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ABSTRACT ARTICLE HISTORY
Introduction: Biosimilars have improved access to biologic medicines; however, historical thinking may Received 12 September 2023
jeopardize the viability of future markets. Accepted 22 January 2024

Areas covered: An expert panel of eight diverse European stakeholders provided insights about KEYWORDS
rethinking biosimilars and cost-savings, reducing patient access inequalities, increasing inter-market Biosimilar; Europe; health
equity, and improving education. The insights reported here (Part 2) follow a study that provides technology assessment;
perspectives on leveraging the holistic benefits of biosimilars for market sustainability based on market access; payer; value
independent survey results and telephone interviews of stakeholders from diverse biosimilar markets

(Part 1). Directional recommendations are provided for payers.

Expert Opinion: The panel’'s market maturity framework for biosimilars has three stages: ‘Invest,’

‘Expand’ and ‘Harvest. Across market stages, re-thinking the benefits of biosimilars beyond cost-

savings, considering earlier or expanded access/new indications, product innovations, and re-

investment of biosimilar-generated cost-savings should be communicated to stakeholders to promote

further engagement. During ‘Expand’ and ‘Harvest’ stages, development of efficient, forward-looking

procurement systems and mechanisms that drive uptake and stabilize competition between manufac-

turers are key. Future biosimilars will target various therapy areas beyond those targeted by existing

biosimilars. To ensure a healthy, accessible future market, stakeholders must align their objectives,

communicate, collaborate, and coordinate via education, incentivization, and procurement, to maximize

the totality of benefits.

1. Introduction medicine highly similar to another already approved biological

The use of biologic medicines, biotherapeutics, or ‘biologics’ is medicine (the ‘reference medicine’) [2]. Biosimilars are
well established in Europe for the treatment of severe and life- approved according to the same standards of pharmaceutical
threatening diseases across several therapy areas, including quality, safety and efficacy that apply to all biological medi-
oncology, rheumatology, gastroenterology, dermatology, sup-  cines [2]. Because they are generally available at a lower cost
portive care, diabetes, and fertility. Due to their targeted (given, among other things, the lower costs of research and
actions, biologics have the potential to improve the manage- development) making them more affordable, they are increas-
ment of chronic and/or life-threatening diseases with relatively  ingly attractive treatment options by which to treat larger
fewer off-target side effects than previous generations of small  patient populations. Biosimilars can potentially be used across
molecule therapeutics with low or variable specificity [1]. a wide range of diseases, in more treatment settings, for wider
Although biologics have irrevocably changed treatment land-  target populations (if restricted previously) and earlier in the
scapes in some therapeutic areas, access to these treatments treatment lifecycle into the foreseeable future.

has been variable. This means the benefits of biologics, both Biosimilars have been marketed in Europe since 2006, fol-
in terms of patient outcomes and affordability, have not lowing approval of biosimilar recombinant human growth
reached all patients. It was thought that after expiration of hormone by the European Medicines Agency (EMA). In 2013,
exclusivity rights, follow-on products (as sometimes referred when the first major monoclonal antibody (mAb) loss of
to in the United States and Canada) - here called biosimilars - patent protection (market exclusivity) event occurred in
might improve accessibility and affordability as a result of some European countries, biosimilar infliximab was introduced
competition in the market. A biosimilar is a biological in Europe. This provided an opportunity for healthcare
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Article highlights

* Biologics can improve the management of chronic and/or life-
threatening diseases; however, access to biologics is variable, which
means that not all patients have benefited from the improved out-
comes and affordability of biologics.

o Biosimilars are generally more affordable than biologics, providing
healthcare systems with lower-cost alternatives to biologics with
which to treat patients. However, despite the cost-savings, the future
of the biosimilars market is not guaranteed and payers bear a large
responsibility for its sustainability.

e There is no ‘one-size-fits all’ framework to maximize capturing biosi-
milar generated benefits. Policy and investment decisions must be
made based on specific aspirations of the country’s key stakeholders
(alignment of their respective interests) and the ‘maturity’ of their
biosimilar market and usage of the specific biologic.

e Along with the importance of implementing procurement policies
that generate price reductions, a stable competitive market environ-
ment for the future is needed.

e Payers should examine the current procurement systems and
mechanisms used to drive uptake and determine whether they are
appropriate for generating stable future competition between man-
ufacturers, particularly for the ‘next wave’ of biosimilars for rare
diseases.

o For the next major period of loss of exclusivity for biologic products
(2025—2030), there is a need for procurement systems that will
generate stable competition and cost-savings; that is, investment in
procurement contracts beyond year-end so the system can respond
to market dynamics, potentially increasing the likelihood of long-
term gains.

systems to treat patients with its lower-cost biosimilar [3].
Thereafter, biosimilar versions of many biologic therapies
have been developed. Multiple studies have established the
clinical equivalence of biosimilars to reference products in
terms of their safety, efficacy, and immunogenicity profiles
[3-5].

