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On October 29, 2025, the FDA announced a series of
new policies to streamline biosimilar
development —that is, lower-cost versions of
biologic medications. Rather than requiring costly
and often unnecessary studies, the FDA will rely on
new technologies that have proven to be as
effective, if not more so, at determining biosimilars’
safety and efficacy compared to their originator
biologics." At a press conference announcing the
changes, Health and Human Services Secretary
Robert F. Kennedy Jr, FDA Commissioner Marty
Makary, and Centers for Medicare and Medicaid
Services (CMS) Administrator Mehmet Oz noted
that they expect these actions will accelerate
development and expand patient access to lower-
cost biosimilars.?

The Trump administration’s focus on promoting
biosimilar competition as a means of reducing costs
is encouraging. A recent report reveals that 106
biologics are set to lose their patents in the next
decade without any biosimilar competitors in
development.?

Current FDA regulations indirectly impact prices by
increasing product development timelines and
development costs for new biosimilars. This slows
competition that would otherwise put downward
pressure on biologic prices. According to
Commissioner Makary, while the FDA approved 76
biosimilars over 10 years, a more streamlined
approach would have likely resulted in “two
hundred, three hundred” approvals.* He also noted
that streamlining would reduce the cost of bringing
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KEY TAKEAWAYS

In November 2025, the Food and Drug Administration
(FDA) announced a policy to eliminate routine
switching and comparative efficacy studies for
biosimilar approval, relying instead on advanced
analytical technologies that better detect safety and
structural differences. This will reduce development
costs by up to S100 million and accelerate the speed
at which biosimilars come to market.

After more than a decade of real-world evidence and a
2023 FDA meta-analysis showing no increased risks
when patients switch, maintaining a separate

interchangeability designation has become outdated
and does not improve patient protection.

The two-tier system of “approved” versus
“interchangeable” biosimilars creates confusion,
allows brand manufacturers to cast doubt on safety,
and slows uptake, indirectly keeping biologic prices
high despite expiring patents.

Lawmakers should recognize all FDA-approved
biosimilars as interchangeable, remove unnecessary
clinical trials, and enable pharmacy-level substitution
under state law. Further streamlining would thus
expand access and increase competition, benefitting
patients and the health system overall.

a biosimilar to market by as much as S100 million,
thus saving money for manufacturers and
encouraging competition.®
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As technology has advanced and evidence has
accumulated, biosimilars have proven to work the
same as the originators without negative immune
reactions when patients switch between the
products. Therefore, streamlining the approval and
interchangeability designations into one process
would reduce the regulatory cost of developing new
biosimilars without affecting health and safety.

These new policies are only a first step, and
lawmakers should also address payment barriers to
biosimilar uptake through market-based solutions.
But the FDA’s effort to streamline development
would also help lower the price of existing
biosimilars, because the current distinction
between approved and interchangeable biosimilars
discourages pharmacy-level substitution.

Background on Biologics

Biologics are medications made from living
organisms. Examples include insulin to treat Type
1 diabetes and adalimumab to treat rheumatoid
arthritis. The Public Health Service Act defines
biological product as

a virus, therapeutic serum, toxin, antitoxin,
vaccine, blood, blood component or
derivative, allergenic product, protein, or
analogous product, or arsphenamine or
derivative of arsphenamine (or any other
trivalent organic arsenic compound),
applicable to the prevention, treatment, or
cure of a disease or condition of human
beings.®

The definitions of drugs and biologics overlap.
Some biologics were even initially approved as
drugs.” Today, the word drug is commonly used to
refer to both. The main difference is that drugs are
chemically synthesized, while biologics derive
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from living organisms, which are more complex
and harder to characterize.?

Given their complexity and higher development
cost, biologics are also some of the most
expensive drugs on the market. In 2018, despite
making up only 0.4 percent of prescriptions,
biologic drugs accounted for 46 percent of
prescription drug costs.® In 2025, the FDA notes
that biologics comprise 5 percent of prescriptions
and 51 percent of drug costs.””

