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Barriers to market uptake of biosimilars in the US
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Background: In the US, a new approval pathway for biosimilars has been established as part of the Affordable Care Act. Biosimilars
are anticipated to increase treatment options and lower the growth in spending on biologicals. How the commercial prospects for
biosimilars will play out in the US is uncertain. From a regulatory, approvals, and market standpoint, Europe is ahead of the US with
respect to biosimilars. Lessons may be drawn from European experience.

Objective: To examine challenges and opportunities with respect to market uptake of biosimilars in the US.

Methods: We reviewed Medline-indexed manuscripts and grey literature published in the past five years on the topics of biosimilar
development and market uptake. The data collected in this review informed the development of two stakeholder surveys for payers
and physicians.

Main Survey Results: Aimost all physicians surveyed believe that if a biosimilar is approved by the US Food and Drug Administration
(FDA), the product will perform similarly to the originator biological with regard to safety and efficacy. Most physicians say they will
likely prescribe biosimilars as soon as they are approved by FDA. Additionally, the majority of physicians feel comfortable switching an
existing patient from the originator biological to a biosimilar. All payer respondents intend to promote biosimilar uptake by differen-
tiating between the originator biological and biosimilar through the use of formulary tiering to steer patients and physicians towards
biosimilars. Most payers said they would recommend therapeutic switching of biosimilars. Seventy-five per cent of payer respondents
expect biosimilars to have a 15-35% price discount.

Discussion: Physicians will display caution when deciding on prescribing biosimilars to existing patients. Payers will look to regula-
tory authority guidance for further support. To maximize cost savings, payers will likely employ formulary management tools, such as
higher cost sharing for originators and lower cost sharing for biosimilars.

To ensure access to and monitoring of post-marketing safety and effectiveness of biosimilars, payers may establish patient registries
through coverage with evidence development arrangements.

The expected price discount of 15-35% for biosimilars is not large. Furthermore, higher rebates on originator biologicals may be used
by manufacturers as a barrier to adopting biosimilars. Therefore, biosimilar manufacturers will likely have to treat biosimilars as any
other branded product. Finally, biosimilars will be subject to competition from new biologicals in the same therapeutic class, including

incremental improvements to existing originators.
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Introduction

In 2013, biologicals — medicinal products made by or derived
from living organisms — comprised an annual global market
of US$170 billion with recombinant insulin, human growth
hormone, erythropoietins, and monoclonal antibodies among
the leading categories of products. IMS Health estimates that
biologicals comprising US$64 billion worth of products will be
off patent in the US and European markets by 2015 [1].

As patents for small-molecule pharmaceuticals expire, generic ver-
sions enter the market at discounted prices. Development of generic
small-molecule drugs has helped to reduce these costs. However,
the development of biosimilars has lagged behind small-molecule
generics. As biologicals begin to go off patent, the opportunities for
expansion of therapeutic alternatives and cost savings will be the
primary drivers of biosimilar development and introduction into
global markets [2]. In contrast to small-molecule drugs, biologicals
are complex, making it impossible to manufacture identical copies;
hence, the use of the term ‘biosimilars’ for ‘generic’ versions of bio-
logicals [1, 3]. Here, we define biosimilars as biologicals approved
through an abbreviated approval process that references an origi-
nator biological in the regulatory submission [4].

The Affordable Care Act establishes an abbreviated licensure
pathway for biosimilars. The Biologics Price Competition and

Innovation Act (BPCIA) of 2009 was folded into the Affordable
Care Act. The BPCIA has analogous objectives for biosimilars as
the Hatch-Waxman Act with respect to small-molecule gener-
ics. Specifically, the BPCIA aligns the pathway for biosimilar
approval with US Food and Drug Administration (FDA) reg-
ulations, which allow developers to include information that
is already known about the originator product [5]. The BPCIA
establishes specific requirements for the development of bio-
similars, see Table 1.

The development of biosimilars is much more challenging than
the development of small-molecule generics, due to the greater
complexity of biological drugs (chemical structure, analytical
characterization) and the complex manufacturing process [0], see
Table 2. And it is because of this inherent complexity that the
production, approval, and uptake of biosimilars follow a different
trajectory than the existing generic drug market, see Table 3.