The acceptance of biosimilars continues to grow, and in the
absence of ongoing significant debate we appear to be at the
beginning of a new era in which both the market dynamics
and possible outcomes show unprecedented promise for bio-
similars. Previously (in Part 1), we focused on the past, high-
lighting the benefits and learnings about biosimilars garnered
from European countries since their launch in the marketplace
[6]. In this report, we offer perspectives that focus on aspects
relevant for payers in the medicines market. We explore the
future of biosimilars, having the benefit of hindsight from past
reported experiences across a variety of therapeutic areas and
European markets.

This perspective paper delves into ways in which the holis-
tic benefits of biosimilars can be expanded, harnessed, and
maintained into the future. We consider the evolving compe-
titive landscape, new market entrants, long-term impacts of
COVID-19, and the likely goals of key stakeholders across
markets.

2. Body of the paper
2.1. General considerations

This report is Part 2 of a two-part study that provides expert
perspectives on the previously published Part 1 of the study
[6]. The study design and conduct of the survey in Part 1 were

previously described in detail [6]. Briefly, survey respondents
were clinicians, pharmacists, and payers from across six
European markets (Czech Republic, France, Germany, ltaly,
Sweden, and the UK) [6]. In this perspective report, an expert
panel of eight diverse European stakeholders considered the
results of the survey previously reported in Part 1 of the study
[6]. With a focus on the future, the expert panel provided their
perspectives and insights on the following topics that they
reached through consensus discussions:

(i) Rethinking biosimilars and cost-savings
(i) The role biosimilars play in maintaining innovations
and improving quality of care, thereby further improv-
ing patient outcomes
(iii) Reducing inequality in patient access, and increasing
equity between markets, and
(iv) Improving education based on market needs.

A ‘market maturity framework’ devised by the expert panel is
the tool used to provide directional recommendations or con-
siderations for key stakeholders across European and other
markets globally (Figure 1). In this context the same country
can be in different stages of the framework for different
biologic molecules. Where applicable, published articles
about biosimilars are used in support of the perspectives
presented.

The expert panel comprised clinicians, pharmacists, policy
advisors, and health economists from diverse countries, mar-
kets, and disciplines, who shared a multitude of perspectives
with respect to biosimilar uptake and healthcare system struc-
ture. Jorge Mestre-Ferrandiz, Economics and Policy Consultant;
Josef S, Smolen, Rheumatologist; Silvio  Danese,
Gastroenterologist; Matti S. Aapro, Oncologist; Arnold
G. Vulto, Hospital Pharmacist/Policy Advisor; Paul Cornes,
Policy Advisor, Pharma Economist, and Oncology Clinician;
Margaret Kyle, Economist/Health Economist; and Marcin
Czech, Policy Advisor and Health Economics and Outcomes
Research Expert contextualized the survey results in Part 1 [6]
and provide prospective insights here in Part 2.

2.2. Rethinking biosimilars and cost-savings: the need
for a shift in perspective

The historical perspective explored in Part 1 of this two-part
review reported highlights of the cost-savings related to bio-
similar competition and various ancillary downstream benefits
of recycling cost-savings [6]. However, past observations of
biosimilar-generated cost-savings - often characterized by
one-time, non-recurrent or incremental cost-savings - are
likely to look considerably different to those in the future.
Therefore, underpinning future decision-making based largely
on a legacy mind-set could hinder important uptake drivers
for the ongoing advancement of biosimilars. Three contem-
porary influential factors suggest the need for a shift in per-
spective during prospective decision-making by key
stakeholders. First, the magnitude of potential future cost-
savings is variable across countries, health systems (e.g. in-
or outpatients markets) and disease areas. Second, the next
wave of anticipated biosimilars will also target a variety of
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Figure 1. The three stages of the market maturity framework.?
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Main Biosimilar
Benefit

Key

* Lower cost
biosimilars allow
markets to provide
access to biologic
therapies, when
previously these
were too costly

Cost savings from
biosimilars allow
expanded access
to biologic therapies
and treatment of an
increased number

of patients
Reinvest cost-savings » Competition
(i.e. on innovative medicines of multiple

manufacturers for
stable, lower cost
supply of biologics
while potentially
driving innovation

“Biosimilar markets can be thought of in three stages of ‘maturity,” which is broadly correlated to the level of access to biologic medicines within the therapy area; therefore, it is possible
for a country to be in different stages of maturity for different molecules or therapy areas. Stakeholders may have specific goals for several molecules existing in parallel. In each stage of
‘maturity’ there are unique opportunities for stakeholders to capture the broad range of benefits that biosimilars can deliver; the methods by which these benefits can be captured will
depend on their market landscape and specific goals of the stakeholders. Ultimately, this framework is not designed to be used for a strict categorization of countries, but rather, it should
be used as a guide to support key stakeholders in their policy decision making process in order to achieve their specific goals for maximizing the number of biosimilar-generated benefits

they are able to capture.

therapy areas beyond those targeted by existing biosimilars.
Third, there is a medium- to long-term impact of the COVID-19
pandemic on healthcare budgets and changes to practice
behaviors. Lastly, an additional consideration that should not
be novel to stakeholders, but which they should be encour-
aged to remain mindful of, is that cost-savings are not the only
benefit biosimilars can offer.

