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ABSTRACT

Background: Biosimilars offer significant
advantages for improving access to biologic
treatments in Latin America. However, their
uptake has been slow due to misconceptions,
regulatory uncertainties, and inadequate
pharmacovigilance.
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Objective: To address these issues, Americas
Health Foundation convened a multidiscipli-
nary panel of regional experts in biosimilar use
and interchangeability from Latin America. The
panel assessed the current landscape and recom-
mended steps to enhance access.

Results: Key recommendations include
strengthening biosimilar regulations, ensuring
transparent enforcement, implementing robust
pharmacovigilance, and promoting collabora-
tion among stakeholders to educate about the
safety, efficacy, and economic advantages of bio-
similars and their interchangeability.
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Conclusions: By embracing biosimilars and
interchangeability, Latin American countries
can expand patient access, foster competition,
diversify treatment sources, and enhance the
sustainability of their healthcare systems. How-
ever, achieving these goals requires addressing
knowledge gaps and biases among healthcare
providers, patients, regulators, and government
agencies. This can be accomplished through
clear communication and the use of real-world
evidence.

PLAIN LANGUAGE SUMMARY

Biosimilars offer an opportunity to expand
access to crucial biologic treatments in Latin
America by providing lower-cost alternatives
when patents expire. However, adopting bio-
similars has been slow due to misconceptions
and regulatory uncertainties. To address this,
experts recommend considering approved
biosimilars as interchangeable with reference
products, allowing for switching without com-
promising safety or efficacy, with the limitation
of switching only once per year. To improve
access, well-defined regulations, enforcement,
and transparency from regulatory agencies are
necessary, along with education for healthcare
providers, patients, and other stakeholders to
address knowledge gaps and negative percep-
tions. Improved pharmacovigilance systems and
collaboration between stakeholders can help
communicate the benefits of biosimilars and
interchangeability. By embracing biosimilars,
Latin American countries can expand patient
access, foster market competition, diversify
treatment options, and improve the sustainabil-
ity of healthcare systems.

Keywords: Biosimilar pharmaceuticals; Cost-
benefit analysis; Health inequities; Latin
America; Patient advocacy; Pharmacovigilance

Key Summary Points

Biosimilars offer significant advantages for
improving access to biologic treatments in
Latin America, but their uptake has been slow
due to misconceptions, regulatory uncertain-
ties, and inadequate pharmacovigilance.

The panel recommends that Latin American
regulatory agencies adopt a default position
that considers biosimilars approved by the
European Medicines Agency or following
World Health Organization guidelines as
interchangeable, with a recommendation to
limit switching between a biosimilar and its
reference product, or between biosimilars of
the same reference product, to no more than
once per year.

Effective communication and education are
crucial to improving knowledge, perception,
and utilization of biosimilars among Latin
American healthcare professionals, patients,
regulators, and government agencies.

Strengthening biosimilar regulations, ensur-
ing transparent enforcement, implementing
robust pharmacovigilance, and promoting
collaboration among stakeholders are key rec-
ommendations to enhance access to biosimi-
lars in Latin America.

By embracing biosimilars and interchange-
ability, Latin American countries can expand
patient access, foster competition, diversify
treatment sources, and enhance the sustain-
ability of their healthcare systems.

INTRODUCTION

Biosimilars are biologics that are highly simi-
lar to approved reference biologics, known as
reference products, with no significant differ-
ences in efficacy, safety, and quality [1]. Biolog-
ics have significantly improved treatment in
several fields, including oncology, rheumatol-
ogy, endocrinology, dermatology, and gastro-
enterology. However, the increasing reliance
on these targeted therapies has led to higher
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healthcare costs, and challenges the sustain-
ability of healthcare systems. Biosimilars serve
as a recognized global strategy to expand patient
access to treatments, promote market competi-
tion, and provide equivalent efficacy and safety
to their reference product at a reduced cost [2].
This is particularly relevant in resource-con-
strained healthcare settings, like Latin America
(LA), given its diverse healthcare challenges and
health disparities.

The uptake of biosimilars in LA has been slow,
although low- and middle-income countries
should benefit the most from a robust biosimilar
market [3, 4]. This can be attributed to limited
understanding and acceptance of biosimilars
among healthcare stakeholders, inconsistent
regulatory environments across countries, and
inadequate pharmacovigilance practices [2].

