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Introduction

Chairman Griffith, Ranking Member DeGette, and Members of the Subcommittee, thank you for
the opportunity to submit this testimony. I am Susan Winckler, and I serve as Chief Executive
Officer of the Reagan-Udall Foundation for the Food and Drug Administration (the Foundation).
I am a pharmacist and an attorney by training, and I have had the privilege of viewing drug
development from several vantage points across a thirty-year career — including service as Chief
of Staff at the FDA from 2007 to 2009, where I supported both Republican and Democratic

Commissioners.

Maintaining America’s leadership in biomedical innovation is one of the defining public-health
challenges of this decade, and the FDA plays a significant role in addressing that challenge. This
testimony draws on select projects from the past year where the Foundation convened the people

who develop drugs and run trials. I hope to leave you with confidence in the direction our system



is heading and, more usefully, a clearer picture of the work that remains not only for FDA, but for

the broader clinical trials enterprise.

The Foundation is an independent, 501(c)(3) nonprofit organization created by Congress in the
FDA Amendments Act of 2007, with the purpose of advancing regulatory science and supporting
the FDA’s mission.! Congress named our organization for President Ronald Reagan and
Congressman Morris “Mo” Udall, each of whom lived with an incurable neurodegenerative
disease — a reminder that our work is about addressing challenges, accelerating innovation, and
improving patients’ lives. Consistent with the parameters of our authorizing statute, the Foundation

does not engage in regulatory activity nor regulatory decision-making.

I provide this background of our organization’s role because it shapes what we can offer this
Subcommittee. The Foundation is a convener, not an advocate. We provide a trusted, transparent
forum where relevant FDA ecosystem participants—in this case clinical trial sites, clinical research
organizations, regulated industry, patient organizations, and regulators—can step above individual
product decisions and discussions and engage, with candor, about a topic—in this case the shared
challenges, data gaps, and inefficiencies that challenge America’s leadership in biomedical
innovation. Described another way, we elevate the conversation to a level of common exploration

and problem-solving. Efficiencies are gained when parties collaborate rather than each evaluating

! The Reagan-Udall Foundation for the FDA is supported by federal funding and private donations. Our operations
are partially supported by statutorily-required funding from the U.S. Food and Drug Administration (21 USC
Chapter 9, Subchapter VII, Sec. 379dd(n)). All programmatic decisions are our own. We maintain strict oversight
through our Board of Directors, which reviews all financial donations over $250 and rejects gifts that pose a conflict
of interest or other concern. The Foundation embraces transparency and prioritizes safeguards, including annual
reporting to the public, Congress, the FDA, and the IRS. These measures protect against undue influence and ensure
independence, accountability, and scientific integrity.



the same problem alone. My testimony is offered in that spirit: a faithful report of what

stakeholders have told us, and where they have reached agreement.

Thus, I appear today not to advocate for any specific legislation, but to share what our convenings

have surfaced and provide observations useful to the Subcommittee’s deliberations.

How These Reports Were Generated

As a component of our activity across FDA’s broad jurisdiction, the Foundation assembled
stakeholders to explore three distinct areas of drug development: one focused on enhancing early-
stage drug development in the U.S., another discussing improvements in large multi-regional
clinical trials with a focus in oncology, and a third exploring the gap between patient-relevant and
regulatorily-sufficient endpoints in developing products to address rare disease. Each convening
involved different participants from the broad FDA ecosystem, and the learnings from each
discussion are captured in individual reports. I personally moderated each roundtable discussion
and can attest that the participants came to each table with sharply different interests, no shared
script, and a willingness to engage with each other constructively. Together, the participants
produced dozens of specific, stakeholder-vetted recommendations that serve as an array of
potential activities for all in the ecosystem to explore, revise, and pursue.? This testimony will
capture some areas of alignment between potential activities and recently announced initiatives,

and will highlight areas where more might be done.

2 See page 12 for links to reports referenced in this testimony.



A Foundation for Confidence

When the Department of Health and Human Services released Operation TrialBlazer, a roadmap
for maintaining U.S. leadership in early clinical research and development, our team compared
each of those three bodies of stakeholder work against the roadmap. Across three separate
convenings, we found our report recommendations converge repeatedly and substantively with the
direction HHS has charted. That convergence is not coordination; these were independent efforts.
When the people who run trials, treat patients, and generate the evidence arrive on their own at the
same conclusions as the agency that regulates them, it is a strong signal that the reforms are sound

and ready to implement.

To name the strongest alignments briefly: in early-stage development, both our stakeholders and
HHS embrace risk-based nonclinical testing and streamlined Phase 1 manufacturing expectations;
in improving large, later-stage studies, both prioritize network trial models, single-IRB reliance,
and patient-centric trial matching; and finally, our reports and Operation Trialblazer embrace
modern adaptive trial designs and fuller use of real-world data. The Subcommittee should take
confidence from that agreement. There are opportunities, however, that are not yet pursued and

where this Subcommittee holds the tools to drive meaningful change.