Biosimilars and Interchangeability

Biologics also differ from drugs in how the law
treats their follow-on competitors. Follow-on
copies of drugs are known as generics, and by
definition they must be chemically identical to the
original drugs. But biologic molecules are highly
complex and harder to characterize. So, Congress
created a different approval pathway in the
Biologics Price Competition and Innovation Act
(BPCIA) that allows a biosimilar to be approved if
it is similar enough that there is no meaningful
clinical difference between it and its reference
product. The statute used the term biosimilar
because, unlike generic drugs, biosimilar products
are not exact replicas of their reference products.
(We explore later what this means for safety.)

In 2015, the FDA approved its first biosimilar,
filgrastim (Neupogen)." Since then, the biosimilars
market has expanded significantly. As of
November 2025, the FDA has approved 78
biosimilars.'?

Under BPCIA’s framework, the FDA can approve
biosimilars only if there are no clinically
meaningful differences in terms of safety and
effectiveness between them and their respective
reference biologics.”™ To make that determination,
the FDA has historically required™ biosimilar
manufacturers to submit:
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e structural and functional analyses,
e animal data, and
e clinical studies.

In recent years, the FDA has placed greater
emphasis on the first of these—analytic
assessment —which involves detailed lab-based
comparisons of the biosimilar's molecular
structure and biological function. With the
passage of the FDA Modernization Act 2.0 in
2022, Congress authorized the agency to reduce
or eliminate the requirement for animal studies,
further signaling a shift toward modern analytical
methods, such as cell-based assays and computer
models.'®

The analytic assessment is less burdensome than
clinical studies because it requires fewer
resources. Clinical studies, on the other hand, are
resource intensive for many reasons. To conduct a
clinical study, the sponsor must recruit patients
and comply with extensive regulations to ensure
that patients are treated ethically and that
researchers accurately record data. A 2021 study
found that the median cost of comparative
efficacy trials was $21 million."” In total, producing
one biosimilar costs between $100 million and
S$250 million."® Therefore, no longer requiring
these studies will reduce costs for manufacturers,
which will spur more competition.

Conventional wisdom is that clinical trials are the
“gold standard” of medical research, because
they show how real patients react to the
medication. However, modern technology has
advanced to the point that analytic assessments
can offer a platinum-standard level of precision —
and often better identify potential issues with
biosimilars (more on this later) —while also being
less burdensome to conduct.
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Interchangeability: Definition, Rationale, and
FDA Requirements

The BPCIA also created an additional designation
for biosimilars called interchangeability.® A
biosimilar can receive an interchangeable
designation if the FDA determines that there is no
risk of switching between it and its biologic
reference product.

Representative Anna Eshoo (D-CA), whose
legislation served as the basis for the BPCIA and
included the interchangeability standard,
contrasted her bill to other proposals that “would
allow the FDA to permit pharmacists and insurers
to substitute a biosimilar for a physician’s
prescription for an innovator biologic product
even when they cannot be demonstrated to be
identical in their composition or effectiveness.”?°

As a result of that language, the statute
authorizes the FDA to deem a biosimilar
interchangeable only if, in addition to having no
clinically meaningful difference in safety and
effectiveness,

e it can be expected to produce the same
clinical result as the reference product,
and

e the risk of switching between the
biosimilar and its reference biologic is “not
greater than the risk of using the reference
product without such alteration or
switching.”?

