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Executive summary

The biosimilar landscape is rapidly shifting. Increasing numbers of 
biologics are nearing patent expiration, creating vast opportunities for 
developers. However, new regulatory guidance is creating uncertainty  
as to how to meet data requirements with fewer clinical studies. Evolving 
therapeutic capabilities mean biosimilars are being challenged to move 
past tried-and-true monoclonal antibody development. And growing 
competition has created a challenging commercialisation environment.  

Read our whitepaper to explore:

	– Market trends in biologics

	– Advantages and challenges for developing 
advanced-modality biosimilars

	– Development impacts of new EMA and FDA 
regulatory shifts

	– Strategies for clinical study design under the 
new regulations

	– How biosimilars market competition is shifting

	– Key factors driving physician uptake of 
biosimilars

	– The role of payers in biosimilar uptake across 
the EU, US and APAC

	– How originator companies may respond to 
biosimilar competition

This whitepaper explores the changes to the biosimilar 
landscape that developers should be aware of and 
the ramifications of these changes on strategies for 
successful market entry.
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Approaching the shifting biosimilar 
landscape

However, the biosimilar landscape is rapidly 
changing, with regulatory shifts impacting the best 
approaches to development and commercialisation 
alike. Although many of the changes underway will 
likely lead to reduced costs and shorter trial 
timelines, the transition to new strategies may be a 
challenge to biosimilar developers. The perceived 
lower barrier to entry only adds further complications, 
leading more drug development companies of all 
sizes to throw their hats in the ring for biosimilar 
development, introducing heightened competition.

Advances in biologic modality are another major  
shift complicating biosimilar development. For 
many years, monoclonal antibodies (mAbs) have 
been a reliable modality for biologic drugs and  
for developers interested in emulating them. Yet, 
as more advanced and complex types of biologics  
enter the market—and subsequently, lose patent 
protection—new development and production 
capabilities will be required to take full advantage  
of the corresponding and potentially highly valuable, 
biosimilar opportunities.

All signs point to the need for biosimilars developers 
to rethink their approach to stay competitive in the 
coming years. Understanding and exploring the 
major changes to the biosimilars field, including 
market trends, regulatory changes and shifts in  
the competitive landscape, is a critical first step. 

This whitepaper will explore what 
existing developers and potential 
new entrants need to know to 
prepare for successful market  
entry.

Biosimilars have become an exciting area of therapeutic development.  
In addition to improving patient access to expensive biologic drugs, their 
lower cost of development relative to novel products presents a significant 
opportunity for developers, when approached strategically. By some 
estimates, the global biosimilars market was worth approximately $39.59 
billion (U.S. dollars) in 2025, growing at a CAGR of 18.44% and is projected 
to reach $151.58 billion by 2033.1 
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A brief overview of biosimilars

Biosimilars are products created to closely emulate the mechanism of 
action, safety and efficacy of reference biologic products for which the 
patents have expired. Because biosimilars are made from living organisms, 
minor structural differences may exist between a biosimilar and its 
reference product, but these differences are not clinically meaningful. 2,3 
Biosimilars are important because they encourage competition and lower 
prices, thereby enhancing patient access to biologic treatments and 
relieving pressure on healthcare budgets.4, 5 

Table 1: Biosimilars approved in major markets, by class (as of February 2026)

Class of biosimilar
Europe
(EMA)‡

US
(FDA)‡

Japan
(PMDA)‡

Anti-TNF (e.g. infliximab) 18 16 9

Erythropoietin-stimulating agent (e.g. epoetin alfa) 5 1 4

Granulocyte colony-stimulating factor (e.g. filgrastim) 17 12 4

Human growth hormone (e.g. somatropin) 1 0 1

Immune biologic (e.g. rituximab*) 26 18 6

Insulin (e.g. insulin glargine) 6 5 4

Oncology monoclonal antibody (e.g. bevacizumab) 22 16 9

Other (e.g. denosumab) 41 27 4

Total number of approved biosimilars* 130 91 39

‡�EMA = European Medicines Agency; FDA = Food and Drug Administration; PMDA = Pharmaceuticals and Medical 
Devices Agency

*�Rituximab is classified as both an immune biologic and an oncology monoclonal antibody. Because it appears in two 
categories, the total number of approved biosimilars may not equal the sum of approvals across classes 
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Figure 1: Total number of approved biosimilars in major markets

Regulatory approvals in major markets

Since the European Medicines Agency (EMA) 
approved the first biosimilar, Sandoz’s Omnitrope 
(somatropin) in 2006, the European Union (EU)  
has pioneered the regulation of biosimilars. Over 
the last decade, the EU has approved the highest 
number of biosimilars worldwide, amassing 
considerable experience of their use and safety 
(Table 1).2 

Japan has also embraced biosimilars relatively 
quickly: In March 2009, the country’s Ministry  
of Health, Labour and Welfare published  
biosimilar guidelines based on those of the EMA. 
Subsequently, the Pharmaceuticals and Medical 
Devices Agency (PMDA) approved Japan’s first 
biosimilar, Sandoz’s Somatropin BS, only three 
months later.6 Other countries in the Asia-Pacific 
(APAC) region, including South Korea, Singapore 
and Australia, are also making significant progress 
in biosimilar development and approval. 