A Word on Competitiveness

This hearing rightly frames biomedical innovation as a matter of American leadership. Allow me
offer one piece of personal context. In 2007, as FDA Chief of Staff, I led the agency’s medical-
product negotiations with China’s then-State Food and Drug Administration, which produced a
bilateral product-safety agreement between the two countries. In that process, I was immersed in

the reality that U.S consumers and patients are best served when regulatory authorities collaborate.



At the time, the U.S. was challenging China to enhance their regulatory agility and maturity, to
help that country better oversee medical product safety and better harness innovation. Since then,
China has done just that: they have developed a stronger and more efficient medical product
regulatory system. And thus, China has joined other countries in competing for biomedical
innovation, and the U.S. has the opportunity to further improve its performance to nurture that

Iinnovation.

I raise this for transparency, not to dwell on, or target, any other country. The Foundation takes no
position on trade or geopolitics, and I observe that a durable response to global competition is not
to define ourselves against anyone else, but rather to strengthen what we do here, to improve our
own operations. Every one of our convenings was, at its core, about that strengthening: how the
United States can make its own system faster, clearer, and more capable, so that innovation is
developed here because here is the best place to develop it. That is a frame for the Subcommittee
to consider: the goal is a stronger American system, and the surest way to lead is to be the best

place in the world to bring a therapy from discovery to patients.

Five Themes Where Consensus Runs Deepest

Reading the three convenings together with Operation Trialblazer, five themes recur consistently:

= Clarity in communication. Sponsors lose months guessing at FDA’s expectations and
defaulting to over-conservative data generation, often providing more data than is needed,
which takes additional months to gather and analyze. This is especially damaging for
smaller, emerging biopharma companies who have little capital to spare and can lead to
some promising drug candidates being scrapped before clinical trials can start. Clear,

phase-appropriate requirements were the single most cited reform across all three



convenings, and HHS places them first as well. And the FDA could go further: use of the
phrase ‘clinical hold’ to describe the FDA decision to hold an investigational new drug
application at the preclinical stage is, not surprisingly, misunderstood by many to mean
that actual clinical work has been stopped. When this situation occurs prior to any patient
receiving a dose and the action is informational, the descriptor “notice of additional
information required” is simply clearer. Further, differences in evidentiary expectations
among review divisions at the FDA are often raised as a challenge to product innovation.
Sharing the underlying rationale for such differences, particularly the scientific principles
driving disparate treatment, can be educational for many product developers and fellow
regulators. Extending that such a culture of shared learning to the Agency’s application of

flexible evidentiary strategies would be an additional innovation acclerant.

Reducing duplication. Single-IRB reliance, reusable regulatory playbooks, computable
protocols, and reuse of prior manufacturing knowledge each address redundant effort that

adds cost and delay without adding commensurate protection for patients or participants.

In addition, there is opportunity for regulated industry to consider its role in “over-
answering” or borrowing from precedent when unnecessary. As FDA provides greater
clarity on what is actually required, industry must review, and apply, that clarity. (See
Early-Stage Drug Development Recommendation #12.) Learning forums to share
information about pre-IND meetings, IND submission packages, and IND reviews can
yield discussion of what has worked, what has not, and where expectations may have

shifted.

Modern, efficient trial designs. Master protocols, adaptive and platform trials, and

network models appear in every analysis as options to learn more from fewer patients and



less duplicated infrastructure. Doing more with less is essential in oncology and
indispensable in rare disease where the patient population may be measured in dozens.
Unlocking the potential of network (or hub-and-spoke) models can increase efficiency (and
innovation) and allow broader participation of patients in clinical trials. (See Oncology

Clinical Trials Recommendation #1)

= Better use of existing data. Real-world data, natural history, and patient registries are
treated across all three convenings as regulatory assets, with a shared call for clearer, more
predictable criteria on when and how such data sources and analysis can support a
regulatory decision. Going a step further and pursuing a cross-stakeholder, Al-enabled rare
disease knowledge management system could help maximize the impact of this inherently
valuable rare data. (See Expanding Regulatory Agility and Evidentiary Integrity in

Developing Treatments for Rare Diseases Recommendations #20)

= An accessible FDA and early engagement. New consultation channels, contact centers,
plain-language resources, and public engagement reflect a shared belief that resolving
scientific and regulatory questions early prevents far more costly rework later. A short,
well-timed conversation may save a sponsor many months of investment. Broader
conversations, where regulators and researchers share their learnings, accelerate the

exploration of emerging ideas and, inherently, innovation.