2.3. Magnitude of potential future cost-savings

Within a biosimilar market, the key stages of the market
maturity framework - Stage 1: ‘Invest,’ Stage 2: ‘Expand,’ and
Stage 3: ‘Harvest; as discussed in Part 1 - will influence
potential future cost-savings [6]. The ‘Invest’ stage refers to
markets in which access to a biologic is restricted and the
cost-savings generated are minimal because of current low-
level utilization of the biologic. Under these circumstances, the
entry of biosimilars into existing markets with reference pro-
ducts can result in two scenarios. Firstly, the lack of incentive
for the relevant stakeholders (e.g. policy makers and budget

holders) to drive biosimilar uptake via the implementation of
new policies, procurement systems, and other mechanisms
that can divert the focus to the holistic value of biosimilars.
This can entail expanding or increasing patient access with
a negative impact on the budget in the face of additional
administration complexity and associated costs. Secondly, if
access to a reference biologic is negligible and the entry of
biosimilars cannot generate cost-savings, the lower acquisition
cost of biosimilars (or price decrease of reference products)
may make for an effective investment when the focus is to
grant access to improve patient outcomes.

The ‘Expand’ stage of the maturity framework refers to mar-
kets that have received a level of access to a reference biologic
before the entry of biosimilars, which subsequently lowers
acquisition costs for the biosimilars and/or reference products.
The magnitude of future cost-savings is tied to the effectiveness
of the instituted policies and mechanisms (each directed to one
or multiple agents involved), as well as biosimilar competition.
In particular, policy changes can include enforced price reduc-
tions for biosimilars, speed of an administrative process, the
creation of competitive pressure via the implementation of
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procurement methods, such as national level tenders, prescrip-
tion quotas, benefit sharing systems, and proactive plans for the
utilization of generated cost-savings. Although cost-savings are
conceivably the main driver, there may be a neutral impact on
the budget and stakeholders should ideally be amenable to the
benefits attainable beyond cost savings alone.

The ‘Harvest’ stage of market maturity is reached when
most patients who may benefit from a biologic medicine
already have access to it because they are generally reim-
bursed by their healthcare systems. As such, further price
evolution is limited, and lower incremental cost-savings must
be expected in conjunction with the protection and reinvest-
ment of savings within the healthcare system. If savings occur
initially and rarely thereafter, they will be key in addition to
savvy procurement mechanisms designed to ensure reliable,
long-term, and stable competition. The ‘Harvest’ stage opti-
mizes the opportunity for payers and decision makers to plan
to improve patient outcomes by leveraging biosimilar medi-
cines as drivers of value package offerings and product inno-
vation, the latter of which can lend support to the provision of
next-generation innovative therapies [7]. This stage of market
maturity would support a healthy and sustainable biosimilar
industry over the medium and long term.

2.4. The next wave of biosimilars

Across European markets, it has been estimated that by 2029
the total value of biologic medicines faced with loss of exclu-
sivity will more than triple the 2020 value (based on sales
volume) and reach approximately €9 billion, as the loss of
market exclusivity for many biologics takes effect (Figure 2)
[8]. In addition to some of the high-value biologics (e.g. inflix-
imab, adalimumab, and rituximab) there are those developed
to target relatively small populations with rare diseases, which

Historic

* 1 major* expiry (Humira)
* 6 high-valuet LOEs

-

Sales (€, Bn)
o =~ N W b 00 O N 0 © O

* Mostly in distinct ATC4 classes
*» Lower number of medicines (~60)

do not generate the same cost-savings (e.g. denosumab, ecu-
lizumab) [9]. Under these circumstances, procurement via
regional or national tendering across the board, focusing
solely on reducing costs, and replete with all its associated
administrative expenses, will not be conducive to optimizing
cost-savings, and consequently the magnitude of cost savings
is likely to be modest [10]. Although it is predicted that up to
~120 distinct biosimilars will enter the marketplace in the next
decade beginning around 2024, expiring exclusivities do not
automatically mean that biosimilars will be developed [11,12].
Also, biosimilars for the treatment of rare diseases may not
yield the same cost-savings as for the first wave of widely used
biologic products [10]. Therefore, payers and policy-/decision-
makers will need to develop innovative, and efficient procure-
ment methods to drive price reductions beyond an initial
large, short-term influx of savings generated predominantly
from a small number of high-value products. Markets use
various tendering procedures to procure biologics that are
no longer patent-protected and biosimilars. In a best-case
scenario, tenders should be designed based on market matur-
ity to maximize timely competition using strategic approaches
that safeguard long-term sustainability, including contract
award criteria that are transparently defined and not driven
solely by price, or limited by a single supplier in the market
[13,14].