To date, FDA has received 56 meeting requests for 13 biosimilar
products, and 17 Investigational New Drug applications. However,
it is noteworthy that no biologics licensing applications (BLAs)
have been submitted under the 351(k) biosimilar pathway [7].

The US accounts for most of the global spending on biolog-
wicals, and will therefore be a key driver of long-term biosimilars’
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Table 1: Biologics Price Competition and Innovation Act (BPCIA) requirements

Biosimilars for Healthcare Professionals

Issue Requirements

Establishing biosimilarity

(1) The biological product is highly similar to the reference product, notwithstanding minor differ-
ences in clinically inactive components. This determination is based on data from analytical studies,
animal studies, and a clinical study or studies. (2) No clinically meaningful differences exist between
the biosimilar and the reference product in terms of the safety, purity, and potency of the product.

Interchangeability

(1) The biosimilar can be expected to produce the same clinical result as the reference product in
any given patient. (2) For products that are administered more than once to the patient, switching
between originator and biosimilar products is safe and efficacious.

Mechanism of action

The biosimilar and the reference product have the same mechanism of action for the condition(s)
included in the labelling.

Indications The conditions of use included in the labelling proposed for the biosimilar were included in the
approved label for the reference product.
Route/Dose/Strength The conditions of use included in the labelling proposed for the biosimilar were included in the

approved label for the reference product.

Data exclusivity

12 years of data exclusivity for originator products.

Source: American Pharmacists Association 2011

Table 2: Key differences between biosimilars and small-molecule generics

Area Biosimilars Small-molecule generics

Product Chemical structure The amino acid sequence is the same, but The active ingredient is chemically
there are expected to be slight differences in | identical to the reference product.
terms of protein folding and glycosylation.

Analytical characterization | The final structure cannot be fully defined | Current techniques are available to
based on current analytical techniques; ensure that the active ingredient in the
therefore, the degree of structural similarity | generic drug product is identical to
to the reference product is unknown. the reference product.

Manufacturing | Complexity Very complex; produced in living cells and | Relatively simple, uses organic medic-
involves several stages of purification, pro- | inal chemistry reactions.
duction, and validation of the final product.
Impact of a change in Small changes in process may alter the Likely to be negligible because the end
manufacturing process final structure and function of the protein. | product is identical.
Regulation Legislation approving an | The Biologics Price Competition and Innova- | Hatch-Waxman Act allows generics to
abbreviated pathway tion Act of 2009 establishes a framework for | be approved through an abbreviated
an abbreviated approval pathway for biosim- | new drug application (ANDA).
ilars, guidance yet to be released by FDA.

Source: Zelenetz 2011; FDA website

Production process

Table 3: Potential sources of variability in the production of biologicals

Opportunities for variability

Cloning DNA sequence into vector (a longer
used to insert the desired DNA into a cell)

segment of DNA

Possibly different gene sequence; probably different vector

Transfer into host cell for protein expression

Different cell line and expression system

Cell expansion

Different cell line, growth media, and method of expansion

Cell production in bioreactors

Different cell line, growth media, bioreactor conditions

Recovery through filtration or centrifugation

Different operating conditions

Purification through chromatography

Different binding and elution conditions

Characterization and stability of purified bulk drug

Different methods, reagent, and reference standards

Source: American Pharmacists Association 2011
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market potential [8]. At present, however, Europe leads the way
from a regulatory, approvals, and market uptake standpoint.
A European Medicines Agency (EMA) pathway for biosimilar
approvals has been in place since 2006. The European experi-
ence may offer lessons for how the future will unfold in the
US. To date, there are 17 approved biosimilars in the EU, cor-
responding to five reference products, see Table 4.

Healthcare budget cuts and the accumulation of evidence on the
relative safety of approved biosimilars are contributing to more
prescribing of biosimilars [1, 3]. In 2010, biosimilars’ overall market
share in Europe was 15% and is projected to be over 20% by
the end of 2013 [9]. Further, the introduction of biosimilars has
resulted in substantial cost savings in Europe. Estimates predict that
between 2007 and 2020 the use of biosimilars will result in an over-
all savings of between Euros 11.8 and Euros 33.4 billion, with cost
reductions concentrated in France, Germany, and the UK [10, 11].