The Work That Remains: Observations Offered for the Subcommittee’s

Consideration

Candor about alignment requires equal candor about the gaps, because those gaps are where the

stakeholder community has completed informative preparatory work. I offer these not as criticism



of Operation Trialblazer, but as a map of where additional effort could accelerate solutions that
industry and sites are ready to explore. Several of the not-yet-addressed opportunities identified
by our stakeholders share a common feature: they cannot be solved by the FDA alone, and in some
cases not by HHS alone. They require resources, statutory clarity, or infrastructure that only
Congress can provide. Consistent with the Foundation’s role, I offer the following as observations

of strong stakeholder consensus— areas the Subcommittee may find worth its attention.
Improving Transparency and Efficiency of the US Clinical Trial Infrastructure

Much of the reform conversation, including Operation Trialblazer, focuses on the regulation of
early stages of medical product development: what data an IND requires, how protocols are
reviewed, how trials are activated. Those rules matter. But rules and regulations operate on an
assumption of physical and human capacity to discharge against those rules. And that capacity is
unclear. We do not have a clear, current nationwide picture of where capacity for first-in-human,
Phase 1 trials actually resides; we do not have a resource to illustrate which academic medical
centers, health systems, and dedicated units can safely and quickly initiate early-phase trials, what
specialized capabilities they hold, and how much of that capacity is at risk from staffing shortages
and financial strain. If we cannot see our own capacity, we cannot strengthen it, and no amount of
regulatory streamlining will compensate for a first-in-human infrastructure that is thinning or non-
existent. This challenge extends beyond Phase I trials: trial capacity is unevenly distributed across
the country with many patients living far from any trial site. Furthermore, the number of trial sites

is declining under financial pressure.’

3 Friedson, Kim, “The Supply of Clinical Trial Sites: Openings, Closings, and Longevity”, Milken Institute,
September 2025.



A key recommendation from our reports includes building a dedicated network of Phase 1 capable
clinical trial sites, including designating first-in-human/Phase I centers of excellence that apply
key reforms such as a single IRB and other streamlined site activation processes. (See Early-Stage
Drug Development Recommendation #14) Federal funds would clearly enhance such a network
while building capacity, disseminating best practices, training the next generation of early-phase
investigators, and extending reach into underserved regions. This, in turn, could be part of a

national Phase I coordinating strategy.

I want to address one genuine difference in emphasis, because I think it is clarifying rather than
concerning. Operation TrialBlazer is structured primarily from a posture of improving
competitiveness, with a goal of reversing the trend of investors and sponsors looking overseas to
hold their early-phase clinical trials. The Foundation’s convenings were animated primarily by the
patient: by what patients feel, function, and survive, and by how to reach them faster and more
equitably. I do not see these as competing motivations. They are two roads to the same destination.
A regulatory system that is faster, clearer, and less duplicative serves to keep innovation onshore

and gets therapies to American patients sooner.

Another opportunity to explore is re-thinking the clinical trial structure in discrete disease areas.
For example, consider pivoting from screening an individual patient against potential trial
participation in a consecutive, trial-centric manner to a truly patient-centric approach. A common,
pre-competitive platform that enables patients to be screened for a broad array of trials and referred
to the trial(s) that best fit their needs helps patients and innovation. (See Oncology Clinical Trials
Recommendation #2) The Subcommittee does not have to choose between the competitiveness

case and the patient case; the same reforms serve both.



Each report supports the shift to risk-based, phase-appropriate nonclinical and manufacturing
requirements, and consistently emphasizes that the value of that shift depends on the FDA
finalizing the associated guidance documents so that clarity becomes durable rather than
provisional. Stakeholders view the underlying data infrastructure, e.g., electronic health record
integration with trial databases, computable protocols, and secure, interoperable real-world data,
as the foundation that makes patient-centric enrollment real. Broader data access and connectivity

must be paired with a demand for strong cybersecurity.

Finally, some basic operational transformation is needed to improve the efficiency of contracting
and budget preparation. Facilitating multiple research sites and product sponsors to agree on
essential contracting elements and budget parameters, and to efficiently complete the specific
negotiations for each study must become a priority. Patients are waiting while paperwork piles up.

(See Oncology Clinical Trials Recommendation #3)

Why Agency Action Alone Will Not Be Enough

Operation Trialblazer may be executed faithfully and yet the US may still fall short; some
constraints lie outside the reach of FDA or HHS. The agency can clarify its expectations,
streamline its reviews, and modernize its guidance documents — and it should. But it cannot
appropriate funds to assess and build Phase 1 capacity. It cannot stand up the physical and human
infrastructure on which every reform ultimately depends. Some reforms require change at other
HHS operating divisions. Those are the province of Congress and, in places, of CMS and other

partners.

That is not a counsel of discouragement. It is the opposite. It means that the reforms with the

highest leverage are precisely the ones this Subcommittee is positioned to advance. The user fee

10



reauthorization now on the horizon is a natural, timely vehicle for several of them. The FDA has

done, and is doing, its part.

Conclusion

Let me close with the two points. First, HHS has charted a sound course in Operation TrialBlazer,
and the stakeholders who will operate within these reforms have reached, independently, many of
the same conclusions. Second, the work that remains presents an opportunity for Congress:
assessing and strengthening our national Phase 1 capability, removing the statutory and coverage
barriers that keep patients out of trials, and resourcing the infrastructure on which the FDA’s
reforms. The surest way to maintain America’s leadership in biomedical innovation is to build —
deliberately, and with the tools that reside in this chamber — the strongest system for developing

therapies anywhere in the world.