This paper aims to provide clear information
about the status of biosimilars and the interpre-
tation of interchangeability in LA. It outlines the
challenges that have hindered their adoption
and proposes solutions to address them, intend-
ing to increase the appropriate use of biosimi-
lars to improve access to critical medical treat-
ments in the region. It is important to note that
intended copies are non-innovator biologics
that, unlike biosimilars, lack sufficient evidence

Automatic  This is a legal designation of a
alternative biologic instead of t

substitution of
biosimilars

to demonstrate biosimilarity; these products
may have clinically significant differences from
the reference product [5]. This review will not
cover intended copies; the information provided
is irrelevant to these products. Definitions of the
terms “automatic substitution,” “switching,”
and “interchangeability” can be found in Fig. 1.
Understanding these definitions is crucial for the
clarity of the concepts discussed.

METHODS

Americas Health Foundation (AHF) assembled a
multidisciplinary panel of six biosimilar use and
interchangeability experts from Brazil, Chile,
Colombia, Ecuador, and Mexico.

They met virtually on February 6 and 7, 2024,
to develop guidelines for biosimilarity inter-
changeability in LA. AHF used PubMed, MED-
LINE, and EMBASE to identify scientists, clini-
cians, and policymakers from LA. All the experts
who participated in the meeting are listed as
authors of this manuscript.

Search strategy: AHF researched biosimi-
lar interchangeability in PubMed, MEDLINE,
and EMBASE. "Interchangeability," "regulatory

ractice where the pharmacist dispenses an
e prescribed biologic.

* No prior approval or notification of the prescriber is carried out.

Switching Of * The practice wherein a prescriber decides to change from an reference product

biosimilars

Non-medical

switching

member states.

Biosimilar
interchangeability

biologic to its biosimilar or vice versa or from a biosimilar to a different biosimilar
of the same reference product.

Practice of switching treatment in patients for non-clinical reasons, such as cost.

In the EU, once a biosimilar is approved, it is interchangeable, which means the
biosimilar can be used instead of its reference Froduct (or vice versa) or one
biosimilar can be replaced with another biosimi

Decisions on how to implement interchangeability, either through switching and/or
substitution, are not within the remit of EMA and are managed by individual

ar of the same reference product.

In the US, the regulatory designation of interchangeability allows for automatic
substitution of a biosimilar for its reference product. This implies that a pharmacist
can replace an original biologic with an interchangeable biosimilar without needing
to consult the prescribing healthcare provider first. While there is no nationwide
requirement, the majority of states have passed legislation mandating that the
healthcare provider must be informed about any medication switch.

Fig.1 Definitions related to biosimilar interchangeability. EU European Union, EMA European Medicines Agency, US

United States
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pathways," "pharmacovigilance," and "cost sav-
ings" in combination with "Latin America" and
"biosimilars" were searched with dates ranging
from 01/01/2018 to 12/01/2023. The articles iden-
tified were in English, Portuguese, and Spanish.
AHF prioritized articles from LA.

Based on the literature search, AHF formu-
lated specific questions (Supplementary Material
Table S1) to address barriers restricting LA's access
to biosimilars. Each panel member was assigned
a question and provided a written response based
on the literature review and personal expertise.
The panel reviewed and edited each response
during the two-day conference, engaging in
numerous rounds of discussion until unanimous
agreement. An AHF staff member moderated
the debate. The panel based their recommenda-
tions on the evidence gathered and expert opin-
ion. All authors reviewed and approved the final
manuscript.

This article is based on previously conducted
studies and does not contain any new studies
with human participants or animals performed
by any of the authors.

Biosimilar Regulatory Landscape

Global Overview

The first regulatory pathway for biosimilars was
established in Europe in 2005, and the first bio-
similar was approved in 2006. In the United States
(US), a biosimilar pathway was created in 2010,
and the first biosimilar was approved in 2015 [6].
Biosimilar regulations and guidelines have also
been implemented in LA [3, 7, 8] and many other
countries worldwide [9]. There are substantial var-
iations in biosimilar uptake among countries and
regions. As of 2021, biosimilars represented 10%
of the total biologics pool in Europe [10], with 7%
achieved in the last five years. However, biosimi-
lar uptake in the US and LA has been slower. This
suggests that not all regions have fully realized
their potential [10].

