The Honorable Bernie Sanders
Chair, Senate HELP Committee

The Honorable Bill Cassidy
Ranking Member, Senate HELP Committee

The Honorable Cathy McMorris Rodgers
Chair, House E&C Committee

The Honorable Frank Pallone
Ranking Member, House E&C Committee

The Honorable Bill Casey
Chair, Senate Aging Committee

The Honorable Mike Braun
Ranking Member, Senate Aging Committee

The Honorable Brett Guthrie
Chair, House Subcommittee on Health

The Honorable Anna Eshoo
Ranking Member, House Subcommittee on

Health
December 4, 2023
Re: The Promising Pathway Act, S. 1906/H.R. 4408
Dear Senators and Representatives,

We are a group of clinicians, lawyers, advocates, and others with expertise in FDA drug
regulation, clinical research and practice, and bioethics writing to express concern regarding the
proposed Promising Pathway Act (S. 1906/H.R. 4408). Importantly, this concern is shared by
the National Organization for Rare Disorders (NORD) and the Pharmaceutical Research and
Manufacturers of America (PhRMA), demonstrating that you can support patients and the
pharmaceutical industry without supporting this bill.

Like you, we share the goal of helping patients with rare, serious diseases live better and
survive longer. However, weakening FDA approval standards, as this bill proposes, risks
conflating the essential goal of getting patients access to more drugs that work with the
misguided goal of simply getting them more drugs. In this letter, we explain the following key
points and note how Congress can play a meaningful role in facilitating development of novel
products for devastating diseases.

e The Promising Pathway Act is unnecessary. FDA’s regulatory standards for drugs to
treat rare and serious diseases are already flexible, sometimes allowing approval based on
weak evidence. In addition, FDA and other agencies have recently launched several efforts
to encourage discovery, development, and timely access to effective treatments.

o The Promising Pathway Act will harm patients. Eroding regulatory standards will leave
patients and their doctors with inadequate evidence to inform treatment decisions. It will also
entrench inadequate treatments by making it difficult to study potentially better options. The
post-approval registries required by the proposed Act cannot resolve these concerns.

e The Promising Pathway Act addresses the wrong end of the problem. The real
bottlenecks to treating many rare and serious diseases are scientific challenges that lie far
upstream from FDA approval. To ensure that patients have more drugs that will meaningfully
improve their lives, we urge Congress to reject the PPA and (1) ensure robust funding for
rare disease research, (2) improve access to clinical trials, (3) promote broader use of FDA’s
Expanded Access pathway, (4) clarify FDA’s authority to require and enforce rigorous trials
to confirm drugs’ benefit and safety after approval, and (5) adequately fund FDA.




If passed, the Promising Pathway Act (PPA) would amend the Federal Food, Drug, and
Cosmetic Act to establish a new “provisional” approval pathway for drugs intended to treat,
prevent, or diagnose a serious or life-threatening disease or condition. Provisional approval
would be effective for a 2-year period and renewable for up to 8 years total. Importantly, the
pathway would not be restricted to drugs intended to treat rare diseases or diseases with
limited or no available treatments, despite the framing of the Senate Aging Committee’s
October 26, 2023, hearing on the PPA.

The PPA’s proposed standard for provisional approval would be much weaker than FDA’s
current statutory standard, which requires “substantial evidence” of effectiveness. Typically,
this means that at least one well-designed clinical trial demonstrates the drug works and is
sufficiently safe. By contrast, the PPA would allow provisional approval based on “relevant early
evidence” of a “positive therapeutic outcome.” The bill fails to define these phrases, while
referencing “early-stage clinical investigations.” This language clearly contemplates approval
based on Phase 2 trials, which primarily measure safety in the intended patient population and
offer only preliminary assessments of efficacy. However, it could also support approval based
on Phase 1 trials that first test a drug in people or statistically problematic post-hoc (unplanned)
analyses. These approaches will leave patients in the dark about whether a drug works
and for whom, as well as how to use effective drugs to maximize benefit and minimize risk.