2.5. Healthcare in a post-covid-19 economy

Unpredictable factors, such as the COVID-19 pandemic and its
associated costs, can erode pharmaceutical budgets, requiring
policy makers to remain vigilant about the resiliency of health-
care systems. For example, it may be necessary to redirect
certain spending to accommodate shifts aimed at the digitiza-
tion of healthcare and the provision of services outside of

Forecast

* 2 major* expiries (Keytruda, Opdivo)
* 14 high-valuet LOEs

« Often multiple within ATC4 classes

* High number of medicines (~120)

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029

Figure 2. Estimated value of biologic products faced with loss of exclusivity in Europe (2010-2029). (Reproduced from, the impact of biosimilar competition in
Europe, Troein, P., Newton, M., Scott, K. © IQVIA Inc. 2020; by permission of IQVIA Inc.) [8].

ATC = anatomical therapeutic chemical; LOE = loss of exclusivity.

*Major molecules = sales >3Bn€ at LOE-1; "High-value molecules = sales >1Bn€ at LOE-1.

Sources: IQVIA MIDAS Q4 2019 (accessed Nov 2020), IQVIA ARK Patent Intelligence, IQVIA ForecastLink for data post-2020.

Notes: The intellectual property for biologicals can involve multiple patents and patent timelines for each individual product and therefore it is difficult to give an exact date for patent
expiry for biologicals. It should be noted that these results are estimates as determined from IQVIA MIDAS® and ARK Patent Intelligence where available. Biologic prescriptions in 23

European countries.



programs in the hospital setting to improve the maneuver-
ability of healthcare providers and hospitals under such cir-
cumstances. In the face of some stark choices, decision makers
would do well to remain mindful of the holistic benefits that
reference biologics and biosimilars offer beyond cost-savings.
This could provide the impetus to explore further opportu-
nities for low-cost treatment options and to generate cost-
savings through biosimilar medicines.

2.6. Further improving patient outcomes

To support future decision making as it relates to biosimilars,
the panel of experts explored how upcoming competition
may evolve to improve patient outcomes based on each
market’s characteristics, position in the maturity framework,
and the specific goals of stakeholders and decision makers.

The key opportunities to be weighed by policy-/decision-
makers in ‘Invest’ markets, where access to reference biologics
is either low or non-existent due to the high cost of these
medicines, are two-fold: (i) to provide patients with expanded/
increased access to biologic medicines despite minimal cost
savings; this investment in better patient wellbeing (reduced
morbidity) is one of the holistic benefits biosimilars can deliver
beyond cost reductions, given the minimal budget impact linked
to additional administration and/or the expense required for
policy changes and (ii) to expand the limited access to biologic
medicines (reference or biosimilar) in the absence of any cost
savings as an investment in patient outcomes (better health and
lower future costs for disease worsening). When markets with
some access to biologics can attain lower acquisition costs via
biosimilar competition, patient access will be increased or
expanded with budget neutrality. This would hinge on cost-
savings related to biosimilars being recycled within the same
healthcare system, ideally within the same therapeutic area/
department where they were generated, to maximally incenti-
vize clinicians and their colleagues, rather than funneling cost-
savings into other budgets or the broader system. In markets
where patients have not had access to specific reference biolo-
gics, payers can decide to accept the budget impact and provide
lower-cost biologics as an investment opportunity, so improved
patient outcomes in a sizable patient population may be realized
with a modest budget impact.

At the ‘Expand’ market stage, there is access to biologics and
once biosimilar competition has already delivered significant
cost-savings that have been appropriately recycled within the
healthcare system to further improve patient outcomes, there
are some additional strategies that can be adopted when future
objectives are the priority and payers are aware of opportu-
nities to improve the effectiveness of treatment. Extending
access to subpopulations (for example, those who may benefit
from earlier access to a treatment not previously reimbursed
until symptoms become more severe) can confer a patient
benefit [15]. In more complex healthcare systems, payers may
need to be intentional in their approach to reinvest cost-savings
into the same therapeutic area in which they were generated to
expand access. With collaboration and communication between
all the key stakeholders to ensure alignment with respect to
goals, incentives and behaviors, the opportunity for success
among clinicians, managers, and patients can be enhanced.
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For biosimilar markets in the ‘Harvest’ stage of market
maturity, most patients who benefit from biologic medicines
already have access to them. The greatest opportunities to
improve patient outcomes at this stage are by harvesting
savings to reinvest (i.e. in staff, new equipment or the provi-
sion of more services) that indirectly benefit patients as the
overall standard of care is elevated, or driving innovation
through reinvesting cost-savings to enable access to innova-
tive medicines. In England, the National Health Service (NHS),
the UK regulatory agency, and the National Institute for Health
and Care Excellence (NICE) work in partnership to provide
patients, for whom reimbursement decisions could be delayed
[16], with rapid, early access to novel cancer therapies using
a special Cancer Drugs Fund [17] at an annual cost of £340 M
[18]. Although the financing of this fund has not been directly
attributed to savings from biosimilar competition following
medicine patent expirations, it illustrates how cost-saving
could be reinvested to support funding within other sectors
of national healthcare systems in a bid to improve patient
outcomes. NHS England also supports an Innovative
Medicines Fund to provide faster access for patients to non-
cancer drugs [19]. Recently, a similar mechanism has been
implemented in Poland targeting rare diseases and oncology,
therapeutic areas in which biologic medicines are used widely.
The Medical Fund is dedicated to cover the financing of high
clinical value and highly innovative medicinal products [20].