The Reagan-Udall Foundation will continue to do what Congress created us to do: convene the
ecosystem, surface the shared challenges, and translate complex questions into terms that patients,
developers, and policymakers can all engage. We stand ready to support this Subcommittee and

the FDA in that work. Thank you, and I welcome your questions.
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Links to Reports cited in this written statement:

1.

Improving Oncology Multi-Regional Clinical Trials

(https://reaganudall.org/publications/improving-oncology-multi-regional-clinical-trials)

Recommendations for Expanding Regulatory Agility and Evidentiary Integrity in

Developing Treatments for Rare Diseases

(https://reaganudall.org/publications/recommendations-expanding-regulatory-agility-and-

evidentiary-integrity-developing)

Enhancing Early-Stage Drug Development in the United States
(https://reaganudall.org/publications/enhancing-early-stage-drug-development-united-

states)
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Addendum to Winckler Testimony, July 15, 2026

Compilations of Recommendations to Reports
by the Reagan-Udall Foundation for the FDA

1. Improving Oncology Multi-Regional Clinical Trials

Improving Oncology Site Activation, Enroliment & Study Start Up Timelines Is Imperative -
Especially in the U.S.
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Improving Oncology Site Activation, Enroliment & Study Start Up Timelines Is Imperative -
Especially in the U.S.
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Improving Oncology Site Activation, Enroliment & Study Start Up Timelines Is Imperative —
Especially in the U.S.

Collaborators

Clinical Trial
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tions

Clinical
Regulators Trial
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Research
Groups
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importance of Global Harmonization of Science-Based Approaches to
Clinical Trial Representativeness Targets and Generalizability Analyses
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2. Recommendations from Expanding Regulatory Agility and Evidentiary Integrity

in Developing Treatments for Rare Diseases
Table 1. Topics, Challenges, and Recommendations

Developing Regulatorily-Acceptable Patient-Relevant Endpoints

Recommendations Challenges

Next Steps*

Product

Stakeholders

1. Enable Mutual = Misaligned Validation and

Recognition of Quailification Timelines with

Endpoint Patient Need

Qualifications = The Precedent Paradox That
Limits Acceplance of Novel
Approaches

2. Establish Fit-for- = The Precedent Paradox

Purpose Tiered « Translation Gaps Between High-

Pathways for Level Principles and Real-World

Patient-Relevant Operational Needs

Endpoint and « Lack of Clarity on Pathways for

Biomarker Developing and Using Disease-

Qualification Agnostic Endpoints and
Measurement Tools

3. Advance = The Precedent Paradox

Methodological = Translation Gaps Between High-

Approaches for Level Principles and Real-World

Patlent Relevant Operational Needs

Endpoints - Difficulty Valuing incremental
(Inchstone) Progress
* Unclear Pathvways for Disease-
Agnostic Endpoints and
Measuremeant Tools Development

4, Collaboratively - Transiation Gaps Between High-

Explore and Level Principles and Real-World

Promote Best Operational Needs

Practices for Video-

and Sensor-based

Functional

Assessments

5. Establish = Misaligned Validation and

Stakeholder/FDA Quadification Timelings with

Consultations for Patient Need

Rare Disease = The Precedent Paradox

Endpoint = Undear Patlyways for Disease-

Development Agnostic Endpoints and
Measurement Tools Development

6. Align = The Praecedent Paradox

Evidentiary * Translation Gaps Between

Thresholds for Principles and Operational

Slowly Progressive Realities

Diseases « Difficuity Valuing Incramental

(Inchstone) Progress
= Unclear Pathways for Disease-
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Measurement Tools Development

FDA and key regulatory
agencies collaborate with
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processes for mutual

recognition agreements
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(addressing targeted topics
and enabling discussion 1o
yield substantive solutions)
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(addressing targeted topics
and anabling discussion 1o
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(addressing targeted topics
and enabling discussion 1o
yield substantive solutions)
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public speakers and public
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(addressing targeted topics
and enabling discussion fo
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Stakeholder workshop(s)
(addressing targeted loplcs
and enabling discussion 10
yield substantive solutions)

Mutual recognition
agreements, data sharing
platform that enables
collaborative work between

multi-regiona reguiatory
authorities and sponsors

Frameworks published by
FDA

Framework (and potential
guidance) published by FDA,
case studies, peer-reviewed
publications (ilustrating
reasons for success and
fallures)

Guidance published by FDA,
case studies, peer-reviewed
publications (iustrating
reasons for success and
failures)

FDA publication of new
meeting mechanism and/or
FAQ on best practices for
scheduling and preparing for
a dedicatled rare disease
endpoint meating
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FDA, case studies, peer-
reviewed publications
(ilustrating reasons for
success and fallures)

FDA, regulated
Industry, EMA,
other kay
reguiatory
suthorities

FDA, ICH,
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industry, patient
organizations

including patients
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researchess,
clinical research
organizations