How the commercial prospects for biosimilars will play out in the
US is uncertain. Market uptake will initially depend on regulatory
policies, including the smoothing out of issues concerning the
FDA'’s regulatory pathway. The key to expediting a shift to bio-
similars is establishing interchangeability. In the case of generic
drugs, once a product receives an AB rating from FDA — implying
that it is bioequivalent to its reference product — a pharmacist is
allowed to automatically substitute the generic for the brand-
name drug without physician approval, subject to state laws.
In order for a biological to be declared interchangeable with its
originator or reference product, the manufacturer must show that
the product is not only biosimilar, but that it can be expected to
produce the same clinical result as the reference product in any
given patient [0]. At the payer level, formulary management will

have a substantial impact on biosimilar adoption. Once market-
ing authorization is granted to biosimilars, payer pressure will
likely drive market uptake because of the lower costs of bio-
similars. At the biosimilar manufacturer level, commercialization
support, including physician education and patient co-payment
assistance, will drive adoption. Additionally, originator manu-
facturers will continue to lobby at the state level to make auto-
matic substitution by pharmacists of branded biologicals more
cumbersome. Finally, market uptake will depend on the relative
influence of prescribing physicians, and the degree to which
patients express a preference for biosimilar over originators.

Between 2006 and 2012 biosimilar sales have nearly doubled
from US$6.4 billion to US$12.4 billion [12]. Nevertheless, the mar-
ket uptake of biosimilars is not occurring at the predicted rates.
For example, within two years of launch, biosimilar versions of
erythropoetins gained 37% of the market share in Europe. Com-
pare this with a typical generic drug, which in the US accounts
for 90% of market share within one year of entry [5].

There are multiple reasons for the slower than expected uptake
in Europe, including the lack of automatic substitution of bio-
similars for originator products, and the fact that many doctors
and patients are reluctant to switch or substitute, given their lack
of familiarity with biosimilars [13]. Furthermore, large differences
exist and persist in biosimilar penetration between various
European markets, with Germany, the UK, and Italy leading the
way. Germany’s comparatively high uptake may be explained
in part by establishment of a quota system, in which specialists
must prescribe new patients a certain percentage of biosimilars
relative to biologicals. Also, reference pricing, or reimbursement
limits calculated per therapeutic class, above which consumers

Table 4: Biosimilars approved for use in Europe

Trade name Active substance | Reference product | Decision date Owner of trade name
Omnitrope somatropin Humatrope April 2006 Sandoz

Valtropin somatropin Humatrope April 2006 BioPartners GmbH
Epoetin alfa Hexal epoetin alfa Eprex August 2007 Hexal

Binocrit epoetin alfa Eprex August 2007 Sandoz

Abseamed epoetin alfa Eprex August 2007 Putter Medice Arzneimittel GmbH & Co
Silapro epoetin zeta Eprex December 2007 Stada Arzneimittel
Retacrit epoetin zeta Eprex December 2007 Hospira

Tevagrastim filgrastim Neupogen September 2008 Teva Generics GmbH
Ratiograstim filgrastim Neupogen September 2008 Ratiopharm

Filgrastim Ratiopharm | filgrastim Neupogen September 2008 Ratiopharm
Biograstim filgrastim Neupogen September 2008 CT Arzneimittel GmbH
Zarzio filgrastim Neupogen February 2009 Sandoz

Filgrastim Hexal filgrastim Neupogen February 2009 Hexal

Nivestim filgrastim Neupogen June 2010 Hospira

Remsima Infliximab Remicade June 2013 Celltrion

Inflectra Infliximab Remicade September 2013 Hospira

Ovaleap follitropin alfa Gonal-F September 2013 Teva Generics GmbH
Source: European Medicines Agency
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must pay a surcharge, has played a role in supporting growth
of biosimilar sales. Despite suboptimal market uptake thus far,
there is evidence of positive financial impact of biosimilar use
in Europe. Projections estimate the use of biosimilars in Europe
to result in an overall savings of between Euros 11.8 billion and
Euros 33.4 billion between 2007 and 2020, with the largest sav-
ings in the UK, France and Germany [10].

In this paper, we examine challenges and opportunities with
respect to market uptake of biosimilars in the US, from the per-
spectives of payers and physicians. Section II describes the meth-
ods we used to conduct our study. Section III reports the study’s
findings. Section IV discusses policy implications related to the
study’s main findings.