2.7. Maintaining innovation

Biologic competition in the past led to innovations in products
and value offerings by manufacturers; although, they have
often gone unnoticed as a key benefit that biosimilars offer
to patients and healthcare systems. For instance, the etaner-
cept biosimilar SB4 was associated with fewer injection site
reactions and lower immunogenicity compared with the refer-
ence product with similar efficacy in a comparative study
conducted in patients with moderate-to-severe RA [21]. This
difference has been ascribed to innovation in terms of the
formulation since SB4 does not contain L-arginine and the
needle shield is latex free [22]. These benefits were most
applicable to decision makers in more mature markets (i.e.
Expand and Harvest). As the potential for further price reduc-
tions of the available biosimilars will lessen in the future,
exploration of other methods to safeguard the value of biosi-
milars in the marketplace are necessary. With healthy compe-
titive dynamics and improved stability, it is envisioned that
biosimilar manufacturers will be attracted to making long-
term investments capable of supporting innovations, although
due to manufacturer heterogeneity, a one-size-fits-all
approach will not suffice. Procurement mechanisms that
allow for multi-winner national tendering or several subna-
tional tenders with weighted tender criteria (as in France),
not solely linked to price, show promise in terms of encoura-
ging more patient support, or care management programs
with the potential to stimulate innovative responses from
manufacturers or criteria that expands the range of treatable
patients to include pediatrics, for example [13]. The impetus
for product innovations and the provision of value-added
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services may become even more attractive to payers and
decision makers because of the COVID-19 pandemic.
Consequently, there is increased interest and potential value
in reconfiguring the delivery of services to facilitate care out-
side of hospital settings (e.g. subcutaneous formulations able
to be administered in homecare settings and providing home
care) as well as innovating infusion products so they take less
time to administer.

It will be important for physicians to be aware of and to
prescribe biosimilars in order for markets to achieve cost-
savings from biosimilar competition that support and stimu-
late innovative future clinical research for novel indications or
approaches, an example being first-line treatment of pediatric
inflammatory bowel disease (IBD, both Crohn’s disease and
ulcerative colitis) with biosimilar infliximab [15]. Furthermore,
reduced acquisition costs may allow for innovative treatment
approaches to be explored, such as combination therapy or
earlier treatment, which may not have been possible before
biosimilars due to the higher costs of reference biologics.

2.8. Reducing inequality and increasing equity between
markets

Historical evidence presented in Part 1 of this two-part review
describes significant variability in the magnitude of price
decreases for biologic medicines and the uptake of biosimilar
medicines across European markets [6]. Based upon lessons
from the past, there are several actions that payers and pol-
icy-/decision-makers could take to reduce the level of inequal-
ity and increase parity among European countries. Firstly, they
can ensure a common understanding of the biological and
clinical equivalence of biosimilars to reference biologics across
European markets. This is important because in some
European countries, skepticism around biosimilar clinical
equivalence persists [23], despite a wealth of literature that
supports switching [3-5], including a joint statement from the
EMA and Heads of Medicines Agency endorsing the interchan-
geability of biosimilar medicines approved in the European
Union (EU) and their reference medicine or with an equivalent
biosimilar [24]. Approximately half of the countries’ regulatory
agencies do not have information supportive of biosimilars on
their websites [25], impacting (negatively) on their adoption.
Stakeholders in more mature stages of market development
may get additional traction by seeking to support and pro-
mote their experience with biosimilars to markets where this
discussion is unresolved, and when reinforcing the importance
of effective communication, collaboration, and coordination.
Several physician associations have published position papers
on biosimilars including the European Society for Medical
Oncology (ESMO) [26], and the European Crohn’s and Colitis
Organisation (ECCO) [27]. Similarly, provision of informative
literature in various languages has been attempted by some
patient associations, with excellent examples including
Digestive Cancers Europe [28] and the International Alliance
of Patients’ Organizations (IAPO) [29]. Stakeholders could also
aim to increase awareness of the wide-ranging benefits that
biosimilars have to offer and support the development of
policy, procurement mechanisms, and uptake incentives
designed to maximize the number of benefits captured. This

includes demonstrating how competition between biosimilar
and reference biologic manufacturers can be harnessed to
minimize the budget impact of investment in previously diffi-
cult-to-access treatments. Finally, stakeholders in mature bio-
similar markets should be cognizant of the wider impact of
their decision making on patient access in other countries and
strive to support peers in such markets where decision making
is influenced by supranational decision making. This may
include ensuring that Health Technology Assessments (HTAs),
reimbursement decisions, and clinical guidelines are updated
in a timely fashion upon the entrance of biosimilar competi-
tion, as well as supporting the development of HTA processes,
where required.