FDA, regulated
industry, patient
organizations,
clinical research
organizations,

researchess

FDA, regulated
Indusstry, pationt
organizations

FDA, ICH,
regulated
industry, patient
ug&‘m 15,

researchers



7. Develop and = Translation Gaps Between Training program Training program deployed Reqgulated
Impiement Principles and Operational development for patient to dinécal sites and o patien  industry, medical
Training Programs  Realilles exparience data reporting  organization: pationt researchers,
on Data Collection and collection organization o deploy patient
for Patients and W programs fo patients  organizations,
organizations
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yield substantive soltions)  avidentiary |htesholds for
slowly prograssive diseases;
collectively explore, develop
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11. Establish * The Precedent Paradox Stakeholder workshop(s) Stalutory and reguistory FDA, regulated
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and enabling discussion 1o library organizations

yiold substantive solutions)



Recommendations

13 Advance Best

Practices for

Responsible Rare

Disease Data
Sharing

14, Create Tiered

Approaches for

Natural History and

Registry Data
Acceptability

15. Clariy

Evidentiary
Requirements for

Utilizing Legacy
Registry Data

Challenges

= The Precedent Paradox

* Translation Gaps Between
Principles and Operational
Realltles

* Unclear Pathways for Disease-
Agnostic Endpoints and
Measurament Tools Development

= Fragmented and Burdensome
Data Landscape

= The Precedent Paradox

* Transiation Gaps Betweon
Principles and Operational
Realities

= Unclear Pathways for Disease-
Agnostic Endpoints and
Measuremeant Tools Development

= Fragmented and Burdensome
Data Landscope

= The Precadent Paradox

» Translation Gap Between
Principias and Operationa
Realities

= Unclear Pathrways for Disease-
Agnostic Endpoints and
Measurement Tools Development

= Fragmented and Burdensome
Data Landdscope

Next Steps*

Stakeholder workshop(s)
(addressing largeted topics
and enabling discussion 1o
yiold substantive solutions)

Stakeholder workshop(s)
(addressing largeted topics
and enabling discussion 1o
yield substantive solutions)

Stakeholder workshop(s)
FDA public masating with
public speakers and pubiic
comment period
(addressing largeted topics
and enabling discussion 1o
yield substantive solutions)

Product

Framework published by
FDA, case studies, peer-
reviewed publications
(ustrating reasons for
success and fallures)

Framework published by
FDA, case studies, peer-
raviewed publications
(Hlustrating reasons for
success and fallures)

Guidance published by FDA,
case studies, peor-reviewaed
publications (ustrating
reasons for success and
fallures)

Stakeholders
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industry, medical
researchers,
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data/Al
companies

FDA, regulated
industry, medical
resaarchers,
patient

a w ““m !sb
clinical research
ofganizations,
privacy lawyers,
datavAl
companies

FDA, regulated
Incustry, medicad
resemchers,
patient
organizaions,
clinical research
organizaions,
privacy lawyers,
datavAl
companies

Advancing Shared Understandings of Evidentiary Expectations and Regulatory Requirements

Recommendations

16. Promote
Shared

Understandings of

Scientific
Principies
Supporting
Flexible
Evidentiary
Strategles

Challenges

» Lack of Clarity on Sclentific
Principles Driving Different
Evidentary Expectabons and
Regulatory Requirements

17. Enable Early = Lack of Clarity on Scientific

Identification and

Resolution of

Issues for Novel
Endpoints and Trial

Designs

Principles Driving Different
Evidentary Expectabons and
Regulatory Requirements

Next Stops”

Stakeholder workshop(s)
FDA public meaeting with
public speakers and public
comment period
(addressing targeled topics
and enabling discussion o
yield substantive solutions)

Stakeholder workshop(s)
FDA public meeting with
public speakers and pubiic
comment period
(addressing targeted topics
and anabling discussion 1o
yield substantive solutions)

Product

Frameworks updated and/or
published by FDA, case
studies, peer-reviewed
publications (lustrating
reasons or success and
fallures)

Rare disease meeting best

sludies, peer-reviewed
publications (ustrating
reasons for success and
failures)

FDA, ICH,
regulated
industry, patient
arganizatons,
medical

FDA, regulated
industry, medical
resemrchers
(including
statisticians),
patient
organizaions



18. Enable Rare
Disease Clinical
Trials to Learn and
Adapt More
Effectively

19, Define
Evidentiary
Thresholds for
Rare Disease
Second-and Third-
Line 3" Line
Treatments

= Successiully Incorporating
Leamings Generated During a
Clinical Trial

* Succassfully Incorporating
Leamings Generated During a
Clinical Trial

Stakeholder workshop(s)
FDA public meeting with
public speakers and public
comment period
(addressing targeted topics
and enabling discussion 10
yield substantive solutions)

Stakeholder workshop(s)
(addressing targeted topics
and enabling discussion to
yield substantive solutions)

Improving Cross-Stakeholder Knowledge Management

Recommendations

Challenges

Next Steps*

Best practices and'or

framework published by FDA,

case studles, peer-reviewed
publications (Bustrating
reasons for success and
fallures)