Methods

In order to examine challenges and opportunities with respect
to market uptake of biosimilars, we first conducted a review of
Medline-indexed publications using the terms ‘biosimilar’ and ‘bio-
logic’. The search was limited to the past five years (2008 to pres-
ent), and only included items with abstracts, written in English.
Twenty-one publications were selected (from a total of 50 that were
sourced) for full-text review based on the relevance to the research
question and their usefulness in informing the development of the
physician and payer surveys. In addition, similar searches were
conducted using Internet search engines to identify non-Medline-
indexed articles, such as grey literature sources and white papers.

Following our literature review, we developed two stakeholder
surveys. For each stakeholder, a distinct web-based survey instru-
ment was developed, targeting specific topics of specific rele-
vance for the stakeholder in question, as outlined in Table 5. We
used case studies to elicit attitudes towards specific biologicals
likely to be the first biosimilars available, see Table 6. The specific
compounds for the case studies were selected by identifying

Biosimilars for Healthcare Professionals

biologicals that: (1) had patent expiration dates in the next two
to 10 years; (2) comprised a large portion of global pharmaceuti-
cal sales; and (3) represented a diversity of indications.

Payers were selected as a key stakeholder because they are
anticipated to be a driving force behind biosimilar adoption.
Biosimilars will likely offer price discounts of between 15% and
35% compared with the originator products [14]. In turn, compe-
tition will drive down prices of originator products.

We selected 36 payers from the Tufts CSDD (Center for the
Study of Drug Development) database of contacts from pre-
vious surveys. Furthermore, we conducted a Medline/Scopus
search to identify payers who had written on or were familiar
with biosimilars. Note, relative to the universe of payers there
are comparatively few who are familiar with biosimilars. Eight
responded (24% response rate). Payer respondents represent
eight of the top 25 in terms of numbers of covered lives.

Physicians were selected as the second key stakeholder group due
to their direct involvement in the prescribing of pharmaceuticals.
Generally, physicians are relatively conservative prescribers, and
slow to adopt new technologies. Also, most physicians in the US
are unfamiliar with biosimilars. We therefore conducted a Medline/
Scopus search to identify 42 physicians who had written on or
were familiar with biosimilars. Fourteen responded with completed
questionnaires (33% response rate). The respondents were special-
ized in nephrology, oncology, dermatology, or rheumatology.

The surveys were designed to be qualitative in nature, specifically
looking to capture attitudinal data through the use of Likert scales.
From our literature review, we determined that many physicians
and payers are unaware of biosimilars. Our goal was to identify
barriers to prescribing and uptake that exist among those who are
aware of biosimilars. Hence, our ‘selection bias’ is intentional.

Table 5: Main survey topics for stakeholder surveys

Stakeholder group | Survey topics

Payers i. Current reimbursement policies vis-a-vis five high-profile biologicals representative of five therapeutic classes

ii. Estimates of cost savings of biosimilar products relative to originators

iii. Incentives payers intend to give to patient and providers

Physicians i. Familiarity with biosimilars

ii. Opinion on safety and efficacy of biosimilars, by therapeutic class

iii. Projected willingness to switch patient from originator to biosimilar products

Table 6: Case study biologicals

Originator biological Therapeutic class Indication(s) US patent expiration Biosimilar
Genotropin (somatropin) Human growth hormone Growth failure August 2013 Omnitrope
Herceptin (trastuzumab) Anti-HER2 Breast Cancer June 2019 NA
Aranesp (darbepoetin alfa) Erythropoietin Renal anaemia May 2015 NA
Humalog (insulin lispro) Insulin Diabetes June 2014 NA
Remicade (infliximab) TNF inhibitor Rheumatoid arthritis, September 2018 NA

Ulcerative colitis,

Crohn’s disease

NA: Not applicable.
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Findings

Literature review

We identified merely a handful of US-based research articles
collecting views of payers and physicians on biosimilar uptake.
The most robust was a study conducted at the 2011 National
Comprehensive Cancer Network Annual meeting. The 4-ques-
tion survey was made available to attendees at the conference.
In this survey, researchers focused on four broad categories: (1)
familiarity with biosimilar legislation; (2) interest in prescribing,
dispensing and administering biosimilars; (3) importance of var-
ious types of information; and (4) anticipated use of biosimilar
products for specific classes of biologicals [15].