To meet that standard, the FDA has historically
required a biosimilar manufacturer to submit the
results of a type of clinical study known as a
switching study. In a switching study, a patient
goes back and forth between a reference biologic
and its biosimilar. Generally, the FDA no longer
requires such studies because they no longer
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assessments.?? No evidence exists that any
biosimilar has “failed” a switching study, while
previous studies have failed to identify any risk.2®
As of September 2024, the FDA reported it had
deemed five out of nine biosimilars
interchangeable without additional switching
studies.®*

How Interchangeability Relates to State Laws

The FDA's interchangeability designation does not
bind doctors, because the agency is prohibited
from regulating the practice of medicine.
However, many states allow a pharmacist to
substitute a biosimilar only if the FDA has deemed
it interchangeable.?® According to one 2023
review, 46 states and Washington, DC, allow
pharmacists to switch patients to biosimilars only
if the FDA has deemed them interchangeable.?®
The remaining four states (Washington, Indiana,
Alabama, and South Carolina) are even more
restrictive and require physician permission
before pharmacies can switch to biosimilars.?”
Regardless of prior physician approval for
switching, 48 states require pharmacists to at
least communicate to the prescribing physicians
when they switch.

By contrast, once generic drugs are approved,
most states generally allow pharmacists to
substitute generic drugs for their brand-name
versions without physicians’ prior approval.
According to one 2020 survey of state laws, 31
states and Washington, DC, permit pharmacists to
substitute generic drugs, while 19 states require
pharmacists to substitute generics (unless the
doctor and patient specify otherwise).?® The vast
majority of states (all but seven and Washington,
DC) do not require patient consent prior to generic
substitution.
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Interchangeability

The FDA has evolved its position on biosimilarity
and interchangeability as it has gained more
experience with these products. More than a
decade of empirical data has not revealed
increased risks to patients from switching.

Current analytical technologies outperform
comparative clinical and switching studies in
detecting and managing any patient-relevant
risks associated with manufacturing or molecular
variations.

International Experience

Europe’s experience with biosimilars has strongly
influenced the global regulatory landscape. Since
approving its first biosimilar in 2006, the European
Medicines Agency (EMA) has accumulated nearly
two decades of real-world data showing no
increased risk from switching between biologics
and biosimilars.

Initially, most European countries prohibited
automatic substitution, and regulators in the
United Kingdom (UK) even discouraged biosimilar
prescribing.?® That stance changed as public
health systems recognized the potential for major
cost savings. When AbbVie’'s Humira patent
expired in 2018, the UK’s National Health Service
(NHS) prioritized biosimilar adoption.®® Then-NHS
Chief Executive Simon Stevens announced that
the savings would be “the biggest ... in NHS
history from a single drug negotiation,” adding
that it would free up resources to pay for “11,700
more community nurses or 19,800 more breast
cancer treatments for patients.”!

As biosimilar use expanded, evidence continued
to show that switching was safe and clinically
equivalent. A 2019 EMA report reviewing more
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than 10 years of data found that “harmful
immunogenicity is unlikely after manufacturing
changes or switching.”®? In 2022, the EMA went
further, declaring all biosimilars interchangeable
and stating that additional switch studies are
unnecessary once biosimilarity is established. (It
updated the statement in 2023.33)

While the EMA distinguishes between
interchangeability (prescriber-level switching)
and substitution (pharmacy-level switching), both
frameworks share the same underlying rationale:
mitigating the risk that a patient’s immune system
might negatively react when switched from a
biologic to its biosimilar. As no risks have
emerged, some European nations have since
adopted automatic substitution policies.3

In April 2025, the EMA suggested that structural,
functional, and pharmacokinetic comparability
data may be sufficient to demonstrate
biosimilarity.®®> This guidance proposes reducing
or eliminating the need for comparative clinical
studies.

Changing Views in the United States

In recent years, the United States has rapidly
shifted toward eliminating the regulatory
distinction between biosimilars and
interchangeable biosimilars.