Latin American Overview

LA is a complex emerging market due to vast
diversity in drug regulation, healthcare systems,

and political regimes despite some cultural and
linguistic similarities. However, in recent years,
significant advances in biosimilar regulation
pathways have been made in most LA countries,
which have increased biosimilar uptake [3, 11].
Most countries have adopted regulations based
on World Health Organization (WHO) guide-
lines, which are based on European Medicines
Agency (EMA) regulations. This approach aims
to provide “globally acceptable principles for
the licensing of biological products”(7, 12, 13].
However, lack of awareness and understanding,
non-adherence to regulatory pathways, distinct
market opportunities, issues related to biosimi-
lars’ traceability, and pharmacovigilance defi-
ciencies still hinder the uptake of biosimilars in
the region.

Biosimilar Interchangeability

The European Union and the United States

Interchangeability in biosimilars refers to swap-
ping one medicine for another that is expected
to have the same clinical effect. If a biosimilar
is interchangeable, it can be used in place of its
reference product or vice versa, and one biosimi-
lar can be substituted for another of the same
reference product [14]. In 2022, the EMA and
the Heads of Medicines Agencies (HMA) estab-
lished a clear position on interchangeability,
stating that all European Union (EU)-approved
biosimilars are interchangeable. This statement
aimed to eliminate uncertainty among stake-
holders [14, 15]. EU experts, with over 15 years
of clinical experience in evaluating and moni-
toring the post-marketing safety of various bio-
similars, have developed a deep understanding
of these medicines. They believe approved bio-
similars have demonstrated comparable efficacy,
safety, and immunogenicity to reference prod-
ucts [16]. Interchanging between biologics from
different manufacturers has become common-
place. Therefore, a biosimilar approved in the
EU requires no additional systematic studies to
support its interchangeability [16].

In contrast, the Food and Drug Administra-
tion (FDA) has a unique approach that requires
clinical interchangeability studies to assess
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immunogenicity as a secondary endpoint. This
position is unprecedented among regulatory
bodies worldwide [17]. The FDA'’s guidance on
interchangeability highlights immunogenicity
as a potential concern when switching between
a reference product and its biosimilar multi-
ple times [17, 18]. Therefore, “switching stud-
ies assess whether one product will affect the
immune response to the other, once the switch
occurs, and whether this will result in differ-
ences in immunogenicity or pharmacokinetic
profiles” [17]. These concerns arise from prior
experience switching between biologics and
non-biosimilars; hence, they do not apply to
biosimilar interchangeability [8, 19, 20]. The
American Society of Clinical Oncology released
a statement on interchangeability, stating that
a biosimilar is clinically equivalent to its refer-
ence product. The FDA’s regulatory term, ‘inter-
changeability,” has created confusion regarding
the lack of clinically meaningful differences
between a biosimilar and its reference product;
this further complicates clinician and patient
education and access, as it creates a distinction
between a biosimilar and an interchangeable
biosimilar for regulatory purposes [21].

Latin American Perspective

Regulators in most LA countries have not pro-
vided clear guidance on interchangeability. As a
result, it is often considered a clinical decision
rather than an evidence-based characteristic of
biosimilars and their reference products. This
poses a problem because clinicians must make
case-by-case decisions, which they are not neces-
sarily trained to make, and may not fully con-
sider the available evidence for biosimilars.
Regarding the biosimilar market, Brazil closed
2023 as the second largest public market for
biosimilars, following the EU [22, 23]. The bio-
similar regulatory framework in Brazil is under
review by the National Health Surveillance
Agency (ANVISA) [22, 24, 25]. In the meantime,
a 2018 technical note states that the decision
on interchangeability is left to the physician
and patient. ANVISA acknowledges the need
to address the issue of interchangeability, but
believes that the field is still too immature to
change the current status based on the issue’s

complexity, absence of global consensus, and
differing opinions from the FDA and EMA [25,
26].

Chile and the Dominican Republic only allow
interchangeability with the explicit authori-
zation of the prescribing physician [27]. In
other LA countries, the matter of interchange-
ability is not explicitly addressed in regulatory
frameworks.