China in particular is an APAC country that is on  
the rise in biosimilars development. Since its first 
biosimilar approval—a biosimilar of rituximab 
developed by Henlius—in 2019, the industry has 
swiftly evolved. By some counts, there were as 
many as 140 biosimilars approved or under 
development just three years later7, although the 
National Medical Products Administration (NMPA) 
has not published an official figure.  

Argentina | 67

US | 91

EU | 130

Brazil | 67

India | 146

South Korea | 43

Australia | 65

Japan | 39

Emerging Biosimilars Markets

While there are a handful of firmly established 
standard markets for biosimilars, many more 
have gained increasing interest. Regions such as 
Latin America, Eastern Europe, India and other 
Asian countries are all growing as centres for 
biosimilar development. These shifts are worth 
consideration for developers that are interested in 
entering the international biosimilars market.

Biosimilars development in China has become 
highly competitive as it cements its place as a 
global drug development hub. This experience 
provides the training and manufacturing capacity 
needed when seeking to launch new treatments.

Compared to the EU and Japan, the United States 
(US) has lagged with respect to biosimilar adoption. 
An abbreviated pathway for biosimilars was not 
established in the US until March 2010 with the 
passage of the Biologics Price Competition and 
Innovation Act of 2009.8 For this reason and 
because the U.S. Food and Drug Administration 
(FDA) did not release finalised biosimilar guidance 
until April 2015, the first US biosimilar, Sandoz’s 
Zarxio (filgrastim-sndz), did not launch until 
September 2015.9 Despite a comparatively slow 
start, the US has far surpassed Japan in terms of 
the number of approved biosimilars and the FDA 
has released additional guidance on a range of 
topics related to biosimilar development.
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Selecting biosimilars for development

Additionally, tried-and-true modalities, in which 
developers have built expertise, may no longer be 
reliable options. As the field of biologics evolves, 
biosimilars must follow suit. To stay relevant and 
take advantage of the opportunities presented by 
high-selling biologics reaching patent expiration, 
developers will likely need to move beyond mAbs,  
a previous mainstay modality for biosimilars. 
However, advanced modalities come with their 
own challenges in development and production. 

Together, considerations of indication and modality 
can help to guide developers in weighing the 
potential success of a biosimilar against the 
challenges it may present. However, it is also 
important to note that, while biologic market 
projections can guide biosimilar developers’ 
identification of promising modalities and 
indications, they should be weighed alongside 
factors such as the competitive landscape, 
development and manufacturing costs, patient 
population size, pricing and reimbursement 
potential. Furthermore, the market may face 
unexpected disruption by the approval of novel 
biologics that make other treatments obsolete.

Due to the delicate balance of development cost savings and limited 
pricing potential, selecting the right biosimilar is key to seeing market 
success. In particular, considering the indication and modality of a 
potential biosimilar is critical. The demand for a therapy in the long 
term often depends on the indication: for example, there will be more 
demand for treatment of a common chronic condition than for a rare 
disease.  

Developers should stay abreast of shifts in the market, as well as 
keep track of potential new biologics that may supplant older ones 
to ensure any clinical development plans for biosimilars are still 
relevant to clinical treatment. 



8

Strategies for adapting and achieving optimal biosimilar market access

Considerations for advanced modalities

Traditionally, mAbs have been the primary  
modality for biosimilars. As a result, most biosimilar 
developers already have a solid foundation for their 
production and how to navigate the unique 
challenges associated with them. 

However, increasing numbers of advanced biologics 
are reaching patent expiration. In a limited analysis 
of biologics marketed by the top ten pharma 
companies, antibody-based therapeutics—both 
monoclonal and bispecific—and antibody-drug 
conjugates (ADCs) were projected to be among  
the most profitable modalities in the 2025 to 2030 
period. And in coming years, more of these 
therapeutics will reach patent expiration.