2.9. Improving education based on market needs

According to stakeholders, the most frequently reported driver
of change to improve access to biologics is awareness of
biologic drugs [6]. Education is a key uptake driver across
markets, regardless of stage in the maturity framework.
Educating medical and life science undergraduates and post-
graduates about the cost-effective prescribing of biologics,
including biosimilars, should not be overlooked [30]. Payers
need to invest in tailored educational efforts of healthcare
professionals (HCPs) to meet specific market needs, as biosi-
milars for new indications will require the education of
a different group of stakeholders (HCPs, payers and prescri-
bers). An example of this in action is the Australian biosimilar
hub [31] that provides a wealth of information for HCPs,
patients and their carers. A similar, ‘one-stop’ website repre-
senting biosimilar markets in European countries in their own
language would be beneficial.

In markets where biosimilars have not yet reached wide
levels of acceptance, there may be a need for further education
on the clinical equivalence and safety of biosimilars. Again,
position statements by health authorities [24], physician orga-
nizations [26,27] and patient advocacy groups [29] play an
important supportive role. While these concepts are widely
proven, regulatory bodies in at least half of the countries across
Europe do not mention biosimilar equivalence in their
resources, or refer to any additional educational materials sup-
porting their use [25]. As the biosimilars market continues to
evolve, in areas such as oncology [32], ophthalmology [33],
neurology [34] and rare diseases [35], stakeholders need to
anticipate next steps within their market and encourage educa-
tion to maximize benefits gained from biosimilar competition.

Education also remains vital in markets where biosimilars
are already widely accepted and used. With movement within
markets, such as new competitors entering and old products
exiting, future discussions will likely include moving to multi-
ple switching, including cross switching between biosimilars.
In non-English speaking countries, not all physicians, payers,
or patients will be able to participate in international confer-
ences or read the latest publications, and this could lead to
disparities in the acceptance of biosimilars and awareness of
their benefits. For education to be effective, it is important for
policy-/decision-makers and payers to communicate well, and
to address this issue in ongoing educational campaigns and
provide easy-to-access information in local languages. Ideally,



information should be easily available in all countries in their
own language. In all European markets, ongoing education on
the wide and varied benéefits of biosimilars is needed to ensure
that the full potential of biosimilars continues to be realized.
Although the EMA has provided excellent resources [2] (with
some available in the 23 official languages of the EU), coun-
tries should also produce their own educational materials that
are directly relevant to the local patients and health system -
and ensuring the material is adapted to the needs of the
stakeholder being targeted. As the biosimilars landscape con-
tinues to evolve, it will be important for stakeholders to antici-
pate the future and invest in any educational campaigns that
will support the ongoing generation of those benefits. This
could start with the undergraduate education that all health-
care providers receive, given that doctors lack training related
to new aspects of cost-effective prescribing and the biosimilar
development paradigm [30].

3. Discussion
3.1. Final recommendations for key stakeholders

The findings of this research have far-reaching implications for
the various stakeholders across markets. Importantly, there is
no ‘one-size-fits all' framework that can be used to maximize
capturing biosimilar generated benefits. Policy and investment
decisions must be made based on consideration of specific -
and preferably aligned - aspirations of the key stakeholders in
the country and the ‘maturity’ of their respective biosimilar
(sub)market, be that ‘Invest, ‘Expand’ or ‘Harvest’ stages.
Within a jurisdiction, different levels of maturity may exist
between markets. Stages of maturity are not entirely mutually
exclusive: there may be differences in the stage of maturity
across disease indications and patient groups, and some
recommendations will be applicable across several stages of
the maturity framework within a country.

Active coordinated collaboration between all stakeholder
groups (patients, physicians, pharmacists, payers and pharma-
ceutical manufacturers) is needed to achieve a sustainable
biosimilar market in the future [36,37]. This is a pertinent
point, particularly among some payers who could underesti-
mate the implications of the actions and policies they imple-
ment on the future of the biosimilar industry if they focus
exclusively or myopically on cost-savings over the short-term,
which will do little to contribute to keeping biosimilars as
a viable alternative in the coming years. It is concerning
given evidence that suggests the erosion of sustainable biosi-
milar markets can occur despite driving increased access to
biologics. Where the biosimilars market is most established,
payer-driven switching and single-winner tenders have been
identified as a significant risk to long-term sustainability of the
market [12,36,37]. In the US, biosimilars are considered not to
have achieved their full potential. Aspects such as delayed
market entry of FDA-approved products, low utilization of
biosimilars on the market, lack of price transparency of origi-
nators, the withdrawal of approved biosimilars, and originator
manufacturers’ strategic responses on prices, have hampered
competition and undermined trust at the prescriber and
patient level [38]. Moreover, not all originator biologics with
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expired exclusivities attract biosimilar competition, suggesting
additional cost or other considerations have a bearing on
biosimilar manufacturer strategic decision making in such
instances [12]. Not only can this harm competition, but it can
undermine the trust of prescribers and patients. Ideally, poli-
cies predicated on a holistic approach, in more mature mar-
kets, will be more conducive to supporting market
sustainability. The following recommendations, which may
help to mitigate these factors, focus on the role of the payer.