Current Evidence on Interchangeability

The risks associated with switching between a
reference product and its biosimilar are very low,
based on available real-world evidence [28-32].
There is no clinically significant difference
between a biosimilar and its reference product
[33], so switching between them or between dif-
ferent biosimilars of the same reference product
is not expected to negatively impact pharma-
cokinetics, immunogenicity, safety, or efficacy
[6].

Systematic reviews support the view that
biosimilars do not pose a higher risk of immu-
nogenicity compared to batch variations of ref-
erence products. Therefore, it is reasonable to
consider biosimilars as interchangeable, barring
conclusive evidence to the contrary [34].

Concordant with current evidence, this panel
endorses the EMA’s position on biosimilar inter-
changeability in LA. According to the EMA, a
biosimilar is considered interchangeable if it
meets one of the following two requirements:

1. Biosimilar is EMA- or HMA-approved.

2. If the biosimilar is not EMA- or HMA-
approved, there is sufficient evidence of bio-
similarity following WHO guidelines.

Of note, data on multiple switches over short
periods are not yet available, and frequent
switches are not conducive to an effective phar-
macovigilance system. Therefore, it is necessary
to regulate the frequency of switching. This
panel proposes that switching from a reference
product to a biosimilar or a different biosimilar
of the same reference product in LA should not
occur more than once a year, based on current
evidence and global best practices (Fig. 2).

A\ Adis



Adv Ther

Benefits of Biosimilars for Latin America

Economic Benefits and Increased Access

Innovation has brought enormous benefits to
population health but has also challenged its
sustainability. These innovative products often
come with high costs, creating an imbalance
between the demand and supply of healthcare
systems. Conversely, biosimilars cost less than
their reference products, resulting in substantial
savings for healthcare systems [3, 4, 7, 35, 36].
Therefore, considering that financing [37] is a
key pillar of healthcare sustainability, biosimi-
lars present an opportunity for efficient resource
allocation. Cost savings from biosimilars can be
particularly beneficial for resource-constrained
healthcare systems in LA, where access to expen-
sive biologics is often limited. Patients can
also benefit economically from biosimilars, as
reduced out-of-pocket expenses make essential
treatments more affordable and accessible [38].
Clear support for biosimilar interchangeability
could enhance access and efficiency, especially if
a clinical management model leads the process.

Financial toxicity is a significant issue in LA
healthcare systems when providing true access
to reference products. This leads to disparities in

Is the biosimilar
approved by the EMA or
HMA?

It is interchangeable

Was the biosimilar
approved through a
regulatory pathway
based on the WHO
guidelines?

It is interchangeable

Itis not
interchangeable

Fig.2 Recommendations for biosimilar interchangeabil-
ity in Latin America. EMA European Medicines Agency,
HMA Heads Medicines Agency, WHO World Health
Organization

cancer survival rates, with a 40% gap between
high- and low-income countries, mainly due to
inequitable access to care and medicines [39].
In LA, cancer is the leading cause of premature
death, with projections indicating a surge of
over 64% in new cancer cases in the region’s
most populous nations [38]. Breast, colorectal,
and lung cancers have the highest costs glob-
ally, primarily because of the emergence of new
treatment technologies. The high cost of new
cancer drugs, with over 90% of those approved
in the US priced above US$20,000 for 12 weeks
of treatment, exacerbates the financial strain
and widens the access gap between private and
public healthcare [40]. Autoimmune diseases
also pose a significant burden in LA. Although
their impact and projection are not as substan-
tial as for cancer, the costs of therapies have
been increasing significantly. The estimated
prevalence of rheumatoid arthritis (RA) in LA
countries ranges from 0.15% (Colombia) to 2.8%
(Mexico). The annual direct cost in Mexico was
estimated at US$3599 per person, while, for
patients with severe RA in Brazil, these costs
were approximately US10,000 [41]. Given the
scenario above, access to biosimilars can be part
of the approach to address this issue.

Market Competition

Biosimilars, and their interchangeability pro-
mote competition in the pharmaceutical mar-
ket, leading to lower prices and improving
affordability for patients and healthcare systems
[42]. This competition incentivizes therapeutic
innovation, driving improvements in treatment
options [43]. Ultimately, patients benefit from
this dynamic with increased access to necessary
therapies.