Therapeutic category Sum of total

Oncology 802,524

Systemic anti-infectives 508,260

Immunomodulators 339,225

Musculoskeletal 289,935

Endocrine 235,321

Blood 154,914

Central Nervous System 118,996

Sensory organs 89,342

Respiratory 74,660

Various 65,865

Dermatology 44,445

Cardiovasular 37,284

Gastro-intestinal 34,613

Genito-urinary 20,904

Grand total 2,815,747

Source: Evaluate Ltd, a Norstella Company, 2025

Such large numbers of expirations represent 
markets with the greatest quantity of promising 
opportunities for biosimilar developers. 

Although systemic anti-infectives also have a 
high number of patents reaching expiration (35),  
a large portion of this category includes vaccines, 
which, in many cases, must be updated to 
protect against evolving pathogens and, as a 
result, may not be the best choices for biosimilar 
development. Additionally, it should be noted that 
the predicted high revenue for systemic anti-
infectives across the 2020 to 2030 period is likely 
boosted by the COVID-19 pandemic and the 
strong demand for vaccines at that time.

Oncology 
62 drugs

Blood
39 drugs

Musculoskeletal
26 drugs

Immunomodulation
25 drugs

Additionally, the indications with the most 
biologics scheduled to lose patents 
between 2025 and 2040 are:

Trends in indication

To assess the potential indication-specific 
opportunities for biosimilars, ICON conducted  
a subset analysis of all biologics marketed by 
pharma companies alongside their sales (actual  
and projected) between 2020 and 2030, as well as 
their patent expiries. This analysis is illustrative of 
broad trends and provides a general understanding 
of the performance of currently prominent 
biologics.

The indications with the highest predicted sales 
overall and a positive rate of sales growth from  
2025 to 2030 are oncology, immunomodulation  
and endocrine. Looking specifically at biologics with 
patents expiring prior to 2030, the therapeutic areas 
with the highest actual and predicted earnings from 
2020 to 2030 are highly similar: oncology, systemic 
anti-infectives and immunomodulation. These actual 
and predicted biologic sales can help to assess 
which indications are likely to hold the greatest 
earning potential for biosimilars and focus 
development efforts.

Table 2: Actual and predicted 2020-2030 
revenue (USD mln) of biologics expiring  
before 2030
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Figure 2: Promising indications for biosimilars development by modality

Analysis of projected sales for all biologics marketed by the 10 top pharma companies and their patent expiries, grouped by modality.

Source: Evaluate Ltd, a Norstella Company, 2025

Bubble size = 
number of biologics 
coming off patent 
(2040 cut-off)

To keep up with these shifts and take advantage of these opportunities, developers should begin preparing to 
expand their capabilities to additional biosimilar modalities as soon as feasibly possible.
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Antibody-drug conjugates

By using a chemical linker to connect specialised 
drugs to the antigen-binding specificity of mAbs, 
ADCs can accurately target treatment to an area 
impacted by disease. This is particularly relevant in 
the case of oncology, allowing cancer treatment to 
be delivered directly to a tumour, while avoiding 
much of the toxicity and damage to healthy tissue 
that is typically associated with traditional 
chemotherapy.

Because they utilise mAbs, ADCs share many of the 
same considerations in development, such as the 
potential for aggregation and variability. Further, 
biosimilar ADCs will need to meet extensive, 
specific characterisation requirements to ensure that 
the complex structure is sufficiently similar to that of 
the reference biologic. This includes, but is not 
limited to, the drug/antibody ratio, the site of 
attachment location, the attachment of reaction by-
products and the presence of free linkers.10 

Bispecific antibodies

Bispecific antibodies (BsAbs) are antibodies that 
target two distinct antigens or epitopes for binding, 
compared to an mAb’s ability to bind just one. The 
more complex structure of BsAbs makes the 
stability and quality of the cell line critical to 
manufacturing, as the risk of abnormal protein 
folding and impaired function and safety is greatly 
increased in BsAbs compared to other antibody-
based therapeutics. This complexity also raises 
development and testing costs, requiring more 
advanced assay development for analytical testing, 
as well as additional animal and human studies. 

Highly involved preclinical work and analysis will be 
necessary for biosimilar BsAbs, including studies on 
pharmacokinetics/pharmacodynamics (PK/PD) and 
immunogenicity. In fact, a major concern with 
BsAbs is their higher risk of immunogenicity due to 
multiple binding targets.11 This may lead to patient 
reluctance to participate in clinical studies and 
physician reluctance to prescribe BsAb biosimilars. 

Cell therapies

Involving the introduction of specific, often altered, 
living cells into a patient to treat or prevent disease, 
cell therapies may be the most challenging target for 
biosimilar developers. Because most cell therapies 
are autologous, or made using a patient’s own cells, 
there is very limited potential for the development of 
biosimilars in this modality. 

