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Biologics have transformed care
for many conditions

Biologics are large, complex molecules usually
derived from living cells.
* Examples include monoclonal antibodies, cellular therapies

(e.g., CAR-T), gene therapies, vaccines, and products derived from
human blood or plasma (e.g., albumin).

* They have proven extremely useful in treating a wide variety of conditions,
including autoimmune diseases and cancer. *

« Biologics are more difficult to manufacture than conventional aspirin
small-molecule medicines with simple chemical structures, like aspirin.’

Biologics accounted for 1in 3
new medications in 2024.2

Biologics account for half of U.S. prescription medication spending,
even though they represent a small fraction of medications.

FIGURE 1. U.S. net spending on biologics grew by 80% between 2019 and 2024, while
spending remained steady for small-molecule medicines (both brand name and generic).?
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Biosimilars are less costly but are underused

The number of biosimilars available in the U.S. is rapidly increasing.*

The first biosimilar medication was approved by the U.S. Food and Drug Administration (FDA) in
2015. Since then, the FDA has approved more than 75 biosimilars for 19 different products.®

1 Adalimumab biosimilars Ustekinumab biosimilars
(comparable to Humira) (comparable to Stelara)

Other monoclonal antibody medications used to treat autoimmune and other diseases with
biosimilar versions include eculizumab (Soliris), infliximab (Remicade), rituximab (Rituxan),
and tocilizumab (Actemra).

s So far, biosimilars have saved about $56 billion for
! U.S. patients and payers, including Medicaid and Medicare.®

Compared to generic medicines, biosimilars are underutilized.

Biosimilars Generics
Originators
79%
Adalimumab biosimilars account On average, generic medications
for 1 in 5 prescriptions within account for 4 in 5 prescriptions
2 years of becoming available.® within 2 years of becoming available.”

This may be changing. Because biosimilars can be so much less costly, some insurance
plans have started preferring biosimilars and, in some cases, choosing to not cover the
originator biologic.
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But how similar are biosimilars?

For biologics, there’s no such thing as exactly the same.

* Complex manufacturing processes using living cells can cause small variations between
batches of any biologic, including originator biologic products.

* The FDA requires regular testing and tightly regulates this variation to ensure that the
differences do not change the safety or effectiveness of both original biologics and biosimilars.

The FDA requires proof that biosimilars are “highly similar” to the
original biologic medication.

FIGURE 2. Rigorous testing is done to make sure that biosimilars do not show any meaningful
differences from the reference biologic?°®:
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Any differences between biosimilars and the original are no greater
than the variation between different batches of the original biologic.
FIGURE 3. Variation in the biologic medication’s activity measured by bioassay of a single
batch is similar for the original biologic and biosimilars.'°
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Many biosimilars are manufactured in the same facilities
used to make other originator biologic medications."'2
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Biosimilars have “no clinically meaningful
differences” from the original biologic

The effectiveness of biosimilars is usually tested in randomized,
head-to-head trials, comparing them to the originator biologic.

FIGURE 4. Patients with Crohn’s disease treated with a biosimilar of adalimumab did
just as well as those treated with the originator biologic medication.'®
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Biosimilars are also as safe as the original biologic.

FIGURE 5. In 11 clinical trials, patients taking adalimumab biosimilars for rheumatoid arthritis
(RA) had similar or lower adverse events rates as those who took the originator biologic.'

Any adverse event —— 0.88 (0.75, 0.99)

Serious adverse events —_—— 0.68 (0.45, 1.01)

Injection site reactions*® ———— 0.63 (0.42, 0.95)

Drug discontinuation L 4 0.93 (0.70, 1.29)

Development of anti-drug antibodies —— 0.97 (0.86, 1.08)

Development of neutralizing antibodies —— 1.00 (0.91, 1.10)
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*This lower risk may be due to comparison of adalimumab biosimilar versions that were citrate-free to the originator version containing citrate.

Meta-analyses of over 15,000 patients with RA and psoriasis in randomized trials of
— | TNF-alpha inhibitors found biosimilars were as safe and effective as originators.'*'°

Alosa Health | Bringing unbiased evidence to clinical care 5



There is a great deal of evidence that switching
from a biologic to a biosimilar is safe

Many biosimilar makers conduct randomized switching studies
that show no concerns about safety and effectiveness.
FIGURE 6. In a double-blind trial, patients with psoriasis switched four times between

originator and biosimilar adalimumab versus staying on their original biologic, with no
difference in clinical response.'®
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*Disease severity was measured by the Psoriasis Area and Severity Index (PASI).

Similar biosimilar switching studies have been conducted in patients
with rheumatoid arthritis and Crohn’s disease.

Two studies (VOLTAIR-RA and VOLTAIR-CD) found that switching between a biosimilar and
original adalimumab caused no change in the proportion of patients responding to treatment,

as measured by the American College of Rheumatology improvement index (ACR20) or Crohn’s
Disease Activity Index (CDAI), respectively.'1
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The data from switching studies are clear

In a meta-analysis of over 5,200 patients across 21 different biosimilars, patients who switch
from the originator biologic to a biosimilar showed no differences in adverse events or
effectiveness compared to patients who stayed on the same version continuously.®

Switching to biosimilars does not increase anti-drug antibodies.

* Some patients develop antibodies to biologic medications that can diminish their effectiveness.

« Despite earlier theoretical concerns, clinical trials of thousands of patients switching to
biosimilars have found no increase in the development of anti-drug antibodies.'®

Unlike generics, switching to biosimilars may require additional steps
by the prescribing clinician.

