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Introduction

Bringing a new medication to market invariably takes many years, as
manufacturers follow the standard U.S. Food and Drug Administration
approval process and the extensive clinical trial requirements it entails.
Patients with serious or rare diseases that have limited treatment options
often cannot wait that long.

The FDA's Accelerated Approval Program can cut years off the review and approval
timeline, giving those patients new hope.

While accelerated approval was implemented decades ago, misconceptions persist
about how it works. These misconceptions have the potential to undermine the
program’s success and limit patient access to effective therapies.




The History & Benefits
of Accelerated Approval

The FDA's Accelerated Approval Program emerged in 1992 in response to the deadly HIV crisis.
It allows the FDA to speed approval of innovative medications that hold promise to fill an urgent
unmet clinical need “for a serious or life-threatening disease or condition,” often when no

effective therapy exists at all.

Use of Surrogate Endpoints

Instead of requiring years of exhaustive clinical trials, accelerated approval allows manufacturers
to evaluate a medication’s efficacy based on the use of surrogate endpoints that are “reasonably
likely to predict clinical benefit”.! These endpoints can be a marker such as a radiographic image,
laboratory measurement or even a physical sign — like the ability to shrink a tumor - that indicates

a clinical benefit but is not a direct measure of “irreversible morbidity or mortality.”*?

Confirmatory Clinical Trials

If the medication is approved under the program, the FDA then requires manufacturers to
undertake further confirmatory clinical trials, to verify the benefits indicated by the surrogate
endpoint studies, to permit these medications to remain available to patients.® Using surrogate
endpoints saves crucial time in the early stages of the review process for serious medical

conditions that are deemed by FDA to present the greatest immediate clinical need.*




Over the last 30 years, more than 278 medications have been made available to patients through
the Accelerated Approval Program, representing approximately 14% of all new FDA approvals.®
Almost two-thirds of those medications have already completed confirmatory trials, of which 81%
confirmed the benefit, with a recent median time of 2.3 years. Overall, 12% of accelerated approvals
have been withdrawn from the market, either by the sponsor or by FDA proceedings, with a recent
median time of 3.5 years.® The Accelerated Approval Program represents a thoughtful and
deliberate balance between the long timeframes typically required to complete definitive clinical
trials and the immediate needs of patients contending with serious or life-threatening illnesses.

Program Growth

The program has continued to become more useful in the development of innovative medications.
The FDA Center for Drug Evaluation and Research approved 50 new medications in 2021, more
than one-fourth via the Accelerated Approval pathway. That was a higher percentage than
previously, with the number of expedited approvals steadily increasing year over year since 2018.

The scope of the Accelerated Approval Program has also expanded. Since its initial focus on HIV
in the early 1990s, the program now supports medications that treat many other conditions as
well. From 1992 to 2010, about one-fourth of accelerated approvals were related to rare diseases
Patients with rare diseases and no current treatment options stand to benefit significantly from
faster medication approvals. Of the roughly 7,000 rare diseases that have been identified, more

than 90% have no FDA-approved treatment.’

The Accelerated Approval Program also plays a major role in the development and approval of
medications for cancer. About 85% of accelerated approvals from 2010 to 2020 were focused

on oncology.




Different Pathways for
Expedited Review & Approval

Accelerated approval is one of four different FDA programs designed to speed up approvals. The
others are Fast Track, Priority Review and Breakthrough Therapy. Each offers a slightly different

way to get novel medications to patients.
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Fast Track facilitates the development of new medications to treat serious medical
conditions for which there is currently no approved treatment. Medications that receive
fast track designation will have eligibility for Accelerated Approval and Priority Review, if

relevant criteria are met.

Breakthrough Therapy also facilitates the development of innovative medications
that show the potential to provide substantially better outcomes than what patients
experience with existing medications. To get this designation, medications need to
have a clinically significant endpoint, which usually measures an effect on irreversible

morbidity or mortality of the disease.

Priority Review status is conferred upon new medications that the FDA has
committed to determining application approval or denial within six months.