However, it may be theoretically possible. Biosimilar 
CAR T therapies, in particular, could be feasible if it 
can be demonstrated that the vector used for T-cell 
modification, along with subsequent cell 
characterisation, is sufficiently similar to that of the 
reference product.12 Approval for such a product 
would likely require more extensive clinical trials 
than those for a typical biosimilar product to assess 
differences in immunogenicity — a concern for all 
biosimilars, but especially in the cell therapy space.
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In most cases, to establish evidence for sufficient similarity, the biosimilar clinical development pathway has 
different elements than a novel biologic product and does not follow the usual four-phase clinical trial structure. 
Typical elements of biosimilar development include: 

Biosimilars development and regulatory 
pathways 

Because the approved reference products that biosimilars emulate have 
already established safety and efficacy, the goal of biosimilar development 
is to demonstrate high similarity to a reference product, rather than 
proving safety and efficacy anew. As a result, biosimilar approval across 
the EU, US and many APAC markets, such as Japan and Singapore, are 
typically shorter than those of novel biologics, with abbreviated pathways  
to licensure. 

Preclinical studies, which focus on pharmacokinetic (PK), pharmacodynamic (PD) and 
toxicology data, primarily in vitro. Animal studies are typically only required in highly 
specific circumstances.

Pharmacokinetic similarity studies, which collect in-human PK/PD profiling and 
safety data.

Comparative clinical efficacy studies, which assess the biosimilar’s efficacy and 
immunogenicity in humans.

Post-market safety monitoring, which gathers information about adverse events over long-
term usage of a therapy, with immunogenicity as a particular concern. Submission of a 
pharmacovigilance plan may be required at the same time as a biosimilar is submitted for 
regulatory approval. 

Analytical studies, which assess factors such as structure and manufacturing process and 
demonstrate that a biosimilar’s characterisation is highly like that of the reference product.  
Each regulatory body has its own specific requirements for data at this stage, often depending 
on the specific therapeutic being evaluated.
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Shifting regulatory trends 

In 2025, the EMA and FDA each released regulatory 
guidance that is likely to have significant impacts  
on the development and approval processes for 
biosimilars.  Among others, these include the FDA’s 
Biosimilars Action Plan,13 the FDA draft guidance 
Development of Therapeutic Protein Biosimilars: 
Comparative Analytical Assessment and Other 
Quality-Related Considerations,14 and the FDA  
draft guidance Scientific Considerations in 
Demonstrating Biosimilarity to a Reference Product: 
Updated Recommendations for Assessing the Need 
for Comparative Efficacy Studies.15 Relevant 
guidance from the EMA includes Draft Reflection 
Paper on a Tailored Clinical Approach in Biosimilar 
Development16 and the Workshop on a Tailored 
Clinical Approach in Biosimilar Development.17

While these documents encompass a number  
of shifts, both agencies introduced the idea that  
in some cases, such as when analytical, in vitro 
functional and human PK data are strong, 
comparative clinical efficacy studies may not be 
required, or may be downscaled. Additionally,  
the FDA, in particular, placed an emphasis on 
reducing burden, timelines and costs with the  
goal of increasing and expediting biosimilars 
development. 

Waiving the requirements for 
comparative efficacy studies will 
ultimately reduce timelines and 
costs by eliminating a portion of  
the development process that takes  
a significant amount of investment.

However, this approach introduces new 
complications that require sponsors to rethink what 
goes into an investigational new drug application 
(IND). These considerations include a heightened 
role for chemistry, manufacturing and controls 
(CMC) in attaining approval; increased pressure  
on bioanalytical data; and the need to rigorously 
plan and design PK studies to gather robust  
in-human data.
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Analytics and Bioanalytics

Regulatory shifts mean that sponsors must 
approach biosimilar studies differently, with an  
eye to new details – especially how and what  
type of data is collected. If sponsors aim to omit 
clinical efficacy studies, generating enough of  
the necessary data in earlier development steps  
will be critical to gaining marketing approval. 

Less in-human comparability data means a greater 
emphasis on analytical comparability. As well as 
comparing a biosimilar’s structure to the reference 
product’s, this encompasses CMC, which 
establishes a product’s quality, consistency and 
safety. Additionally, with more regulatory weight  
on analytical comparability and product control,  
the link between manufacturing processes and 
their effects on analytical attributes becomes more 
important. To account for the increased scrutiny on 
these elements, sponsors will need to employ more 
sophisticated and sensitive analytical development 
and testing than the current standard.