Framework published by
FDA, case sludies, peer-
reviewed publications
(Nustrating reasons for
success and fallures)

Product

FDA, ICH,
reguiated
Industry, patient
organizalions,
medical
researchers

(inchuxding
Statisticians)

FDA, ICH,
reguiated
industry, patient
Orga zations,
medical
researchess

Stakeholders

20. Bulid aCross-
Stakeholder, Al-
Enabled, Rare
Disease
Knowledge
Management
System

« Difficuity Transiating Slloed

Stakeholder workshop(s)
FDA public meating with
public speakers and public
comment perod
(addressing targeted toplcs
and enabling discussion o
yield substantive solutions)

* Bold and Purple Text = Potential Reagan-Udall Foundation for the FDA Led Activity



3. Enhancing Early-Stage Drug Development in the United States

Consolidated Recommendations and Solutions

SOLUTIONS STAKEHOLDER LEADS
Modermizing IND Requirements and Processes

3} Develop specific recommendations for nsk-proportionate IND FDA: Gene(ate gl.idaw_e

submission requirements and triaged review processes, Efforts documents; implementation
could include: of review, training, and
i. Developing and implementing risk-proportionate IND review organization reforms

timeline (e.g., 14-day IND review for well-characterized platforms, Collaborators:

simple formulations, microdosing, exploratory INDs). BW companies

i Developing and implementing a triaged IND classification based medical researchers, patient
on drug risk vs. subject risk that determines the level of submission organizations
requirements and reviewer time.
Establishing principles and developing modality specific
guidance that describes what data are required for low-, medium-,
higher-risk INDs.
v. Developing FDA internal training and standard operating
procedures (SOP) about how to triage FDA reviewer time based
on need.

b) Establish a dedicated first-in-human (FIH) specialist review unit at FDA
for novel-modality or high-risk INDs, consolidating expertise currently
distributed across multiple divisions.

¢} Investin a specialized FIH-review workforce at FDA that delivers clear,
consistent, and modality-aware early-phase reguilatory expectations,
reducing variable cross-division feedback.

Vil Wi, ISUVYa A ' W Viie
T S T T Y e Attt B R P i ]

a) Adopt a modular, rolling IND review pathway: a sequential nonclinical FDA: Develop and
package and Phase-appropriate CMC data package enabling first- implement new pathway(s)

cohort dosing. Elements of the pilot could explore: implementation
i Cases where FIH dosing could proceed based on non-GLP studies laborators:
and GMP-fike materials. gw& companies,

i Anlnvestigator Brochure (and draft study reports) to enable start medical researchers, patient
of FIH plus SEND datasets submitted at a later date. organzations



SOLUTIONS STAKEHOLDER LEADS

a) Develop dose selection scientific principles that take into consideration FDA: Develop and implement
disease severity and distinguishes first-in-healthy-humans needs from principles, rotation program

first-in-patient needs.
Collaborators:

b) Refine Project Optimus implementation through greater use of model- Biopharm::ﬁcdoammies.
informed drug development (MIDD) and population PK modeling to Reagan-Udall Foundation for
optimize dose selection and escalation and address data gaps. the FDA, medical researchers,

¢) Convene meetings among regulators, biophamaceutical companies, patient organizations

CROs, and medical researchers to discuss how to advance the
utilization of New Approach Methodolegies (NAMs) and create a
pathway for sponsors to secure endorsement to use a single species
toxicology study including reliance on nonclinical platform data that
can be caried forward to future IND submissions. This effort should
include development and implementation of FDA internal training
programs exploring a review posture in which applications are
presumed adequate with in vitro/comparative biology data unless
reviewers provide scientific rationale for an animal study and provide
insight on which species is most predictive. The substance of these
trainings may be strengthened with input from external experts.

d) Formalze a structured pharm-tox reviewer rotation program across FDA
divisions and centers to cross-pollinate risk-tolerance frameworks,

ad) Expand the January 20268 CBER CMC fiexibility announcement into FDA: Publish policy, guidance
formal guidance covering cell and gene therapies, explicitly clarifying and top 10 list; implement new

that cGMP under 21 CFR Part 211 is not required before Phase 2 or pathway

Phase 3, and extend analogous flexibility to other modalities when Collat :

supported by risk-benefit determination. Biool = | s
b) Streamline CMC content required for certain Phase 1 trials to allow medical researchers, patient

short-term or accelerated CMC stability data with a scientifically organizations

justified shelf-life covering only the clinical dosing period, paired with
a sponsor commitment to continue stability testing during the trial. This
could be modeled after Belgium's Phase 1 CMC submission model.

¢} Issue a formal policy statement on cross-regional comparator
characterization, enabling sponsors to rely on drug characterization
accepted by EMA or other ICH regulators.

d) Establish a risk-based pathway to waive or streamline routine Phase 1
CMC submission and review for defined categories, including:
(i) products manufactured using well-established platforms or with
extensive prior sponsor experience with analogous FDA submissions;
% products for serious, ife-threatening, ultra-rare, or N-of-1 conditions;
(%) very low-risk study designs such as microdosing studies and
exploratory INDs; and (iv) simple formulations using known excipients
and standard manufacturing processes (e.g., immediate-release oral
tablets, aqueous solutions).