The FDA has separate standards for biosimilars to be deemed “interchangeable”

ﬁ with the original biologic, requiring clinical trials of patients switching between

\

the originator and biosimilar. This designation is needed for patients to be switched
to a biosimilar automatically by their pharmacy, as is commonly done for generic
medicines. Rules for pharmacy generics and biosimilar substitution differ by state.2°

All biosimilars must show that they are as safe as the original, even those
without an “interchangeable” designation by the FDA.
mm

\

In 2024, the FDA announced that it would make it easier for biosimilars to be
designated as interchangeable by eliminating the requirement for switching studies.?'
This likely means that more biosimilars will have this designation going forward,
which could make it easier for patients to switch.
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The safety of biosimilars is similar across ;...
many indications “ﬂr
 For biologics that are used to treat several different conditions, biosimilars @\ g )

are usually tested in clinical trials for just one or a few of these diagnoses.

* The FDA allows extrapolation of biosimilars’ safety and effectiveness to other conditions,
as long as:#
— this is scientifically justified by the biologic’s mechanism of action

— there are no differences between the biosimilar and the reference biologic that could
affect its safety and effectiveness across different indications

Switching studies have included patients with a variety of diagnoses.

FIGURE 7. In a trial of patients taking infliximab for different indications, those randomized
to switch to a biosimilar* had the same rates of relapse as those who remained on the
reference biologic.??
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*This biosimilar was approved on the basis of trials in rheumatoid arthritis and ankylosing spondylitis.

Professional societies have reviewed the evidence on biosimilars and endorse their use.

These recommendations apply to all FDA-approved biosimilar products.z“'26
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Practical points to consider

Patients’ costs for biosimilars depend on their insurance.

Patients’ out-of-pocket costs depend on their insurance coverage. In many cases,
patients pay a deductible (100% of costs until they reach a certain amount of
spending) or coinsurance (percent of medication cost), and in these cases patients

may pay less if they use a lower-priced biosimilar medication.

For patients who use manufacturer copay cards or assistance programs, they will
need to check if similar programs are available from the biosimilar maker.

Patient administration may vary.

« All biosimilars of adalimumab have a citrate-free version.

— Citrate-free formulations reduce injection site discomfort.?”
Originator adalimumab and all biosimilars also have citrate-free options.

— For the originator adalimumab, the citrate-free version has a
higher concentration (e.g., 40 mg in 0.4 mL) than the non-citrate-free
version (e.g., 40 mg in 0.8 mL). This is not necessarily true for
biosimilars; some have a lower concentration and are citrate-free.

* Autoinjector devices may vary slightly in their mechanism of use.

Biosimilar names can be confusing.

FDA-approved biologics include a 4-letter suffix at the end of the core name, to identify which
manufacturer made the biologic.?® An example:

adalimumab-aacf
|

Il J

Core name Nonsense
4-|etter suffix

All new originator and biosimilars are assigned this 4-letter suffix, such as Skyrizi (risankizumab-
rzaa), but biologics approved before 2017 do not have the suffix (e.g., Humira is adalimumab
with no suffix). Many biosimilars also have their own proprietary (or brand) names.
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Biosimilars are much less costly

FIGURE 8. Wholesale acquisition costs” per treatment for originator biologic and its biosimilars.

Adalimumab 40 mg

adalimumab (Humira) $3,461
adalimumab-afzb (Abrilada)f
adalimumab-atto (Amjevita)’

adalimumab-adbm (Cytezlo)*

adalimumab-bwwd (Hadlima)
Some biosimilars cost 90%

less than the manufacturer
$658 prices for Humira or Stelara.

adalimumab-fkjp (Hulio)t
adalimuamb-adaz (Hyrimoz)*
adalimumab-aacf (Idacio)f
adalimumab-ryvk (Simlandi)
adalimumab-aaty (Yuflyma)®

adalimumab-aqvh (Yusimry)
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Ustekinumab 90 mg*

ustekinumab (Stelara) $29,151
ustekinumab-srIf (Imuldosa)
ustekinumab-aauz (Otulfi)
ustekinumab-ttwe (Pyzchiva)

ustekinumab-aekn (Selarsdi)

ustekinumab-stba (Stegeyma)

ustekinumab-auub (Wezlana)t $5,569
ustekinumab-kfce (Yesintek) $3,000
I T T T T T 1
0 $5,000 $10,000 $15,000 $20,000 $25,000 $30,000

*These prices are a guide; patient costs will be subject to copays, discounts, and other incentives. Current as of July 29, 2025.
TProduct is also sold as a higher-priced version that presumably has confidential discounts.
¥The price for ustekinumab-hmny (Starjemza) was unavailable.
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...
Key points

Biosimilars are lower-cost alternatives to biologics that are increasingly available
and, in some cases, preferred by insurance companies over the costlier originator
biologics.

Biosimilars are “highly similar” to the original; small structural variations between
biosimilars and originators are similar to the variation expected between different
batches of the original biologic.

Rigorous testing including head-to-head clinical trials provides confidence that
biosimilars are as safe and effective as the original biologic.

There is ample evidence that patients can be switched to biosimilars from
biologics without any safety concerns or diminished effectiveness.

See www.AlosaHealth.org/Biosimilars for information
for patients on the safety and efficacy of biosimilars.
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About this publication

These are general recommendations only; specific clinical decisions should be made by the
treating clinician based on an individual patient’s clinical condition. More detailed information
on this topic is provided in a longer evidence document at AlosaHealth.org.
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