Similarly, bioanalysis, which assesses a drug’s 
behaviour in a biological system, bears an increased 
significance when comparative efficacy studies  
are waived, making high confidence in assay 
performance and interpretation critical. This places 
an emphasis on developing validated assays to 
quantify PK, immunogenicity and potential PD 
biomarkers. A one-assay approach, designed to 
measure the biosimilar and originator equivalently 
without introducing bias, can be particularly 
important for high-confidence results. 

Without comparative efficacy  
studies, sponsors must define  
where and how analytical and 
bioanalytical data can substitute 
or reduce clinical burden, while 
considering bridging to human  
data. Some key elements  
that can impact this burden  
include sampling strategy,  
method sensitivity, specificity,  
reproducibility and comparator 
referencing.

Clinical study design

When designing clinical studies for a biosimilar,  
it is critical to ensure the ability to determine its 
similarity, clinical efficacy and safety compared to 
the reference product. However, waiving clinical 
efficacy studies reduces the opportunity to generate 
relevant data – meaning that the PK similarity 
studies must be carefully constructed if they are 
intended to accomplish the above goals without  
any additional clinical studies.

The regulatory shifts bring with them the potential 
for greater tolerance for different statistical 
approaches to clinical studies. Historical controls, 
for instance, may be more acceptable, as opposed 
to using a comparator arm. Sponsors also may no 
longer need to conduct one-to-one comparisons 
between the US reference product, EU reference 
product and the biosimilar. These alternative 
approaches mean that a greater proportion of trial 
participants can receive the biosimilar in question, 
thereby generating more data specific to the 
biosimilar.

Due planning is also required to ensure the 
avoidance of excessive fees from regulatory 
authorities. For example, in the US, a sponsor needs 
to be in the Biological Product Development (BPD) 
program before submitting an IND application. If 
they withdraw from the BPD program there are 
financial stipulations for re-activation i.e., double  
the initial fee of $10,000 plus any back fees.18, 19

As biosimilar modalities become more advanced, 
many of them may not be suitable for healthy 
volunteers. This will require studies to be carried  
out in patients instead of volunteers, an example  
of which are oncology studies. In combination with 
the waiving of clinical efficacy studies, the resulting 
burden for patients to satisfy PK sampling 
requirements may be overly high. To mitigate this, 
the trial should be designed to reduce patient 
burden and include appropriate accommodations.

It is also important to have a clear understanding  
of criteria to guide site identification and selection. 
Sites must have the ability to conduct phase 1-type 
trials and to carry out all clinical trial requirements, 
including intensive PK elements to help satisfy 
newly heightened data requirements. 
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Site selection may be guided by the country and 
local regulations for phase 1 certification, the 
presence of a relevant patient population and the 
market availability of the reference product. This last 
consideration is a particularly pivotal factor, as many 
sites may decline to accept biosimilar studies if the 
reference product is readily available in the region or 
is covered by health insurance plans, making trials 
in the US and western Europe especially 
challenging.

Additionally, in some countries, such as Chile,  
post-trial access to the biosimilar is required if the 
originator is not already available or reimbursed 
there. While this may make some sites more  
open to biosimilar trials, developers must weigh  
this advantage against the cost of continued 
biosimilar supply, which can be further complicated 
by onerous tariffs and import/export costs.

Commercialisation implications of a shifting 
regulatory landscape

Alongside shifts in biosimilar regulation come shifts 
in the competitive field. The shorter timelines and 
reduced expenses that come with waiving 
comparative efficacy studies are lowering the 
barriers to entry in biosimilar development. As a 
result, an increasing number of smaller organisations 
are finding the biosimilar market more 
approachable, leading to an influx of agile 
competition in the market.

International players are entering European and 
American biosimilar markets as well, particularly 
biotechs from China. Partially driven by partnerships 
with global pharma companies, Chinese biotechs 
have gained biosimilar approvals in numerous 
markets, including the US and EU.20 However, 
despite these successes, adapting to local 
regulatory standards may remain an obstacle 
without out-of-country market expansion 
consideration at the earliest stages of 
development.

Indeed, adapting to regional standards can  
be burdensome regardless of a developer’s 
country of origin. There remain significant global 
inconsistencies in the understanding of biosimilar 
structure development. Even within the EU, 
applications may meet different levels of 
examination and inquiry depending on the 
member state in which they are reviewed.

As a result, paying close attention to the individual 
regulatory requirements of each intended market  
for a biosimilar is critical. Failure to satisfy these 
requirements may lead to the need for further data 
collection and a delay in market entry that can give 
competitors an advantage. And, because of the 
increasing competition, presenting robust 
supporting data will be a critical differentiator  
for sponsors. While some organisations will fully 
commit to making strategic changes in their 
approach to study design and data collection 
immediately, others will be more reluctant to 
change. The most successful will likely fall between 
these two extremes.