¢} Routinely publish an anonymized list of common CMC deficiencies and



SOLUTIONS STAKEHOLDER LEADS

a) Publish updated, modality-specific guidance and case studies
clarifying minimum IND data expectations for Phase 1 INDs by
scenario (e.g., small molecule, oligonucieotide, oncology, viral vector,
cell therapy).

b) Develop Q&A-style or decision-tree guidance tools that supplement
narrative guidance documents, allowing sponsors to arrive at a
transparent articulation of minimum CMC and nonclinical package
requirements for their specific Phase 1 study based on modality,

therapeutic area, prior human data, and study design.

FDA: Develop and publish
guidance, case study and
decision-tree publications
Collaborators:
Biopharmaceutical companies,
medical researchers, patient
organizations

a) Establish “Safe-to-Proceed” coordinated processes within FDA
including:
i. Consistent, imely notifications across all review divisions within
the 30-day statutory period.
i Wiritten rationale on all clinical holds that identify the deficiency,
the regulatory basis, and the recommended resolution path.
b) Reframe 30-day IND notification terminology for pre-dosing actions
where no patient has been dosed and the action is informational from
“chinical hold" to “notice of additional information required.”

FDA: Develop and implement
new processes and communi-
cations, organzational reform
Collaborators:
Biopharmaceutical companies,
medical researchers, patient
organizations

a) Develop and implement FDA's proposed Clinical Trial Notification
pathway for certain Phase 1 trials.

Modernizing Phase 1 Clinical Trials and Tools

FDA: Develop and implement
pathway

Collaborators:
Biopharmaceutical companies,
medical researchers, patient
organizations

a) Review and update innovative clinical trial design guidance and
develop accompanying FAQs that:

i Provide early-phase-specific examples for Bayesian adaptive
dose-escalation, seamless Phase 1/2 designs, and biomarker-
stratified expansion cohorts,

Permit adaptive Phase 1 designs to allow modifications to dose

range, escalation increment, indication focus, and therapy line

based on emerging clinical data—without protocol amendment

but operating under pre-specified guardrails.

b) Modernize Form FDA 1572 to reflect decentralized-element trial
models and facilitate state-level alignment on telehealth-delivered

PI

FDA: Develop and issue new
documents

Collaborators on Substance:
Biopharmaceutical companies,
Reagan-Udall Foundation for
the FDA; medical researchers,

patient organizations



3

Optimizing FDA-Sponsor Early-Stage Engagements and Processes

3

b)

¢

a) Develop a review matrix that documents when patient perspectives
were used to inform toxicology requirements.

Develop a meeting series for FDA and stakeholders to collaborate on
developing and implementing knowledge management initiatives that
can serve as the basis for the development of Al-enabled sponsor-
facing decision support tools.

MRS, P IR IERIVE § IE HTW Wrelnly St Wi

Standardize pre-IND meeting outputs to produce three documented
conclusions: (i) required; (ii) optional but potentially helpful; and

(ii1) unnecessary for the proposed initial study. Treat pre-IND alignment
on specific elements (e.g., inclusion/exclusion criteria) as commitments
the IND review will not revisit without written justification.

Pilot an IND-stage sponsor “safe-to-proceed checkbox” enabling
sponsors to elect minimum-comment Phase 1 safety review, deferring
forward-looking protocol, endpoint, and development-strategy
feedback to later meetings; FDA's clinical hold, safety reporting, and
inspection authorities fully preserved,

Pilot an iterative, weekly Australian-style engagement model for
pre-IND and IND-stage interactions. This effort could be supported by
updating and reviving the Target Product Profile (TPP) as a sponsor-
facing tool rather than a binding guidance designed to support a more
iterative engagement model that surfaces assumptions earfier and
provokes structured dialogue before formal IND submission.

) R D) ' Practices
FVeTIeW Wees | . -

FDA: Develop and implement

SOLUTIONS STAKEHOLDER LEADS

Reagan-Udall Foundation

for the FDA: Develop and
implement meeting series
Collaborators:
Biopharmaceutical companies,
FDA; medical researchers,

approach

Collaborators on Substance:
Biopharmaceutical companies,
medical researchers, patient
organizations



SOLUTIONS STAKEHOLDER LEADS

S L Ul e e g S e L i e SN S g R L g S e LS g sl g

a) Support stakeholder efforts to capture evidence and identify trends of Reagan-Udall Foundation for
consistent or differing feedback on distinct IND topics, such as BIO's the FDA: Institute meeting

BRIDGE platform, designed to capture regulatory trend data from series
sponsors describing their interactions with the FDA. .
FDA: implement intemal trend/
b} Convene disease-area or modality-specific shared leaming forums knowledge management

(e.g., rare disease, chronic disease, gene therapy) to share information

about pre-IND meetings, IND submission packages, and IND reviews Collaborators: Collect trend
and discuss what has worked, what has not, and where expectations data and platform development
have shifted.