3.2. Key points for payers

3.2.1. Invest stage markets

Along with the importance of implementing procurement
policies that generate price reductions, it is also necessary to
create a stable competitive market environment into the
future. Payers with foresight will likely reframe their thinking
about biosimilars so that important cost-savings are coupled
with non-cost saving benefits, such as enabling increased
access, including earlier use, or additional services (e.g. ther-
apeutic drug monitoring, switching support and education
initiatives) [39]. An approach that maximizes the totality of
benefits from biologic competition, for instance through
increased access, may in turn ensure greater improvements
in terms of patient outcomes, such as decreased serious (and
costly) morbidity in the short term and better health in the
future. This point is exemplified by the treatment of che-
motherapy-related febrile neutropenia, when pedfilgrastim
has shown superior benefits over filgrastim that stem from
the longer dosing interval, in terms of achieving target dose
intensity and reducing the incidence of febrile neutropenia
[40]. In this paradigm, biosimilar pegdfilgrastim offers both
adherence benefits versus filgrastim and economic benefits
versus reference pedfilgrastim.

Payers that implement incentive mechanisms will better
facilitate the capture of biosimilar-generated benefits beyond
cost-savings. Benefit-sharing programs are examples of initia-
tives that generate tangible benefits that can be realized
across stakeholders, including payers, HCPs and patients (e.g.
when the savings made by hospitals are directed to resourcing
nursing) [41,42]. Complementary initiatives include position
statements from medical associations or scientific associations
to promote confidence in implementation of switching, guide-
lines (and indicators of adherence), implementation of pre-
scription target agreements, transparency with gainsharing
to motivate switching, use of electronic prescribing systems
to promote price awareness, and increased recognition of the
recent EMA statement supporting the interchangeability of
biosimilars with reference medicines [24,30].

3.2.2. Expand stage markets

An examination of the current procurement systems and
mechanisms used to drive uptake and to determine whether
they are appropriate for generating stable future competition
between manufacturers should be within the remit of payers.
This is particularly pertinent for the ‘next wave’ of biosimilars
for rare diseases for which cost-savings are anticipated to be
lower than first-wave biologic products with higher sales.
Payers could also explore the financial flows of biosimilar-
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generated cost-savings within the healthcare system and opti-
mize flow to maximize the potential benefits to patients or
medical department facilities/staffing. Of critical importance is
to publicize this information transparently and widely to
improve visibility/tangibility for patients and prescribers [30].
Furthermore, a concerted effort to maximize access to biologic
treatments in all patient groups who could benefit from them
would be useful. It may be prudent to revisit reimbursement/
HTA decisions for biologic molecules after biosimilars become
available [42,43] and publicly communicate any changes to
reimbursement decisions due to biosimilars to ensure policy
makers in other countries are aware of such changes
[42,44-46].

3.2.3. Harvest stage markets

Overall, the recommendations in the ‘Expand’ stage of market
maturity are all broadly applicable to markets in the ‘Harvest’
stage of maturity too, with additional recommendations for
payers. Firstly, prepare a procurement system that will be effec-
tive at generating both stable competition and cost-savings over
the next major period of biologics loss of exclusivity (2025—2030);
that is, look to invest in procurement contracts beyond year-end
that will allow the system to adapt in response to market
dynamics and potentially increase the likelihood of long-term
gains over 5 or more years. This system should also include
biologics for rare diseases.

Secondly, payers who communicate the benefits of biosi-
milar-generated cost-savings to broader stakeholders (e.g.
governmental budget holders) are more likely to ensure that
pharmaceutical budgets retain growth elements. This may
include the provision of incentives to ensure savings remain
within the healthcare system, preferably allocated to pharma-
cotherapy as opposed to lost somewhere else in the overall
system. This is a frequent complaint among physicians and
patients, and it can compromise the willingness to prescribe
biosimilars. But it will be important to ensure the savings are
shared appropriately across all stakeholder groups in
a transparent manner. It may also involve increasing the
weighting of non-price winning criteria in tenders to simulate
innovative manufacturer value offerings and product innova-
tion. Indeed, such non-price criteria may be product-, service-,
or patient-driven and represent a pertinent additional view-
point on which to base decisions around selection of off-
patent biologicals and biosimilars in clinical practice [14]. For
instance, the treatment of ulcerative colitis with infliximab, is
an example of when biosimilar competition may have con-
tributed to a change in a national prescribing guideline (NICE)
[47], which in turn led to expedited expanded access to
include adult patients with moderate as well as severe disease
[48]. Furthermore, superiority of first-line biosimilar infliximab
(CT-P13: Inflectra®, Remsima®) versus conventional therapy
was recently reported for treatment of pediatric IBD [15].
A significant advance was also made for approximately
25,000 British patients with rheumatoid arthritis when NICE
published guidance recommending that those with moderate
disease not responding to conventional therapies should have
the option of biosimilar tumor necrosis factor inhibitor treat-
ment made available to them, in addition to patients with
severe disease [49].