In 2023, the American Society of Clinical
Oncology urged the FDA to abolish the
interchangeability category altogether, citing a
decade of consistent safety data.*® Lawmakers
from both parties followed suit: Senators Mike
Lee (R-UT) and Ben Ray Lujan (D-NM) introduced
legislation® to automatically deem all FDA-
approved biosimilars interchangeable,®® while
then-Senate HELP Committee Chair Bernie
Sanders (I-VT) advanced a similar proposal in
committee.®®
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That same year, the FDA signaled its own shift.
New draft guidance recommended removing
interchangeability language from biosimilar
labeling.*® Shortly afterward, an FDA meta-
analysis reviewing 31 studies found no meaningful
differences in safety, efficacy, or discontinuation
rates between patients who switched and those
who did not.*

Momentum toward reform continued in 2024. The
Biden administration’s fiscal year 2025 budget
proposed allowing biosimilar substitution without
a formal FDA interchangeability determination.*?
The FDA also proposed formally eliminating the
statutory distinction between approval standards
for biosimilars and interchangeable biosimilars.
New draft guidance in June 2024 allowed
analytical and clinical evidence to demonstrate
interchangeability.** However, the Biden
administration did not address the requirement
for comparative efficacy trials in the initial
biosimilar approval.

By 2025, the FDA began signaling it would no
longer routinely require comparative efficacy
trials. Senator Rand Paul (R-KY) introduced
legislation to reduce such studies, earning
support from FDA Commissioner Makary during a
Senate hearing. In August 2025, biosimilar
developer Dr. Sarfaraz Niazi reported that the FDA
waived a clinical efficacy study for his Stelara
(ustekinumab) biosimilar—the first time the
agency accepted an application without it.*
Representatives August Pfluger (R-TX) and Greg
Landsman (D-OH) introduced House legislation
streamlining interchangeability.*®

Finally, at its October 29, 2025, announcement,
the FDA released new draft guidance stating it
would no longer automatically require
comparative efficacy studies for biosimilars and
that it would finalize guidance streamlining
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interchangeability.*® This marked the agency’s
most explicit move yet toward a unified, data-
driven biosimilar approval pathway.

Four Arguments in Favor of
Streamlining the Biosimilar
Approval Process

Distinguishing between biosimilars deemed
interchangeable and biosimilars that have only
been approved stunts the latter group’s uptake by
sending inaccurate information to stakeholders.
The distinction between approved biosimilars and
interchangeable biosimilars is now outdated.

1. Technology has advanced to the point that the
FDA can analyze both biosimilarity and the risk of
switching through the initial approval process, so
requiring clinical studies and having an entirely
separate interchangeability designation does not
add any new information.

According to conventional wisdom, clinical trials
are necessary because they show how patients
react to the medication in a clinical setting. That
may seem like a more reliable predictor than an
analytic assessment, where researchers examine
the biosimilar in a lab setting. However, modern
technology has advanced to the point that
analytic assessment is better at identifying
potential issues with biosimilars, even though it is
less burdensome to conduct. For example, in the
past decade, analytical technologies have
become increasingly able to detect smaller
“differences between originators and biosimilars,”
with a corresponding “tenfold increase in
sensitivity” for identifying protein variants.*’

To show just how accurate these tools have
become, the FDA compared the analytic
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assessment’s track record to that of clinical
studies. As of September 2024, the FDA noted
that analytic assessments identified issues with
six biosimilar applications (out of 80 total) that
resulted in their non-approval.*® By contrast,
clinical studies identified only one of those same
six issues and did not identify any unique issues.

While the FDA formally updated its guidance in
June 2024 to no longer require switching
studies,*® agency leaders noted that they had
already abandoned the practice and had deemed
nine biosimilars as interchangeable (out of 13 total
as of September 2024) without the need for
switching studies.®°

So what remains of the interchangeability
designation without switching studies? It is not
entirely clear. However, the FDA’s guidance and
its separate legislative recommendation seem to
indicate that the answer may well be nothing.

Rather than outline what kind of new information
might be useful, the FDA’s guidance recommends
that an approved biosimilar seeking the
interchangeability designation should include an
“explanation” of why the data from the original
approval “is enough” as well as any other
information the sponsor “considers relevant.”
Similarly, a biosimilar that has not yet been
approved can “submit an amendment” with the
same information.