Unfortunately, drugs that look promising in early development or based on unplanned
analyses of subsets of trial participants often fail to have their benefit confirmed in later
studies.” For example, it is possible that the PPA’s weak standard might have sufficed to
provisionally approve NurOwn, an investigational stem cell therapy for amyotrophic lateral
sclerosis (ALS) that failed to demonstrate benefit on any measure outside unplanned subgroup
analyses and anecdotal examples.*° Although some advocating for the PPA view NurOwn as
an example of why the bill is needed, what it truly demonstrates is that the bill might serve as an
8 year-long free pass for companies to profit from drugs they fail to demonstrate work. In fact,
despite the purported expiration date for provisional approval, it is likely that FDA will
face pressure to grant traditional approval at the end of 8 years rather than withdrawing
drugs from the market, regardless of remaining evidentiary gaps. This problem is evident in
FDA'’s existing accelerated approval pathway, under which drugs have been allowed to remain
on the market for extended periods despite substantial delays in completing required studies
and failure to demonstrate meaningful benefit.®® Desperate patients deserve better.

Although no patient would be forced to accept a provisionally approved drug, that does not
mean the PPA would not affect them — weakened FDA approval standards harm all patients.
This is because one of FDA’s most important roles is to ensure that companies produce
information that patients and clinicians need to guide treatment decisions.® Companies cannot
sell their drugs — and therefore cannot profit — until they generate enough evidence to convince
FDA the drug is sufficiently safe and effective. As a result, companies seek to generate the
evidence FDA demands. If the PPA authorizes FDA to demand less, however, patients and
clinicians will have less. One must look only as far as the dietary supplement industry to see
how this plays out: imagine if what you had available to treat your life-threatening iliness was
rows of products none of which you knew worked at all, let alone which was most appropriate
for you or how it should be taken to maximize effect. This is the future envisioned by the PPA.

Importantly, weak approval standards can entrench poor treatments by making it difficult
to study potentially better options.'® When an unproven drug becomes available through
FDA approval, it can reduce patient willingness to enroll in subsequent trials, especially because
approval often signals that a drug is worth trying. To enroll patients, then, it may be necessary to



compare new drugs to approved but unproven products, making it much harder to interpret trial
results. This leaves future patients no better off than those facing terrible diseases today."™"?
FDA should not be expected to approve new drugs — provisionally or otherwise — simply
because desperate patients would be willing to try them;® that is not what patient-focused drug
development calls for. Such a standard for approval would dangerously ignore FDA'’s critical
public health mission and risk inhibiting development of effective drugs.''®

The PPA’s solution for weak provisional approval is to require that treated patients participate in
“an observational registry” until either the drug is granted traditional approval or provisional
approval is rescinded. Under such a registry, information will be collected about patients taking
the drug. However, registries do not involve randomization or blinding, and they lack
concurrent control groups of patients not taking the drug to provide data for comparison,
all of which are critical design features that help make clear whether any benefits
experienced by patients are due to the drug and not something else.'®'® These design features
are especially important when a disease is heterogenous in how it affects patients, its natural
history is not well understood, or a drug’s effect size is modest, all of which are often true. Yet
the PPA does not require any additional studies beyond the registry, and instead, directs FDA to
allow use of real-world evidence (such as a registry study) to fulfill follow-up requirements and
support applications for traditional approval. It also directs FDA to “consider the option to waive
requirements for adequate and well-controlled studies” when determining whether a
provisionally approved drug should move to traditional approval. Accordingly, the bill appears
to contemplate registry data serving as the exclusive mechanism to confirm drug benefit,
even though registries are usually incapable of demonstrating a drug’s effectiveness,
even for rare diseases. This is one of the PPA’s most worrisome shortcomings.

Overall, the PPA would set the bar too low for both provisional approval and later demonstration
of benefit. We recognize, however, that it is reasonable for FDA to tolerate greater
uncertainty when considering drugs for serious diseases without adequate treatment
options. Importantly, the agency already uses its expansive regulatory flexibility to do
just that. FDA is granting accelerated approvals more frequently and more broadly than in the
past, moving beyond oncology to neurodegenerative diseases, among others.®'® Even for
diseases that lack plausible surrogate markers to support accelerated approval, the agency has
demonstrated willingness to approve drugs even when trials fail to show benefit on pre-specified
endpoints including those meaningful to patients, when benefit is supported by just one pivotal
study, and when trials are very small or lack control groups.?>-* Although there is often
discussion about how long it takes to run trials, over half of approved orphan drugs were
supported by trials lasting less than one year and about one-third were approved based on trials
lasting 6 months or less.? In addition, FDA’s review times are faster than those of both the
European Medicines Agency (EMA)®* and Health Canada,?” and FDA approves most novel
drugs before they are approved anywhere else in the world.??°