When bringing supplies for trials 
into a country, sponsors must 
often meticulously plan so that 
no drug is wasted. This can 
involve paying close attention to 
expiry dates, trial start dates and 
participant recruitment. When 
selecting sites for international 
trials, these details should be 
accounted for to minimise costs.
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Additional factors affecting biosimilar uptake

For payers, the key factor affecting biosimilar uptake is the level of discount 
between a biosimilar and its reference product. The list price discount can 
vary widely, depending on country and indication. According to a 2025 
Samsung Bioepis biosimilar market report, some oncology biosimilars, such 
as rituximab, saw an average sales price as much as 66% lower than that of 
the originator product in the US.21 However, this is not representative of the 
broader biosimilar market and in fact, many European countries set the price 
of biosimilars at only 20% to 30% below the originator price.22

Physicians, on the other hand, are mainly concerned 
about the efficacy, safety and tolerability of 
biosimilars.23-25 Immunogenicity represents a key 
safety concern, as evidenced by the fact that, in  
rare cases, antibodies generated against exogenous 
erythropoietin may elicit hypersensitivity reactions 
that can lead to pure red cell aplasia.26,27 
Additionally, many physicians misapprehend that, 
because biosimilars cost less and have a shorter 
approval process, their safety and efficacy might 
also be reduced. Others may be concerned about 
the possibility of reactions when switching from an 
originator product to a biosimilar. 

Clinical perceptions can combine with structural  
and policy factors to influence prescribing 
behaviour. In settings where prescribers have  
no financial or regulatory incentives to choose 
biosimilars, these products—particularly first-in-
class biosimilars—are more often prescribed to 
patients starting treatment rather than those already 
on the originator product. This creates a notable 
barrier to biosimilar uptake, which is further 
complicated by differences in substitution policies 
across EU member states, despite EMA 
consideration of all EU-approved biosimilars as 
interchangeable. In Germany, for example, 
biosimilars can be substituted at the pharmacy level 
without consultation from a prescribing physician, 
whereas other countries require physician or patient 
approval.28 Meanwhile, in the US, biosimilars must 
satisfy a strict set of requirements to be considered 
interchangeable. Currently, only 21 biosimilars have 
received interchangeable designation under FDA 
requirements.29  

To address these concerns, regulatory bodies and 
payer organisations have published educational 
materials for patients and healthcare professionals. 
2-4, 30,31 Biosimilar marketers have likewise made 
stakeholder education a key element of their 
promotional campaigns.32, 33 It may also be 
worthwhile for sponsors to consider likely questions 
about safety, efficacy and other concerns and 
compile this information in an easily accessible 
central hub. Physicians in Japan, for example, 
reported that they felt it necessary to request 
information comparing the quality, safety, efficacy 
and cost burden between a biosimilar and its 
reference product prior to prescribing a biosimilar.34 

Proactively filling this information gap makes it 
easier for physicians to feel confident in biosimilar 
prescription decisions.

Further emphasising the importance of physician 
education, patients primarily rely on their physicians 
for information and decisions about medication. 
Provider confidence and recommendations, 
therefore, play an important role in patient uptake  
of biosimilars, particularly as many patients are 
unfamiliar with what they are and how they work. 
Public awareness campaigns are one way to 
improve patient understanding of biosimilars and 
their advantages. Australia’s Biosimilars Awareness 
Week in 2020, for instance, encouraged social 
media engagement through informational 
messaging and materials, reaching more than 
540,000 individuals.35
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Payer strategies to drive biosimilar  
uptake

Europe

In Europe, biologics are often procured through tenders,  
or competitive bids and biosimilar companies are often  
the winners because they offer the lowest prices. Many 
European markets conduct regional tenders using a non-
exclusive approach, whereby the reference product is 
procured alongside the winning biosimilar. Under this 
system, the winning biosimilar is typically prescribed to 
new patients and the reference product is reserved for 
patients who are continuing treatment. 

However, there has been some criticism of the use of price 
as the only criteria to award tenders. As companies try to 
outbid one another, biosimilar prices are eroded, making 
sponsors reluctant to produce biosimilars with such 
reduced potential for revenue, disrupting their supply in 
Europe. To prevent this outcome, some countries, such as 
Norway, are introducing additional criteria, including supply 
security and environmental requirements, to tender 
evaluations.

