Biotechnology

Innovation Organization

Strengthening America’s Biotech Future:
Strategies for Enhancing FDA as Global Gold Standard

e The FDA is undergoing a strategic reevaluation of its policies under new leadership, prompted by rapid

advancements in science and technology.

e Now is the time for FDA to pursue a proactive policy agenda that balances its dual mission: safeguarding public

health and promoting timely access to safe and effective medical products.

e Collaboration with industry, academics, and patients enables the Agency to harness the expertise necessary to
lead the innovation ecosystem.

e By embracing its role as both gatekeeper and catalyst, the FDA can foster a regulatory environment that

empowers progress in bringing meaningful treatments and cures to the American people.

e Maintaining global leadership as the regulatory gold standard is essential for American health, safety and
prosperity.

To keep pace, we must...

1. Reduce the time, cost and complexity of early drug development by:

O

O O O O

O

reducing administrative burdens in clinical trials (e.g. streamline Form1572 reporting requirements and
standardized informed consent)

supporting single Institutional Review Boards (sIRBs)

advancing the development and use of New Approach Methods (NAMs),

clarifying toxicology data requirements minimally necessary to initiate clinical testing

furthering the application of Quality Risk Management in manufacturing

ensuring rapid/frequent communications with sponsors; especially during pre/early-IND period

2. Strengthen FDA regulatory review (more predictable/efficient) to ensure the US system for clinical
development remains a distinctive and global competitive edge:

O

In Fiscal Year 2024, FDA’s application review performance goals were met (i.e., the “trains ran on time”),
but the number of complete response letters continues to grow. Only 56% of standard and 77% of
priority applications were approved on the first cycle, down from highs of 67% and 92% respectively.
Further, FDA is only meeting 23 of 32 procedural and processing goals (i.e., meeting management and
other procedural responses) per FDA 2024 PDUFA Performance report

FDA can strengthen its competitive edge by improving first cycle review performance, streamlining
inspections (build on pre-check), advancing innovative trial designs, improving acceptance of
biomarkers, advancing the use of the platform technology designation, advancing innovation in chronic
disease, and ensuring timely/iterative discussions with sponsors throughout drug development.

3. Support new models for external engagement and transparency:

O

The US biotechnology ecosystem depends not only on the FDA but also on the patients it serves, the
medical community that deploys the products it regulates, and the companies that develop and
manufacture them. To maintain pace with innovation, the entire ecosystem must be further leveraged.
External engagement and transparency models to explore include, fortifying FDA staff capacity and
capabilities, identifying and developing common platforms for problem solving/shared learning with
industry, academics and patients, reimagining advisory committees to ensure FDA receives necessary
expert input as needed.

Page 1 of 4


https://www.fda.gov/media/188188/download?attachment

Strategies for Enhancing FDA as Global Gold Standard:

1. Reduce the cost and complexity of early drug development by:

Recommendations

Rationale

Implementation

Support opportunities to reduce the
administrative burden associated with the
conduct of clinical trials by standardizing
documents and processes. This may include
uniform clinical trial contracts, streamlined
Form 1572 reporting requirements, and
standardized informed consent.

Processes associated with opening
sites and conducting clinical programs
are inefficient and costly.

Timing:
Medium Term

Potential Mechanism:
e Consortia
e Guidance

Explore expansion of single IRB policies both
within the FDA and across HHS and leverage
new technologies for centralizing document
collection and coordination.

Use of local IRBs can take much
longer than central or single IRBs
slowing down the opening of new
study sites.

Timing:
Medium Term

Potential Mechanism:
e Guidance
e Rulemaking

Outline expectations in guidance and support
collaborative efforts to reduce animal testing
with the goal of enabling New Approach
Methods (NAMs).

NAMs have the potential to more
accurately model human biology and
substitute for traditional animal
models while accelerating the
initiation of clinical trials.

Timing:
Long Term

Potential Mechanism:
e FDA/Industry

workshop
e Guidance
e |CH

Clarify toxicology data requirements minimally
necessary to initiate clinical testing and expand
the use of risk-based approaches that can be
scaled based on modality, mechanism of action,
and clinical risk profile.

A full IND-enabling toxicology data
package can take 6 to 9 months to
collect, and a risk-based approach
may shorten this timeline while still
ensuring patient safety.