Multiple Treatment Sources

Biosimilar interchangeability allows the mazr-
ket to have multiple sources of the same bio-
logic [44]. This expansion improves patient
access to essential treatments for various dis-
eases, including cancer, autoimmune disoz-
ders, and chronic inflammatory conditions
[45]. With a wider range of treatment options
available, patients and healthcare providers can

A\ Adis



Adv Ther

customize therapies to individual patient needs,
preferences, and tolerances, ultimately improv-
ing treatment outcomes and quality of life. In
addition, biosimilar interchangeability can
help address medication shortages and supply
chain disruptions [46]. Access to certain medi-
cations in LA can be unpredictable due to dis-
tribution challenges and regulatory constraints
[47]. Biosimilars have the potential to provide a
reliable substitute for reference biologics, thus
mitigating the risk of treatment interruptions
for patients.

Challenges to the uptake of biosimilar and
interchangeability in Latin America.

1. Negative perception of biosimilars and lack
of education

To achieve widespread acceptance of biosimi-
lars, it is necessary to address misconceptions
among healthcare providers, patients, regu-
lators, and government agencies. A survey
of LA rheumatologists revealed significant
knowledge gaps regarding their understand-
ing of biosimilars [48]. Furthermore, recent
studies have shown inconsistent knowl-
edge of biosimilars, notably on their inter-
changeability [3, 4, 6] among stakeholders
[3, 4, 6]. This is despite strong evidence that
interchangeability does not significantly
impact clinical efficacy and safety [18, 43,
49]. Additionally, the nocebo effect, where
adverse effects result from negative expecta-
tions rather than the treatment itself, often
hinders patient acceptance. The effect is sig-
nificant, affecting approximately 12.8% of
patients transitioning from a reference prod-
uct to a biosimilar [9].

In LA, there is a lack of educational efforts by
regulatory agencies. Information about
biosimilars is mainly provided by scientific
societies, the pharmaceutical industry, and
patient organizations.

2. Regulatory uncertainties

Mistrust stemming from regulatory uncertainties
has also contributed to the lack of accept-
ance of biosimilars in LA. While regulation
is essential, it does not guarantee a sustained
biosimilar market. Even in countries with
regulatory frameworks for biosimilars, these
are not always enforced, leading to intended

copies being approved or biosimilars being
evaluated through generics pathways [50].
Thus, unequivocal enforcement of biosimilar
regulatory pathways must ensure adequate
evaluations and reduce uncertainty.

Lack of transparency is also an obstacle to bio-
similar acceptance in LA, as it undermines
public confidence in biosimilars and creates
unnecessary resistance to interchangeability.
Regulatory agencies provide limited informa-
tion about the authorization of commerciali-
zation granted to products. Unlike the FDA
and EMA, most LA authorities do not pro-
vide detailed information about biosimilarity
and the approval process.

Insufficient Biosimilar Traceability
and Pharmacovigilance

Effective pharmacovigilance programs and com-
prehensive risk minimization plans are neces-
sary for monitoring biosimilars. Biosimilars
require the same level of surveillance as refer-
ence products due to potential minor structural
or constituent-related changes. This is even
more critical than with generics because of the
strict temperature regulation, specialized deliv-
ery systems, and the risk of post-translational
changes. Regulatory authorities should strive to
maintain the risk-benefit balance of biosimilars
compared to the reference product and to ensure
that adequate quality standards are met [11].

LA countries lag behind Europe and the US
in establishing effective pharmacovigilance sys-
tems for biosimilars. Insufficient resources often
restrict the implementation of these systems,
leading to under-reporting of adverse events.
Moreover, routine monitoring to assess the
impact of biosimilar use on patients is lacking
[7, 48]. One of the most challenging aspects to
address in the short term is the lack of highly
qualified personnel with postgraduate training
to develop suitable pharmacovigilance systems
[48].

Additionally, traceability is essential for dis-
tinguishing between a biosimilar and its refer-
ence product or another biosimilar. This can
be achieved through various strategies, such as
naming, registered numbers, and batch num-
bers. Regardless of the approach, traceability
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is vital for reporting adverse events that may
occur with both reference and biosimilar prod-
ucts [51].

Recommendations

Understand interchangeability: This panel
recommends that LA regulatory agencies adopt
a default position that considers biosimilars
approved by the EMA or regulations following
WHO guidelines as interchangeable. However,
conclusive evidence to the contrary should be
considered [34]. The designation of interchange-
ability can be supported by current analytical,
functional, and clinical data, and real-world
evidence [34, 52]. Nonetheless, the frequency
of switching between a biosimilar and its refer-
ence product or between biosimilars of the same
reference product should not occur more than
once a year [53].