The fact is that FDA is simply not refusing to approve good drugs. To the contrary, rather
than requiring too much evidence to support approval, in some cases it is appropriate to
question whether FDA is requiring too little. Unfortunately, the agency’s current flexibility is
not always met with rigorous or timely confirmation of benefit after approval.®'2° The
response should not be to further weaken drug approval standards, as the PPA proposes, but
rather to ensure that approvals are at least based on strong expectations of benefit and followed
by rapid, high-quality evidence generation post-approval.®'

Ultimately, the reason many serious and life-threatening diseases currently lack good treatment
options is not because FDA is standing in the way but because there are gaps in scientific



understanding upstream from the regulatory approval process. Therefore, the strongest path
forward is to address scientific bottlenecks. FDA and others have already taken important
steps in this direction and need adequate funding to continue this trajectory. For example, FDA
recently launched “Support for Clinical Trials Advancing Rare disease Therapeutics”
(START), a pilot program informally dubbed “Operation Warp Speed for rare diseases,” which
will provide real-time advice to companies starting early in drug development to speed
successful trials and address manufacturing issues.*>* The agency has also established the
Rare Disease Endpoint Advancement (RDEA) pilot program to support novel efficacy
endpoint development for drugs to treat rare diseases.** In addition, FDA’s Action Plan for
Rare Neurodegenerative Diseases and its ALS Science Strategy emphasize improved
scientific understanding of rare disease through characterizing disease development and natural
history, facilitating access to clinical trial participation through decentralized models, enhancing
trial infrastructure, adopting innovative trial designs to support the development of better drugs
and novel statistical approaches for small populations, and incorporating “Expanded Access”
into clinical development programs (an approach that allows seriously ill patients to access
unapproved drugs outside trials under certain conditions).* Importantly, these efforts focus
attention on improving science rather than weakening approval standards.*

While the science continues to develop for rare diseases lacking good treatment options,
Congress can most productively improve access to effective medicines by:

(1) Ensuring robust funding for rare disease research, including efforts to improve
prevention, speed of diagnosis, and biomarker development, as well as grant programs
to support development of promising drugs by small companies with limited capital;

(2) Promoting clinical trial accessibility, including through decentralized approaches;

(3) Encouraging broader use of FDA’s Expanded Access pathway prior to drug approval
and overcoming existing hurdles related to physician and community awareness,
company disinterest, and cost;*"#

(4) Clarifying that FDA has authority to require and enforce rigorous post-market
efficacy studies whenever it approves a drug with uncertain benefit; and

(5) Providing FDA with sufficient funding to support the agency’s current efforts to offer
nuanced regulatory guidance for rare disease drug development.

We urge you to reject the Promising Pathway Act, which lacks the support of both NORD
and PhRMA. Like us, PhRMA warns that the PPA “poses serious concerns that run counter to
the goal of helping patients access safe and effective medicines,”*® while NORD emphasizes
that “[a]pproved yet ineffective drugs can make it much harder for effective drugs to come to
market” and notes that the PPA will “ultimately cause more harm than good to the rare disease
community[.]"*° Unfortunately, the bill is beyond repair because its central premise would
undermine FDA'’s standards for drug approval, ensuring earlier profit for companies but not
better drugs for patients. Instead, we urge you to take the alternative steps outlined above to
truly stimulate and support the development of novel and needed drugs. We welcome the
opportunity to engage further. Thank you for your commitment to these important issues.

Sincerely,
Holly Fernandez Lynch, JD, MBE Reshma Ramachandran, MD, MPP, MHS
Perelman School of Medicine and Carey Law Yale School of Medicine
School, University of Pennsylvania reshma.ramachandran@yale.edu

lynchhf@pennmedicine.upenn.edu
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cc: Senate leaders: Senators Schumer and McConnell
cc: House leaders: Representatives Scalise and Jeffries

cc: Senate co-sponsors: Senators Gillibrand, Manchin, Warnock, Shaheen, Padilla, Tester,
Wicker, Cramer, Murkowski, Vance, Schmitt, Graham, Lummis, Ricketts, Daines, and Capito

cc: House co-sponsors: Representatives Westerman, Fitzpatrick, D’Esposito, Quigley, Swalwell,
and Phillips