¢) Encourage FDA to develop internal mechanisms to capture trends of
consistent or differing feedback on specific IND related topics and
cross-pollinate leamings.

S BT i pa e e e n s e e e e e s
Fitdor-Furpc IND 1

a) Develop incentives for high-quality, appropriately scoped IND FDA: Implement meeting
submissions. For example, FDA should develop best-practice templates  reform and new pathway

and Pre-IND checklists that, when followed, provide the sponsor implementation

reasonable assurance that regulatory expectations have been met, and

AT ON

IND-stage changes would be limited to instances of emerging safety gollabontm 3
iopharmaceutical companies,
O MMM KIIOWII08. medical researchers, patient
b) Establish an expedited pre-IND pathway for U.S. biotech sponsors organizations !
developing truly novel modalities or molecule types, modeled on
EMA’s PRIME early-entry program.

Building a Streamlined and Dedicated U.S. Phase 1 Infrastructure as Part of a National Clinical

Trial Infrastructure and Coordinating Strategy

a) Direct NIH and FDA to develop and/or designate FIH/Phase 1 centers FDA and NIH
of excellence, including using a single IRB process and other

streamlined site activation processes. gdm“’:. 3
b} Provide federal funds to support a national Phase 1 clinical trial Reagan-Udall Foundation for
infrastructure, the FDA, medical researchers,

patient organizations



SOLUTIONS STAKEHOLDER LEADS

a) Create a National Phase 1 Coordinating Strategy. The strategy should FDA and NIH
include: Sl
i Establishing a National Biotechnology Coordination Office. ggpharmceuwdeammes

i Jointly publishing a U.S. Life Sciences Competitiveness Roadmap Reagan-Udall Foundation for

i. Formally designating the U.S. life sciences industry as a national patient organizations
treasure that defines clinical trial infrastructure as a critical
national infrastructure, enabling cross-agency resource allocation
and sustained capital investment consistent with other strategically
significant sectors.

. Commissioning and annually maintaining a national Phase 1 clinical
trial site inventory capturing site type, modality capability, activation
and enroliment metrics, workforce composition, and continuity
of trial activity.

v. Creating a nation-wide communication campaign on the value of

early-phase trial participation paired with expanding community-

practitioner education about clinical trial opportunities.

Continuing investment in NIH basic research funding.

Developing of a competency/certification framework for research

nurses, coordinators, and pharmacists (with loan-repayment

incentives).

vil. Developing a centralized investigator database consolidating
investigator credentials, training records, and site qualifications to
eliminate duplicative sponsor-specific training.

NOTE: These solutions should be part of an overall national clinical trial

infrastructure and coordinating strategy.

& =



SOLUTIONS STAKEHOLDER LEADS

N\

3) Finalize single-IRB rule. FDA: Finalize sIRB rule,

b Develop a national strategy to support single and centralized IRB implement paraliel-review
capacity needs including: model
L Requiring an sIRB process. FDA and NIH: Implement
i Developing enhanced Phase 1 IRBs that could be used as an national sIRB capacity and
outside sIRB authority. strategies
#. Creating a pool of FDA certified regulatory auditors who could Collaborators:
augment centralized IRB processes at clinical trial sites by providing Biopharmaceutical companies,
~. Embedding FDA subject-matter experts within major academic the FDA: medical researchers,
medical centers to support centralized IRB processes at clinical patient organizations
trial sites.
¢ Pilot a hybrid FDA-IRB parallel-review model with FDA to focus on e S pscies
scientific sufficiency and safety and IRB focus on trial protocol, Develop standardized %
informed consent, and ethical considerations, both of which are templates and hub-and-spoke
completed on an agreed-upon parallel timeline rather than the current fel
sequential approach.
d) Develop standardized informed consent templates for Phase 1 Stakeholders: Advocate for
studies to reduce site-by-site consent negotiation delays. financial incentives and clinical
¢) Extend financial and career incentives o ciinician-investigators At A1
(e.g., reimbursement for time spent and execution of specific tasks). Trial Sites: Develop
(See Box 1.) standardized templates and

f) Expand rural and underserved Phase 1 access via academic satellite hub-and-spoke models
locabons and hub-a'\d-sp_oke models with inite_d but defined FIH/FIP Biopharmaceutical Companies
capabilities (e.g., lower-risk/less-complex studies). and Clinical: Advocate for

financial incentives and clinical
trial reimbursement reforms

Mitigating Litigation Risk for Phase 1 Clinical Trial Sites

a) Explore federal safe harbors for Phase 1 clinical research sites and Congress: Enact safe harbor

examine insurance coverage practices for potential reforms that would and master insurance laws

R SRR FORHON TS, Collaborators: FDA, NIH,
Biopharmaceutical companies,
Reagan-Udall Foundation for
the FDA; medical researchers,

patient organizations
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