Finally, it is important to communicate to both the medical
community and the public what happened with the savings
that were ascertained, thereby proving that biosimilars are of
benefit to society in general. Incentive programs that aim to
generate savings that can ultimately be shared among stake-
holders was noted as one of several key actions identified to
maximize the potential of benefit-sharing programs across
Europe [41]. Indeed, such savings can be substantial: a study
investigating utilization of biosimilars following a ‘best-value
biological’ medicine initiative for adalimumab and etanercept
in Ireland reported €3.6 million raised as result of a gain-share
incentive for reinvestment in patient care [50]. In this regard,
policy makers also have a duty to engage with payers in
‘Invest’ and ‘Harvest’ stage markets to share evidence of bio-
similar-generated benefits (e.g. prevent costly disease worsen-
ing, improved quality of life) in addition to cost savings, for
example, increased or enhanced patient access.

3.3. Study limitations

Our research has limitations. This report provides a consensus
of our perspectives on recommendations for the future of the
biosimilars market; however, we did not utilize Delphi metho-
dology or other formal consensus methodology. Currently,
there are no substantial prospectively collected market data
to support some of the recommendations made. The prospec-
tive views reported here have been collected from several
experts emanating from their respective fields of focus.
Therefore, these findings should be perceived as presenting
an expert opinion, with the purpose of providing perspectives
on the future biosimilars market environment.

4. Conclusions

The future of the biosimilar market should not be taken for
granted and payers have an important responsibility for its
sustainability. The rising costs of drugs represent a public
health problem, especially in oncology [51], and the increased
use of biosimilars could help control drug spending [52,53].
Already, we see signs of erosion that threaten the future of
biosimilar markets. The heterogeneity we see in markets
should be interpreted as a sign that some are underdeve-
loped - with poor patient access to biologics or biosimilars -
while in other jurisdictions we see strong price-driven markets
that may not be sustainable. Payers have a duty to act on
behalf of patients and to think responsibly, beyond the current
book-year, to optimize the wellbeing of their patients, given
the budget constraints they face. Improving the access and
use of biosimilars can be an excellent tool for that purpose.

5. Expert opinion

Since 2006 the EMA has approved 106 biosimilars, of which
there are now (November 2023) 84 available on the market as
some products were withdrawn due to market reasons. Over
the years, the discussion around acceptance of biosimilars has
evolved from concerns about quality, efficacy, safety, and
immunogenicity to, finally, concerns about interchangeability;



however, all these (perceived) issues have been resolved. Kurki
et al. [54] published an extensive review on the safety and
immunogenicity of all licensed biosimilar monoclonal antibo-
dies and fusion proteins in the European Union. This analysis
spanning over 1 million patient-treatment years of safety data
demonstrated there were no clinically relevant differences
between biosimilars and their respective reference products,
suggesting that both the industry and regulators have set
a high standard for drug development.

When looking at patient access to these equally effica-
cious and safe versions of reference products, we observe
a less successful story. Within Europe there is considerable
inequity regarding how patients benefit from the usually
lower-cost biosimilar version of biological medicines.
Countries that had a high per capita use of biological med-
icines showed a faster acceptance of biosimilars, as the
health system was aware of the potential for cost savings.
For countries with a low usage of biological medicines, even
the lower cost of biosimilars could mean an increase in drug
spending. However, this can be seen as an investment in
patient health, by preventing higher costs later in the course
of a disease. The conclusion is that there is no one solution
for improving patient access to biological medicines and that
a more tailormade approach is needed. For this reason, we
have developed a model to address these differences in
market structure, differentiating between 1) countries that
must invest in a better health system by improving patient
access to biological therapies 2) countries that can expand bio-
similar competition to further improve patient outcomes and 3)
countries with mature biosimilar markets, where health systems
can harvest biosimilar benefits in various ways.

Consequently, there is a need to rethink and shift perspec-
tives on biosimilars and their from one-size-fits all to a more
individualized approach. Loss of exclusivity affects both high-
and low-market value biologics, including those for rare dis-
eases where competition generates small savings. Future deci-
sion-making based on a legacy mind-set (usually top-down)
could hinder the uptake drivers for the ongoing advancement
of biosimilars. The current market is dominated by competing
interests of stakeholders and short-term policies of health
authorities and payers. It can be envisioned that price reduc-
tions will lessen in the future. Driven by competition, manu-
facturers will likely invest in product innovations to safeguard
biosimilars’ value. Payers will need innovative procurement
methods to reduce prices beyond initial large, short-term sav-
ings from a few high-value products. Unpredictable costs,
such as those resulting from the COVID-19 pandemic, can
erode drug budgets, so policymakers must remain vigilant to
the resiliency of healthcare systems. Furthermore, payers and
policymakers must take various actions to reduce the level of
inequality and increase parity.

The future of the biosimilar market is not guaranteed, with
some signs of erosion already evident. We have to accept that
given the high cost of biosimilar development there must be
room for developers to recoup their investment. Here payers
have a responsibility toward achieving a healthy competitive
market and the sustainability of affordable drug treatment. The
heterogeneity in biosimilar access across markets is a sign that
some are underdeveloped while others are unsustainably price
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driven. Payers have a duty to think responsibly, beyond the
current book-year, to optimize patients’ wellbeing, given the
budget constraints they face. Improving access to and use of
biosimilars may be an excellent tool for this purpose.
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