Accelerated Approval grants approval based on a surrogate endpoint for medications
that fill an unmet medical need relative to a serious illness.®




Treatment Options
for Neurology Patients

Regardless of the particular program, expedited FDA
review and approval can benefit patients dealing with life-
altering or life-threatening medical conditions. This can

be particularly true for patients living with neurogenerative
diseases, many of which have no cure. Two neurological
medications that have recently received accelerated
approval are elivaldogene autotemcel and aducanumab.

Treatment for CALD

Elivaldogene is the first FDA-approved medication shown to slow the progression of neurologic
dysfunction in boys ages four-17 with early, active cerebral adrenoleukodystrophy. Also known

as CALD, this rare, progressive, neurodegenerative disease primarily affects young boys, causing
irreversible, devastating neurologic decline. Symptoms include the loss of communication, cortical
blindness, the need for tube feeding, incontinence, wheelchair dependence or complete loss of
voluntary movement. Nearly half of patients who do not receive treatment die within five years.

Prior to the advent of elivaldogene autotemcel, treatment was limited to blood stem cell
transplant therapy, which can be complicated by serious or sometimes fatal adverse events.
Clinical trials are ongoing to confirm elivaldogene’s effectiveness.’

Treatment for Alzheimer'’s Disease

Accelerated approval was also granted for aducanumab.® The medication treats Alzheimer's
disease, which affects about 6.5 million Americans over the age of 65.

The medication was developed to target and remove specific forms of beta-amyloid that
accumulate into plaques. It was the first FDA-sanctioned medication to address the underlying
biology of the disease. Build-up of beta-amyloid may contribute to cell death and tissue loss in
areas of the brain particularly important for memory, thinking and learning. Removing this plague
may also help other brain processes to operate more efficiently.??

Aducanumab was approved after three initial studies found that Alzheimer’s patients who took

the medication at specific doses for a period of time saw reduction of amyloid beta plagque. As
required by the FDA, the manufacturer is now conducting a randomized, controlled clinical trial to
substantiate the medication’s benefit.

As with all accelerated approval medications, the FDA may withdraw its approval if the
confirmatory trial does not verify clinical benefit.*s




Conceptions & Misconceptions
about Accelerated Approval

Overall acceptance of medications developed via accelerated approval is good, yet some
questions persist among the general public and even among health care providers, including

neurology clinicians.

This was illustrated by a recent study from the Clinical Neurological Society of America. It
surveyed neurologists, as well as neurology nurse practitioners and physician assistants, to gauge
their awareness, attitudes and experiences with accelerated approval.

Survey results showed broad acceptance and support for accelerated approval, but it also
identified several misconceptions about the program.
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Dispelling the Myths
about Accelerated
Approval

Two issues, in particular, warrant a closer look.

In the Clinical Neurological Society of America’s

survey, 23% of surveyed neurology clinicians reported that
medications approved via the accelerated pathway were at
least somewhat unsafe. Several factors, however, point to the

safety and thoroughness of the Accelerated Approval Program.

Safety & Efficacy Requirements

When considering accelerated approval requests, the FDA aims for the standard of evidence

to be as close as possible to that used for traditional approvals. The agency concludes that the
medication is safe for use, but also acknowledges an element of uncertainty about whether the
surrogate endpoint that's used will correlate to an ultimate clinical efficacy and benefit.

For patients facing serious neurological diseases, accepting that uncertainty is often a necessary
trade-off for access to treatments that could potentially help them alleviate their symptoms and

manage their conditions.*

Post-Market Monitoring

Clinical trials provide important information on a medication’s safety and efficacy, but it is
impossible to have complete information about the safety of a medication at the time of approval.
That applies equally to medications that receive traditional or accelerated FDA approval.

After approval, the FDA continues to monitor the performance of prescription and over-the-
counter medications for months, even years. If problems arise, the FDA can decide to add caution
statements to the dosage or usage information. In serious cases, the agency can revoke its

approval and remove the medication in question from pharmacy shelves.®




Post-Approval Trials

After a medication is brought to market via accelerated approval, the manufacturer is required
by the FDA to conduct studies confirming the clinical benefit predicted by the use of a surrogate
endpoint. These are known as phase 4 confirmatory trials and, if successful, are followed by

traditional FDA approval.