Two hundred and seventy-seven conference attendees responded
to the survey (response rate of less than 5%). Most respondents
were physicians (n = 129), followed by nurses (n = 71), phar-
macists (n = 38), and other types of clinicians (n = 39). Overall,
36% of respondents indicated they were not at all familiar with
biosimilars and the recent legislation to establish an approval
pathway. Despite a lack of familiarity with biosimilars, a major-
ity of respondents expressed high (27%) or moderate (35%)
interest in prescribing, dispensing or administering biosimilars
in their practice settings. Of the types of information listed in
the survey, a majority of respondents listed them all as ‘very
important’ to their decision-making process, the one exception
being ‘colleague and expert opinion’, see Figure 1.

Responses to the question, ‘As more information on biosimilars
becomes available, how important are the following types of infor-
mation in helping you decide to use biosimilar products? [15].

Irrespective of the type of biological reference product, a major-
ity of respondents indicated they ‘would require review and
discussion’ before using an FDA-approved biosimilar. This
finding contradicted the researchers’ hypothesis that biosimilar
agents for supportive care indications would be more readily
used than those indicated for the active treatment of cancer. This
suggests a deeper level of inquiry is needed to fully understand
physician decision making with regard to biosimilars [15].

Dranitsaris et al. highlight cost savings as the main driver for
uptake of biosimilars from the payer perspective [4]. However,
the paper states that physicians are unlikely to prioritize cost
savings over patient preferences and outcomes. Some of the

Figure 1: Considerations informing biosimilar use

Colleague and expert opinion
Payer decisions and requirements
Acquisition cost differences

Guideline and compendia inclusion

Studies that directly compare clinical end points
betweeen originator and biosimilars

Studies that show pharmacokinetic similarities betweeen
originators and biosimilars

Studies that show chemical/physical similarities
betweeen originators and biosimilars

m Very important

® Somewhat important

= Not important

specific challenges Dranitsaris et al. identified that manufacturers
may face following FDA approval include the implementation
of pharmacovigilance programmes, patient and physician accep-
tance, commercial scale-up, intensity of competition, and level
of price erosion. This list of challenges acknowledged by Dran-
itsaris suggests the complexity of both the emerging biosimilar
market and the multiple stakeholder groups that need to be con-
sidered — not only payers and physicians, but also manufacturers
and patients.

A research firm examined payer attitudes toward biosimilars,
specifically looking at cost discounting expectations [16]. Find-
ings suggest that payers in a managed care network expect a
10% to 20% discount from the branded price. But, payers stated
that if they were going to institute a mandatory policy of switch-
ing existing patients from the branded product to a biosimilar,
they would require a 40% cost savings. In addition to providing
valuable insights into cost expectations of payers, this survey
pointed to trends in payer attitudes. For example, in September
2008, 50% of payers said that an ‘official equivalency designation’
rating for biosimilars was ‘absolutely necessary’ in order to incor-
porate biosimilars into coverage plans. However, in November
2011, only 33% said this designation was absolutely necessary.

Several sources identified in the literature review provided
revealing quotes from payers on their attitudes towards biosimi-
lar market uptake, see Table 7 [17-19].

Results from a recent pan-European survey [20, 21] suggest
physicians have limited knowledge of biosimilars. Fifty-four
per cent claimed to have a basic understanding. However, 24%
could not define or had not heard of biosimilars before. Addi-
tionally, only 22% considered themselves very familiar. Like-
wise, another recent survey [22] also indicated a low level of
awareness among specialist physicians. To illustrate, only 8% of
rheumatologists surveyed knew that there were biosimilars in
the development pipeline for rheumatoid arthritis.

The published literature summarizing European surveys of phy-
sicians identifies challenges and opportunities for biosimilar
market uptake in the US [23]. Challenges include lack of famil-
iarity and uncertainty by key stakeholders, opposition by brand
(originator) biological developers, and preemptive legislation
being passed by states. The main chal-
lenge for biosimilars extends beyond
obtaining approval by FDA through the
abbreviated approval pathway. FDA
approval is a necessary but insufficient
condition. Biosimilars will also need to
gain market access and market share rel-
ative to originator products. At the same
time, biosimilars present opportunities
to payers and physicians, including cost
containment and increased availability of
therapeutic options. In order to assess
the attitudes of payers and physicians
in the US we designed surveys. The sur-
veys will help identify challenges and
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Table 7: Payer statements on biosimilars

Quote/Source

‘The payers are saying, even with the approval from the
FDA, if the money isn’t there, we're not going to push to
have our patients transition over to biosimilars in the same
way that you saw with generics,’

— Douglas B. Neely, Oncology Market Senior Director at
Xcenda LLC [17].