Given that the initial approval may be sufficient to
establish interchangeability, the FDA has sensibly
recommended that Congress get rid of the
distinction between approved and
interchangeable biosimilars.®!
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2. There is no evidence of switching risk, so there is
no longer a need for a separate interchangeability
standard.

The FDA’s meta-analysis published in October
2023 examined the results of 31 unique studies
involving 5,252 participants who underwent at
least one switch and 5,770 individuals who did not
experience a switch.®? The authors concluded that
“there were no differences in the risk of death,
serious adverse events, or treatment
discontinuations between the switch and no-
switch arms.”

The meta-analysis focused on safety concerns
rather than efficacy because, as the authors
explain, “the primary efficacy determination of a
proposed biosimilar occurs earlier in a clinical
study prior to the switching period.” However, the
authors also noted that in other published reviews,
studies that collected and analyzed
pharmacokinetic data (how the body
absorbs/metabolizes the drug) related to efficacy
found that “there were no associated differences
in efficacy or safety related to changes in
[pharmacokinetics] for patients in the No Switch
and Switch arms.”®3

Even before the FDA’s meta-analysis, other
studies that examined data from Europe as well as
from the United States similarly did not identify
risks from switching.®* The FDA’s meta-analysis
adds another layer of confidence that biosimilar
switching is safe.

3. Amending current law would increase
confidence in biosimilars by sending accurate
signals about safety and efficacy.

Biosimilars are relatively new. Initially, doctors

were hesitant to prescribe them due to their
complexity and concerns about their comparative
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effectiveness. As more data has come out and
doctors have become more informed, they have
become more willing to prescribe biosimilars or
encourage switching.®® But concerns persist. In
2024, the FDA’s Center for Drug Evaluation and
Research observed that uncertainty about
biosimilars arises, not only from limited
experience, but also from “a general lack of
understanding of what they are and how the FDA
reviews and approves them.”®

Because the statute’s framework divides
biosimilars into those that are “interchangeable”
and others that are not, it naturally raises
questions about the need for additional evidence.
Branded manufacturers have even shaped their
communications around these regulatory
categories, engaging in a “whisper campaign”
implying that interchangeable biosimilars offer a
higher degree of assurance.®” At the October 29,
2025, press conference, Secretary Kennedy
spoke on how branded manufacturers initially
argued that biosimilars are “too delicate” or “too
mystical,” thus undermining their biosimilar
competitors.5®

Federal agencies have cautioned that such
marketing creates confusion. In response, the FDA
and Federal Trade Commission announced in
2020 that they would address manufacturers’
“false or misleading statements and promotional
communications.”®® At a workshop a month later,
they provided examples of some disparaging
claims against biosimilars:®°

e “[A]lthough the biosimilar is highly similar
to its reference product, a patient may
react differently to the biosimilar than to
the reference product.”

e “[O]nly interchangeable products provide
the same degree of safety and efficacy as
the reference product.”

703.527.2734



e “[T]he biosimilar has different effects than
the reference product.”

By acknowledging that all biosimilars are
interchangeable, the FDA would reinforce the
importance of accurate information in
manufacturer marketing as well as encourage
physicians and patients to explore biosimilars as
treatment options.

4. Getting rid of the biosimilar-interchangeable
distinction would allow greater substitution at the
pharmacy.

While the FDA should not base its clinical
determinations on pharmaceutical prices, greater
streamlining would indirectly reduce prices by
increasing substitution. Getting rid of the
distinction between approved and
interchangeable biosimilars would accurately
signal to states that switching is safe. This is
important for prescribers generally, but it is
especially important for pharmacies. Today, state
laws allow pharmacists to automatically switch
out a prescribed biologic for a biosimilar only if the
biosimilar is deemed interchangeable and less
expensive for the patient.