If the confirmatory trial does not show clinical benefit, the FDA has regulatory procedures in place

that could lead to removing the medication from the market.*

When asked if the FDA does a good job of balancing approval timeliness with safety and efficacy
for the accelerated pathway, 20% of surveyed neurology clinicians disagreed and 5% strongly

disagreed. Only 10% strongly agreed.

In reality, however, the measures described above intend to make accelerated approval eventually

as rigorous as traditional approval.

Reliance on Expert Advisors

Doubts may have been fueled by recent media attention to the accelerated approval of
Alzheimer’'s medication aducanumab. The highly publicized process stirred controversy about
the FDA's willingness to override the advice of its advisory committee and allow the medication
to reach patients.”” There is room for improvement in the process. In general, however, the FDA

typically does rely on its advisors.

Precautions & Improvements

And the FDA recently has taken a harder line on medications in the accelerated approval pathway.
The agency requires that manufacturers show meaningful progress in timely follow-up studies
and pull medications from the market if those studies don't verify patient benefits.'® Precautions

like these help balance proven efficacy with timely access.

Like any regulatory process, accelerated approval could be strengthened in certain ways. While

the current process is safe, improved policies can help alleviate some of the medical community’s
concerns. In 2022, Congress passed reforms that strengthened the pathway, including providing the
FDA with stronger authority to ensure the timeliness of confirmatory trials and withdrawal procedures

for indications earned via accelerated approval, along with additional reporting requirements.*®




Access Issues

Despite reservations among some
clinicians about safety, 84% of
neurology providers report that they
are comfortable prescribing accelerated
approval medications. Access issues,

however, remain a concern.

Coverage Barriers

Insurance coverage barriers, such as

prior authorization and step therapy, were

cited as the most common challenges to patient

access. Surveyed neurology providers overwhelmingly agreed that these medications

should be covered by commercial health plans as well as by Medicare and Medicaid.

That is not always the reality for medications approved via accelerated approval,
however. For aducanumab, for example, the Centers for Medicare and Medicaid
Services determined that patients must be actively enrolled in a clinical trial to gain
access to the medication. The same restriction applies to newly approved lecanemab.

Medicaid Challenges

Medicaid programs can also present access challenges. In 2021, MACPAC
recommended federal restrictions on accelerated approval medications,?® and states
including Massachusetts and Tennessee have sought federal approval to curtail
coverage.?! Recent research found that restricting Medicaid support for accelerated
pathways could result in as many as two-thirds of medications in the program failing
to reach between 66,000 and 319,000 patients.?? Medications for cancer and

neurologic diseases would likely bear the brunt of those losses.

High Out-of-Pocket Costs

The high retail costs of these new medications present a related barrier. Qut-of-pocket
costs and availability at pharmacies are also considered a challenge, along with
misinformation and lack of educational materials to help patients understand the
process and feel confident taking these medications.




Working Together on
Accelerated Approval

The FDA Accelerated Approval Program has tremendous potential for getting
safe and innovative medications to at-risk patients in record time. Lack of
awareness and understanding among the general public, as well as persistent
misconceptions among neurology clinicians, stands to weaken access to these
medications for patients who may otherwise benefit.

Now is the time for clinicians, policymakers and other stakeholders to work together to raise
awareness about the program, dispel myths and collaborate on ways to strengthen understanding

and access.
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The Clinical Neurological Society of America has nearly 50 years of experience bringing together
leading experts and clinical neurologists for educational programming. The society’s clinical
awareness initiatives focus on increasing awareness about important topics within the practice of
health care and the policy and regulatory environment that shapes that care.

CNSA recognizes the project’s advisors for the accelerated approval clinical awareness initiative.
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The Clinical Neurological Society of America was created in 1974 as an organization for neurologists

practicing in clinical and academic settings. Since then, the society has grown into a nationwide
organization of clinicians with a mission to improve clinical practice and patient care through education.
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This Clinical Awareness Initiative is being supported in part with contributions
from Biogen, Lilly and PhRMA.
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