cc: Additional members of the Senate HELP Committee: Senators Murray, Baldwin, Kaine,
Smith, Hickenlooper, Murphy, Hassan, Lujan, Markey, Paul, Marshall, Tuberville, Budd, Collins,
Romney, and Mullin

cc: Additional members of the Senate Special Committee on Aging: Senators Blumenthal,
Warren, Kelly, Fetterman, Scott, Rubio, and Scott

cc: Additional members of the House Energy & Commerce Committee: Representatives
Walberg, Duncan, Palmer, Curtis, Lesko, Armstrong, Weber, Allen, Balderson, Fulcher, Pfluger,
Cammack, Obernolte, DeGette, Schakowsky, Matsui, Castor, Tonko, Clarke, Peters, Veasey,
Soto, and Fletcher

cc: Additional members of the House Health Subcommittee: Representatives Bucshon,
Burgess, Latta, Griffith, Bilirakis, Johnson, Hudson, Carter, Dunn, Pence, Crenshaw, Joyce,
Harshbarger, Miller-Meeks, Obernolte, Sarbanes, Cardenas, Ruiz, Dingell, Kuster, Kelly,
Barragan, Rochester, Craig, Schrier, and Trahan

Additional signatories (listed alphabetically)

*Institutional affiliations are provided for informational purposes only. The content of this letter is
solely the responsibility of the signatories and does not necessarily represent the official views
of the signatories’ institutions.

Daniel G. Aaron, MD, JD
S.J. Quinney College of Law, University of Utah

Brook K. Baker, JD
Northeastern University School of Law

Angie Bakke, MBA
Doctors for America

Arthur L. Caplan, PhD
Division of Medical Ethics, NYU Grossman School of Medicine

Terrie Cowley
TMJ Association

Nathan Cortez, JD
Tsai Center for Law, Science, & Innovation, SMU Dedman School of Law



Sneha Dave
Generation Patient

Ezekiel J. Emanuel, MD, PhD
Perelman School of Medicine and The Wharton School, University of Pennsylvania

Adriane Fugh-Berman, MD
PharmedOut, Georgetown University Medical Center

Gregg Gonsalves, PhD
Yale School of Public Health, Yale Law School, Yale Institute for Global Health

Matthew Herder, LLM, JSM
Health Law Institute, Schulich School of Law, Dalhousie University

Steven Joffe, MD, MPH
Perelman School of Medicine, University of Pennsylvania

Lisa Kearns, MS, MA
Division of Medical Ethics, NYU Grossman School of Medicine

Aaron Kesselheim, MD, JD, MPH
Harvard Medical School
Brigham & Women’s Hospital

Richard Klein, BA
Expanded Access Programs & Policy, GE2P2 Foundation
Food and Drug Administration Patient Liaison Program (retired)

Hilary Koch
Beta Cell Action

Harlan M. Krumholz, MD
Yale School of Medicine

Peter Lurie, MD, MPH
Center for Science in the Public Interest

Andrew McFadyen, MHSc (Bioethics)
The Isaac Foundation

Lindsay McNair, MD, MPH, MS (Bioethics)
Equipoise Consulting, LLC
Boston University School of Public Health

Justin Mendoza, MS
Universities Allied for Essential Medicines

Kenneth |. Moch, MBA
Euclidean Life Science Advisors, LLC



Christopher J. Morten, JD, PhD
Columbia Law School, Columbia University

Huseyin Naci, MHS, PhD
London School of Economics and Political Science

Lisa Plymate, MD
Internist/Geriatrician (retired)

Rita Redberg, MD, MS
University of California, San Francisco

Christopher Robertson, JD, PhD
Boston University

Joseph S. Ross, MD, MHS
Yale University

Ameet Sarpatwari, PhD, JD
Harvard Medical School
Brigham and Women's Hospital

David Scheer, MS
Scheer & Company, Inc.

Michael S. Sinha, MD, JD, MPH
Center for Health Law Studies, Saint Louis University School of Law

Seema K. Shah, JD
Feinberg School of Medicine, Northwestern University

Robert Steinbrook, MD
Public Citizen

Eric Sullivan, MD
Rush University

Liza Vertinsky, JD, PhD
Francis King Carey School of Law, University of Maryland

Miranda Wilgus
ACA Consumer Advocacy

Kim Witczak
Woodymatters

Allison M. Whelan, JD, MA (Bioethics)
Georgia State University College of Law

Rebecca E. Wolitz, JD PhD
Moritz College of Law, The Ohio State University
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