Because states have chosen to rely on federal
standards, streamlining biosimilar approval and
interchangeability could decrease costs for
payers and patients because of greater
competition. A recent study found that individuals
seeking to fill prescriptions for insulin glargine
were 7.03 percentage points more likely to fill
their prescriptions with the interchangeable
biosimilar if they were in states with “less
stringent” biosimilar substitution laws.®’ Given
that biosimilars cost 15-35 percent less than their
respective reference biologics, the potential cost-
savings from greater substitution could be
significant.®?
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Not all biosimilars are dispensed directly to
patients at the pharmacy. Many biosimilars that
are classified by insurers as a “medical benefit”
(as opposed to a “prescription” or “pharmacy”
benefit) are accessible only under provider
supervision. One recent industry report from the
Association for Accessible Medicines noted that
of the 17 biologics that face biosimilar
competition, only four are “prescription benefit”
biologics that would be impacted by pharmacy
substitution.®®

Nonetheless, eliminating  the regulatory
distinction between interchangeable and other
biosimilar products could set the stage for future
savings as biologic exclusivities expire and more
prescription benefit biosimilars come to market.
Currently, a significant number of biologics
available at the pharmacy do not face any
biosimilar competition. Biosimilars comprise only
2-3 percent of the total biologics market.5
Biologics tend to dominate the specialty drug
market.®® Given that approximately 63.8 percent
of specialty drugs are prescription or pharmacy
benefit,%® there is a significant potential market
for biosimilars that will be impacted by state
substitution laws.

Recommendations

e Congress should amend the statute to
reflect that biosimilars, once approved, are
automatically interchangeable with the
branded versions. Because the United
States has been using the interchangeable
designation for the past 15 years, keeping
the word interchangeable would prevent
any confusion or perception of downgrade
if existing interchangeable biosimilars
were to lose that status. Moreover,
because states follow the FDA’s
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@ Figure 1: Streamlining Biosimilar Approval and Interchangeability
Based on the Typical Biosimilar Experience (Highly Simplified)

1. Before FDA Policy Change

Submit
application

Approval Interchangeable

Costly comparative studies

Analytic assessment i b i

2. Now

Submit
application

Approval Interchangeable

Explanation for interchangeability
based on already submitted data

Analytic assessment

3. Potential with Congressional Action

Submit Approved AND
application interchangeable

Analytic assessment
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Similarly, as Kev Coleman has written, the
FDA should leverage Al capabilities to
reduce the manual labor involved in
postmarket surveillance while still
adequately monitoring for adverse
events.®® This may require updating
Section 522 guidance® to specify the
condition(s) under which the FDA would
require postmarket surveillance for drugs
and devices as well as for biologics.

Figure 1 illustrates how these changes would
affect the biosimilar approval process.

Conclusion

Good regulatory governance means ensuring that
regulations evolve with new information. When
frameworks are left unchanged, they can outlive
their usefulness and inadvertently create barriers
rather than safeguards. The interchangeability
standard for biosimilars is a prime example. At the
time it was created, the FDA lacked the analytic
tools to confidently evaluate switching. Today,
however, modern analytic tools allow the FDA to
evaluate biosimilars with a level of precision that
makes the older “interchangeability” distinction
unnecessary.
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By retiring an outdated standard and streamlining
biosimilar approval while reducing reliance on
clinical studies, the FDA is showing how
regulatory structures should work by adapting
when the evidence changes. This shift not only
aligns policy with scientific evidence but also
builds trust, encourages competition, and opens
the door to meaningful savings in one of the most
expensive areas of medicine. Congress can
further build on those changes through to the
statute’s language.

While formulary challenges and prescribing
habits’”® have been the largest barriers to
biosimilar uptake, eliminating the outdated
distinction between biosimilars and
interchangeable biosimilars is a common-sense
step toward a more competitive market for some
of the costliest treatments in health care.
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