‘If a biosimilar were FDA approved, I don’t see why we
would treat it any differently than we do a traditional
generic. I would expect we would provide a favorable for-
mulary position relative to the original drug, and do what
we could to incentivize use of the biosimilar, commensurate
with the degree of cost savings,’

— Michael Sherman, Senior Vice President and Chief Medical
Officer at Harvard Pilgrim [18].

‘We expect biosimilars will be 10-25% cheaper than their
corresponding original agents,’

— Atheer Kadis, Senior Vice President of Diplomat Specialty
Pharmacy [19].

Survey results

Physicians

Almost all physicians surveyed believe that if a biosimilar is
approved by FDA the product will perform similarly to the origi-
nator biological with regard to safety and efficacy. Most (70%)
physicians say they are likely to prescribe biosimilars to a new
patient, given the current state of regulations and knowledge
with respect to biosimilars, see Figure 2. The majority of
physicians also feel comfortable switching an existing patient
from the originator biological to a biosimilar, see Figure 3.

Figure 2: Prescribing biosimilars to treatment-naive patients

o . N W A o o N

g
| would not prescribe
this to my new patient

Figure 3: Switching an existing patient

[ Not Likely

Not Likely Somewhat Likely Very Likely

[l Somewhat Likely

Very Likely
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Physicians were asked: Assuming similar efficacy and safety, how
likely would you be to prescribe a biosimilar to a new patient
who has not been previously treated for their condition?

Physicians were asked: How likely they would be to switch an
existing patient from the originator to a biosimilar?

FDA may soon classify a biosimilar as ‘interchangeable’ with the
originator. In addition to demonstrating biosimilarity, a manu-
facturer must show that the proposed interchangeable product
is expected to produce the same clinical results in terms of
safety and efficacy as the originator, see Figure 4.

Physicians were asked: If an interchangeable biosimilar were
available for the originator you normally would prescribe, how
likely would you be to prescribe this product to new patients?

From our survey it appears that efficacy and safety are the
two most important considerations that influence a physician’s
decision to prescribe a biosimilar. Out-of-pocket costs to
patients, price of treatment, and immunogenicity have less
influence on a physician’s decision. Fifty per cent of physician
respondents consider it ‘very important’ that there be proven
chemical and pharmacokinetic similarities between originators
and biosimilars. Roughly, half of respondents considered payer
and cost considerations ‘very important’.

Almost all physicians are in favour of implementing coverage
with evidence development programmes as a way to assess
post-marketing safety and effectiveness while ensuring (new)
patient access to biosimilars: prescribing and coverage of a
biosimilar following FDA approval, provided patients enroll in
post-approval clinical trials to assess real-world effectiveness
and safety.

Figure 4: Interchangeable products for new patients

B Not Likely
[l Somewhat Likely

O Very Likely

Figure 5: Likelihood of biosimilar inclusion on formulary

Not Likely
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Payers

All but one payer intended to include biosimilars on their formu-
lary, see Figure 5. In addition, all payers intended to promote use
of biosimilars by differentiating between the originator biological
and biosimilar through the use of co-payment or co-insurance
tiering to steer patients and physicians towards biosimilars.
Notably, half of payer respondents would include European evi-
dence as evidence supporting formulary decisions.

All payers would recommend biosimilars to new patients. Several
would require that new patients take biosimilars first. All would
promote biosimilar prescribing, and all would steer patients
towards biosimilars through the use of formulary management
tools. All payers anticipated switching of patients from originator
to biosimilar within one year of launch of biosimilar. Payers are
more comfortable with interchangeability designation for older
products, such as erythropoetins.

It is notable that half of payer respondents were reluctant to
institute the practice of automatic substitution of biosimilars for
originators. Most payers would recommend use of a biosimilar
to treat a condition for which it is not specifically approved, but
for which the originator has a labelled indication.

Payers were asked: Once approved by FDA, what is the likeli-
hood that you would include biosimilars on your formulary?