Education: There is a vast opportunity to
improve knowledge, perception, and utilization
of biosimilars at all levels. Effective communica-
tion and education are crucial in maximizing

the benefits of biosimilar interchangeability in
resource-constrained healthcare settings. Health-
care professionals and patient organizations play
a vital role in educating patients about biosimi-
lars, including their safety, efficacy, and cost-
effectiveness compared to reference biologics
[54]. By providing clear and accurate informa-
tion, healthcare professionals empower patients
to make informed decisions about their treat-
ment options and dispel misconceptions or con-
cerns[55-57] (Fig. 3).

Strengthen biosimilar regulations: We
recommend each country establish a specific
regulatory pathway for biosimilars that differs
from reference products and is independent of
the generics’ pathway. These pathways should
be based on WHO guidelines or the processes
already implemented by the EMA [7]. Inter-
changeability must be addressed within the
regulatory framework. Unequivocal biosimilar
traceability must be ensured, regardless of the
strategy employed.

Enforcement of regulations: Once a suitable
biosimilar regulation is implemented, it must be
enforced. Economic or political arguments are

® Understand the importance of biosimilar pathways that comply with WHO guidelines.

REGULATORS

HEALTHCARE
PROFESSIONALS

HTA BODIES

® Emit clear guidance about interchangeability and educate relevant stakeholders.

Ensure transparency regarding biosimilars and the approval process. Disclose at a
minimum: clinical performance, efficacy, safety, and details on approval process.
Ensure the enforcement of the regulations in place.

Understand the regulatory definition of biosimilars and that they are prescribing
the same quality of treatment as the reference product (not less or more
efficacious or safe).

Understand the interchangeability process in their country.

Communicate and educate the patient on the safety and efficacy of biosimilars.

Understand the regulatory definition of biosimilars and that they are providing the
same quality of treatment as the reference product.

Comprehend the pharmacoeconomic data and benefits of biosimilars in terms of
the cost reduction they provide.

Ensure pharmacovigilance to avoid multiple switches in short periods of time.

Include the characterization of biosimilar value in their value frameworks

Receive and understand the information on the safety and efficacy of biosimilars
and the concept of interchangeability to reduce the nocebo effect and increase
their confidence in biosimilars.

Fig.3 Necessary education on biosimilars according to stakeholders. H7A health technology assessment
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invalid for making exceptions to evaluate and/
or purchase products outside the designated
pathways.

Regulatory Transparency: Relevant informa-
tion on biosimilar development and evaluation
must be publicly available. The European Pub-
lic Assessment Reports from the EMA proved a
suitable model. When regulatory authorities lack
transparency, it creates uncertainty and under-
mines stakeholder confidence in biosimilars.

Pharmacovigilance: Each country’s regula-
tory agencies must establish robust pharma-
covigilance systems for monitoring biosimilars
and their reference products. Postgraduate pro-
grams in pharmacovigilance should be imple-
mented and included in health-related curricula.
The programs implemented in Spain provide an
adequate example to follow.

Stakeholder collaboration: Effective com-
munication of the benefits of biosimilar inter-
changeability relies on collaboration. Payers,
policymakers, patient advocacy organizations,
and pharmaceutical industry representatives
should work together to develop coordinated
strategies and messaging campaigns [58]. By
aligning their efforts and sharing best practices,
stakeholders can amplify their impact and reach
a broader audience with consistent and accurate
messaging about biosimilars’ access and eco-
nomic advantages [59, 60].

CONCLUSIONS

Biosimilars offer great promise for improving
patient access to effective treatments in LA.
Embracing biosimilars can significantly contrib-
ute to the sustainability of healthcare systems,
ensuring that life-saving therapies are accessi-
ble to a larger population. Interchangeability
allows maximum benefits, provided stakehold-
ers understand and accept the process. Through
cost savings, increased competition, and diverse
treatment sources, biosimilars address many of
the challenges of accessing biologics. Effectively
communicating these benefits to stakeholders
requires clear and transparent messaging, col-
laboration, and reliance on real-world evidence.
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