvals or label citations. More transparency would
benefit all.

* Many communities feel that PFDD workshops & VoP reports yield not change; insights/learnings not
reflected in Guidances, clinical programs.

* Expert opinions not being fully utilized earlier in the review process; this is critical in rare disease
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Opportunities:

* FDA should be applauded for their initial PFDD accomplishments, as well as provided additional resources
and authorities to expand upon successes to date.

* Reviewer training on the role PED can and should play in decision-making

 Documentation not just of the patient experience data, but of how it informed their thinking and decision-
making;

 PFDD Workshops should trigger meaningful momentum and thus be a part of a series of engagements
between Agency, PAGs and relevant stakeholders — not a point in time event;

e Importance of using patient experience data to liberalize endpoints;

e FDA develop more flexible Guidance for Surrogate Endpoint Development (Biomarker and Intermediate
Clinical Endpoints) with Expedited Implementation?
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Opportunities:

e Enhance how we incorporate PED in pivotal programs;

e Expand use of objective PED; opportunity for patient preference studies?

e Opportunities to include PED in agency review of product labeling and part of risk-benefit analysis (ARC
program)

e Opportunity for FDA/others to provide a critical assessment across programs as to what worked well and
why — as well as capturing key performance aspects for broader internal dissemination/application
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Which members of our rare disease community have been/are being left behind?

How can regulatory science support overcoming existing hurdles for those not yet
experiencing progress?
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o Most rare diseases affect fewer than 20,000 Americans -- or 10% of the
200,000 threshold.

o Global conversation —
o European Medicines Agency (EMA) and several other health authorities
informally consider a disease to be ultra rare if it effects less than 1 in
50,000
o Many in the U.S. have established their own suggested thresholds
between 2,000 and 20,000

o The common threads in these definitions are the lack of a scientifically
backed justification for the chosen cutoff and trepidation to establish such a
formal cutoff for fear of the potential repercussions.
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o Regardless of a new designation/ threshold —

o Since the passage of the Orphan Drug Act 40 years ago — the increasing momentum has yielded
approvals for fewer than 5% of rare diseases —

o Only 37 rare diseases are on the Federal Recommended Newborn Screening Panel (thus less than a
fraction of a percentage can be identified in the optimal therapeutic window)

o And federal rare disease funding and innovation incentives are eroding — not increasing
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o Conditions with very small populations (ultra-rare) face increased difficulties with novel therapy
development: hosting clinical trials due to low prevalence, unique regulatory, funding, and research hurdles

o May require tying such requests to a formal characterization or definition of “ultra rare”, guiding who
becomes eligible for new programs or flexibilities.

o The EverylLife Foundation & rare disease community advocated for funding to allow the National Academy
of Sciences to produce a report that would convene expert stakeholders to establish:
o what data is needed to define ultra-rare,
o which critical stakeholders are required for this determination,
o Wwhere the data gaps for determining this definition are,
o and to identify opportunities to define ultra-rare outside of population.
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