Safety and efficacy were the most important factors when consid-
ering adoption of biosimilars on formularies. Cost-effectiveness
and out-of-pocket costs to patients were the least important
considerations.

Seventy-five per cent of payer respondents said they would rec-
ommend therapeutic switching of biosimilars, see Figure 6. All
payer respondents declared there would be automatic therapeu-
tic switching of biosimilars across all therapeutic classes at some
point in the near future. And, a majority of payers supported
extrapolating the use of a biosimilar to an indication for which
it is not approved, but for which the originator biological has a
labelled indication. The older the class of biologicals, the more
readily payers appeared to support extrapolating use of a bio-
similar for an indication for which it is not approved.

Payers were asked: How likely would you be to recommend the
biosimilar to existing patients, i.e. switching?

Figure 6: Likelihood of recommending switch for existing patients

[0 Somewhat Likely

[ Very Likely
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Figure 7: Recommending biosimilars for unapproved uses
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Next, we asked payers whether they would recommend use of
a biosimilar to treat a condition for which it is not specifically
approved, but for which the originator has a labelled indica-
tion. This implies extrapolating the use of a biosimilar to an
indication for which clinical trial data have not been submitted
for FDA approval, but for which the originator is approved, see
Figure 7. The majority recommended biosimilars for unlabelled
uses.

Almost all payers anticipated that growth hormone products
would be eligible for therapeutic switching first, followed by
insulins, and then erythropoiesis stimulating proteins, while
tumour necrosis factor-o blockers and human epidermal growth
factor receptor (HER2) inhibitors would be switched last. This is
consistent with the level of comfort with the interchangeability
designation, with most feeling comfortable with an interchange-
ability designation for insulins and growth hormone products,
but only two feeling comfortable with tumour necrosis factor-o
blockers and human epidermal growth factor receptor (HER2)
inhibitors.

Seventy-five per cent of payer respondents expect biosimilars
to have a 15-35% price discount. The remainder of respon-
dents thinks a larger discount is likely. The highest discount
is expected for growth hormone products, and the lowest for
HER?2 inhibitor products.

Discussion

In sum, for both payers and physicians, the most important
considerations were safety and efficacy, followed by out-of-
pocket cost to patients, immunogenicity, and price of treat-
ment. Both physician and payer respondents would distinguish
between treatment-naive patients and those who are already
on an originator biological. They cited risk for patients already
benefitting from originator therapy. As a result, physicians and
payers feel more comfortable prescribing a biosimilar for treat-
ment-naive patients rather than switching from an originator
product.

Market uptake will depend on regulatory policies, includ-
ing the smoothing out of issues concerning FDA’s regulatory
pathway [24]. At the payer level, formulary management will
have a major impact on biosimilar adoption. At the biosimilar
manufacturer level, commercialization support — including phy-
sician education and patient co-payment assistance — will drive
adoption. Finally, market update will depend on the relative
influence of prescribing physicians, and the degree to which
patients express a preference for biosimilar over originator
products [25].
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Physicians and payers will play a key role with respect to uptake
of biosimilars. Physicians and payers will likely display caution
when deciding on prescribing biosimilars to existing patients,
i.e. switching. They will look to regulatory authority guidance for
further support. Specifically, there needs to be more regulatory
clarity on interchangeability. Recently published FDA guidance
on biosimilars is expected to clarify the kind of clinical pharma-
cology data necessary to demonstrate interchangeability.

Interchangeability will be a key driver of biosimilar utilization,
and serve as the basis for state pharmacy substitution laws.
To maximize cost savings, payers will likely employ formulary
management tools, such as higher cost-share tiering for origina-
tor products and lower cost sharing for biosimilars.

The expected price discount for biosimilars is not large. Further-
more, higher rebates on originator biologicals may be used by
manufacturers as a barrier to adopting biosimilars. Such rebates
will likely minimize the cost differential between biosimilars and
originators. Therefore, biosimilar manufacturers will likely have
to treat them as any other branded product. Furthermore, initially
biosimilars will likely compete as non-interchangeable therapeutic
alternatives. Finally, biosimilars will be subject to dynamic competi-
tion from new biologicals in the same therapeutic class — including
incremental improvements to existing originator products [20].

To ensure access to and monitoring of post-marketing safety
and effectiveness of biosimilars, payers may wish to establish
patient registries through coverage with evidence development
arrangements.
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