Timing:
Medium Term

Potential Mechanism:
e FDA/Industry

meetings best practices. Explore the potential
for existing meeting types to be used more
effectively to resolve urgent drug development
questions.

to reduce regulatory uncertainty and
advance innovation.

workshop
e Guidance
Support efforts to fulfill PDUFA meeting Sponsors need reliable and efficient Timing:
management goals and continue to evolve mechanisms to engage with the FDA Short Term

Potential Mechanism:
e Legislation

Support the application of Quality Risk
Management to CMC to accelerate the start of
INDs and ultimately product approval.

Streamlining CMC data requirements
may help address the US lag in first in
human clinical trials.

Timing:
Medium Term

Potential Mechanism:
e  FDA/Industry
workshop
e Guidance
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2. Strengthen FDA regulatory review (more predictable/efficient), to ensure the US system for clinical
development remains a distinctive and global competitive edge:

Recommendations

Rationale

Implementation

Ensure predictability and consistency in
regulatory reviews by conducting them
according to the PDUFA “Enhanced Review
Program”.

Key components of the application
review process are occurring late in
the review cycle contributing to last-
minute decision making and growing
numbers of CRLs.

Timing:

Short Term

Potential Mechanism:
e Legislation

Streamline the manufacturing inspection
process by expanding the use of Remote
Interactive Evaluations, the use of Drug Master
Files, and reliance on inspections by other
health authorities.

Facility inspections create a significant
bottleneck that hinders timely product
launch and discourages domestic
investment.

Timing:
Short Term
Potential Mechanism:
e FDA/Industry
workshop
e Guidance

Evolve PDUFA regulatory science pilot programs
into common practice (e.g., Complex Innovative
Designs, Real World Evidence, Model Informed
Drug Development) by updating guidance,

Innovative clinical trial designs can
reduce patient burden and increase
overall trial efficiency.

Timing:

Medium Term

Potential Mechanism:
e Guidance

training reviewers, and increasing transparency e Training
about the use of more efficient methodologies. e MAPPs
Partner with external stakeholders to evaluate A persistent translational gap exists Timing:

the root causes and potential solutions for the
lack of validated endpoints for use in clinical
trials in many unmet medical needs.

between biomarker discovery and
regulatory acceptance that may be
driven by an inconsistent qualification
process, unclear evidentiary
standards, and poor resourcing.

Medium Term
Potential Mechanism:
e FDA/Industry
workshop
e Guidance

Advance the use of Platform Technology
Designations (PTD) with the goal of
streamlining regulatory review by leveraging
well-characterized technology that can be used
across multiple drug products.

Work to date to advance PTD has not
resulted in drug development
efficiencies. Existing guidance should
be updated to clarify eligibility criteria,
evidentiary requirements, and
procedural efficiencies.

Timing:
Medium Term
Potential Mechanism:
e FDA/Industry
workshop
e Guidance

With a focus on chronic diseases, explore the
use of expedited drug development tools and
innovative approaches with the goal of

managing the high cost/risks associated with

Investment and innovation in drug
research and development for highly
prevalent chronic diseases has stalled
in recent decades despite half of all

Timing:

Medium Term

Potential Mechanism:
e FDA/Industry

investments in these diseases. Consider the Americans living with at least one workshop
overall public health impact and apply a risk- chronic disease. e Guidance
based regulatory framework when determining e Training
when/how these tools may be utilized. e MAPPS
Support efforts to fulfill PDUFA meeting Sponsors need reliable and efficient Timing:
management goals and evolve meetings best mechanisms to engage with the FDA Short Term

practices. Explore the potential for existing
meeting types to be used more effectively to
resolve urgent drug development questions.

to reduce regulatory uncertainty and
advance innovation.

Potential Mechanism:
e Legislation
e FDA/Industry
workshop
e Guidance
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3. Support new models for external engagement and transparency:

Recommendations

Rationale

Implementation

Evolve the use of Advisory Committees (AC) to
focus on questions of science rather than
questions about the regulations and ensure
proper training for AC members. Modernize
conflict of interest requirements to ensure
appropriate participation.

ACs are critical to augment FDA
expertise on emerging science and
innovation, but their utilization has
been fraught with accusations of
misuse, lack of appropriate
expertise, conflicts of interest, and
underutilization of public/patient
input.

Timing:
Short Term

Potential Mechanism:
e FDA/Industry
workshop
e Guidance

Support common platforms for shared learning
across the innovation ecosystem. Fill FDA
positions focused on consistently advancing the
vision for regulatory science and ensuring
consistent implementation/process.

FDA leadership have publicly stated
their focus on the value and urgency
of regulatory innovation. However,
regulatory science advances
continue to be applied inconsistently
across review divisions.

Timing:
Short Term

Potential Mechanism:
e Consortia

For Additional Information
Contact SciReg@bio.org
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