Financial incentives and policy measures for physicians are 
important strategies used by European payers to increase 
biosimilar uptake. For example, some hospitals in England utilise a gain-sharing agreement that gives 
hospitals a portion of the cost savings from biosimilar use. This approach has been linked to high 
biosimilar uptake, even in hospitals that reported limited resources to manage the switching process.36 

Other European countries have employed regulatory approaches alongside financial incentives. In 
Germany, regional biosimilar prescribing quotas are annually agreed upon by the National Association 
of Statutory Health Insurance Funds (GKV-Spitzenverband) and the National Association of Statutory 
Health Insurance Physicians (Kassenärztliche Bundesvereinigung). These quotas set specific targets 
for the share of prescriptions that should be for biosimilars rather than reference biologics. One study 
of these prescription targets for erythropoiesis-stimulating agents from 2009 to 2015 found that quotas 
increased the average share of biosimilars between 6 and 20 percentage points, depending on the 
region.37
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United States

In the US, biosimilar uptake is determined by the 
formulary status of biosimilars and reference 
products. Several factors can impact formulary 
inclusion or exclusion. For instance, biosimilars 
are less likely to be excluded or restricted if they 
are indicated for cancer treatment or are the first 
biosimilar to enter the market. However, they are 
more likely to be excluded or restricted if the 
indication is for a paediatric population or if the US 
patient population exceeds one million.38 Notably, 
plans whose benefits are not managed by CVS 
Caremark, Express Scripts, or OptumRx – the “big three” pharmacy benefit managers (PBMs) – tend to 
impose greater restrictions on biosimilars, likely because smaller or independent plans have less 
negotiating leverage, fewer rebate arrangements and more limited administrative resources to manage 
biosimilar uptake.38

However, PBMs sometimes give preferential treatment to originator products that offer rebates or high 
discounts to maintain market share. By placing biosimilars on formulary tiers with lower rebates, 
providers are disincentivised from prescribing them. This poses a challenge for biosimilar uptake, 
though growing public and federal attention may help in curbing the problem. In 2024, for example, the 
Federal Trade Commission filed an administrative complaint against the “big three” for forcing patients 
to pay for higher priced insulin products to increase PBM profits.39

APAC

While the healthcare payer systems in the APAC region 
are varied, many are encouraging biosimilar adoption 
through pricing and payer policies. For instance, in 2022, 
Japan introduced a biosimilar adoption incentive as part 
of its national fee schedule, offering modest financial 
incentives to eligible hospitals for prescribing select 
oncology biosimilars. These incentives have been linked 
to a significant increase in biosimilar uptake. Meanwhile, 
in Singapore, originator products that are no longer 
considered cost effective may be removed from 
subsidy lists and replaced by biosimilars. 

Other countries offer more complex considerations. South 
Korea’s single-payer health system completes a pharmacoeconomic 
evaluationof biosimilars before placing them on its formulary and  
uses this evaluation to inform price negotiations. Yet, originator  
companies often lower prices in anticipation of biosimilar market  
entry, leading to only gradual increases in biosimilar market share.



Development of a next-generation branded medicine 
can involve molecular modification of the reference 
product to improve its clinical profile and/or dosing. 
Examples of this approach include 

	– Amgen’s Neulasta, a pegylated version of 
filgrastim that is longer lasting due to decreased 
renal clearance 

	– Roche’s Gazyva, a glycoengineered mAb that 
induces antibody-dependent, cell-mediated 
cytotoxicity more effectively than Rituxan/
MabThera (rituximab).40,41 

	– Originator companies can also develop an  
innovative delivery device, or system, for their 
reference product. For Neulasta, Amgen developed 
the Onpro on-body injector, which eliminates the 
need for patients to revisit the clinic and improves 
treatment adherence.42

A less risky, but potentially effective, strategy for 
defending against biosimilar uptake is to modify the 
reference product to differentiate it from competing 
biosimilars and/or increase its cost-effectiveness.  

In general, an originator company has four options to defend itself against biosimilar competition:

Originator company strategies to  
defend against biosimilar uptake

This approach has been utilised by Roche for the 
development of subcutaneous (SC) formulations of 
MabThera and Herceptin (trastuzumab). These 
formulations can be administered rapidly e.g., SC 
MabThera is administered over five minutes whereas 
the IV formulation is administered over two and a half 
hours. This results in reduced utilisation of hospital 
resources and greater convenience for patients and 
resource utilisation may be considered when 
determining if treatment will be reimbursed via public 
funds. SC Herceptin is also covered by a new patent 
that extends exclusivity until 2030.43

A more common strategy, however, is to offer discounts 
and/or rebates for the reference product. These price 
cuts usually occur when a biosimilar enters the market. 
But they can also happen earlier – before the originator 
loses market exclusivity – such as when the originator 
company signs a long-term supply agreement. This was 
the case for Janssen-Cilag in New Zealand: In 
exchange for a 34% reduction in Remicade’s ex-
manufacturer price, plus an additional confidential 
rebate, Remicade became the only available infliximab 
in District Health Board hospitals from March 2015 until 
February 2020.44

Develop a next-
generation branded 

medicine to supersede 
the reference product

1 42 3

Make the market 
access environment 

unfavourable for 
competing biosimilars  

(e.g., through price 
cuts, supply deals and/

or legal protections)

Alter the reference 
product to differentiate 

it from competing 
biosimilars

Develop services  
which support use  

of reference product  
and would remain  
in place only for 

patients prescribed 
reference product 
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Thirdly, some reference product manufacturers have 
developed service ecosystems designed to reinforce the 
value proposition of the originator therapy. These 
programs – often positioned as adherence, monitoring, 
or patient‑support infrastructures are architected to 
integrate tightly with the clinical workflows and 
long‑term management requirements associated with 
the reference biologic. 

Critically, the operational design of these services 
restricts their availability exclusively to patients who 
remain on the reference product. This creates a form of 
“service‑linked exclusivity” to the originator in which 
treatment‑adjacent benefits such as specialised nurse 
helplines, reimbursement navigation, digital 
disease‑management platforms, or proprietary 
diagnostic tools are withdrawn if a patient transitions to 
a biosimilar. While framed as high‑touch care 
enhancements, such service architectures function as 
subtle protectionist measures: by attaching perceived 
continuity, safety and administrative simplicity to the 
originator therapy, they elevate the practical and 
psychological switching costs for clinicians and 
patients, thereby reinforcing market retention. Originator 
companies position these programs as benefitting the 
patients, emphasising safety and clinical oversight, 
comprehensive patient support infrastructure and also 
regulatory requirements. Examples of general patient 
support programs include AbbVie Care or Amgen 
ProVital.

Originator company strategies to defend against biosimilar uptake

Last but not least, an originator company can leverage 
intellectual property and legal protections to delay 
biosimilar entry. AbbVie is well known for using this 
approach to protect sales of its products. Through a 
series of settlements in 2017 and 2018, it delayed US 
market entry for biosimilars of its then-highest selling 
drug, Humira (adalimumab), until 2023.45-48 

Amgen has used this approach to extend protection for 
its rheumatoid arthritis drug, Enbrel (etanercept), until 
2028 through U.S. Patent No. 8,063,182, which was 
filed more than a decade earlier and issued in 
November 2011, despite the original patent expiring in 
October 2012.49 However, in 2025, Sandoz challenged 
Amgen’s delays under US antitrust laws, although 
previous attempts to contest the validity of Amgen’s 
patents were unsuccessful.50 As of this writing, the 
outcome and impact of the 2025 challenge remain 
undecided.

19
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Recommendations for biosimilar 
developers

In the coming years, success in biosimilar development will require 
navigating changes in regulatory requirements, standing out in a highly 
competitive market environment and staying abreast of shifting trends and 
needs in biologic therapies. A strategic approach to clinical studies and 
commercialisation will be crucial, as well as expertise in how continuing 
changes in the landscape are likely to impact biosimilar pipelines. 

Engaging with trusted advisers with expertise in the 
areas of biosimilar molecule selection, regulatory 
dynamics and expedited pathways to market can 
play a vital role in successfully navigating biosimilar 
development and commercialisation. Expert 
partners, such as contract research organisations, 
can provide invaluable guidance in finding the right 
strategic approach for a given biosimilar candidate.

Companies that can anticipate and respond 
dynamically to developments will have a 
competitive advantage over laggards. Biosimilar 
developers with insufficient expertise and/or 
resources should consider forming strategically 
favourable partnerships. Meanwhile, established 
developers should embrace agility.

Finally, biosimilar developers should, where possible, 
aim to achieve a first-mover advantage over their 
competitors. The biosimilar market is still relatively 
young and many high-selling biologic originator 
products are expected to lose patent exclusivity 
without a biosimilar currently in development.  
As such, a tremendous opportunity still exists  
for biosimilar developers to gain a share of the the 
expanding global biosimilars market.
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Further reading
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Preparing For The Biosimilar Era Of ADCs And BsAbs In Oncology  
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The changing regulatory requirements for biosimilar drug development: more 
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Whitepaper

The future of oncology biosimilars: Considerations for development through 2040   

Download the whitepaper

Whitepaper
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Blog

Making sense of the regulatory web governing biosimilars development  
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https://www.iconplc.com/insights/blog/2025/11/24/changing-regulatory-requirements-biosimilar-drug-development-more-nuanced
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