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Biosimilars: achieving long-term
savings and competitive markets
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Payers need to think strategically in medium/long term to maximize benefits
from biosimilars. Concerns about biosimilars’ interchangeability/substitution
(with their reference product) and uncertainty about outcomes act as barriers
for their uptake. This paper recommends a policy which provides: (1) incentives
for budget holders to use safe and effective lower-cost products; (2) market
support to collect real world outcomes evidence to increase prescribers’ con-

fidence in biosimilars.
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Introduction

As biosimilars begin to increase their share
in the market, it is critical for payers to
adopt strategic approaches to: (1) ensure
a competitive and sustainable biosimilars
market; (2) achieve value for money from
their use. Here we propose a strategic
approach we think could achieve both
goals. This commentary is based on recent
research published by the authors [1].
Another recent report asserts that ‘a func-
tioning competitive (biosimilars) market is
therefore needed to deliver sustainability
for payers, physicians and manufacturers
alike’ [2], which is complementary to our
proposal.

Payer savings at stake

Over the past several years, biologicals have
gained significant traction in the pharma-
ceutical industry, representing more than
US$150 billion in global sales in 2013. By
2020 they are predicted to generate US$290
billion in revenue and comprise 27% of the
pharmaceutical market [3]. Forty-eight per
cent of biologicals sales come from 11 bio-
logicals that face loss of exclusivity over the
next seven years [3]. This, along with the
increasing worldwide focus on improving
healthcare access and the cost of care, pres-
ents an attractive opportunity for biosimilars
manufacturers and third-party payers. How-
ever, necessary incentives need to be put in
place to reap the benefits from biosimilars
in the medium and long term.

Aitken shows a range of estimates of
biosimilar savings potential in the EU5

and the US, for eight key products in
2015-2020 [2]. A key driver of these
savings will be the level of price discount
offered by biosimilars; for a 40% discount,
savings can be nearly Euros 100 billion.
With a 20% discount, savings are halved.
Biosimilar medicines have the potential to
enter markets by 2020 for a number of key
biologicals. Aitken notes ‘the extent of the
actual savings realized — where payers end
up on this spectrum — is dependent on
policy development and implementation
across all stakeholders in the health-
care system’ [2]. He also shows the great
disparities on current biosimilars price
discounts across countries and molecules;
from a maximum 55% price discount in
Germany for epoetin, to a small (1%) price
increase in Spain for granulocyte colony-
stimulating factors (G-CSFs). Different
pricing and reimbursement methods apply
differently across therapy areas and coun-
tries [1]. However, across the European
Union, the use of erythropoietins (EPOs),
G-CSFs and human growth hormone
(HGH) have all increased following the
launch of biosimilar versions [2].

Recent developments in the US and
Europe

The US Food and Drug Administration
(FDA) approved in April 2016 a second bio-
similar product — Inflectra (Infliximab-dyyb),
a biosimilar to Remicade (infliximab) — and
expects to approve other biosimilars in the
future. FDA has approved Inflectra for the
same indicationsas Remicade, i.e. ankylosing

spondylitis, Crohn’s disease, paediatric
Crohn’s disease, psoriasis, psoriatic arthritis,
rheumatoid arthritis and ulcerative colitis.
Inflectra is the first biosimilar monoclo-
nal antibody (mAb) medication to receive
approval in the US. It is manufactured by
the Korean firm Celltrion and will be mar-
keted and sold by Pfizer [4]. FDA has also
designated a placeholder non-proprietary
name for Inflectra — infliximab-dyyb, as it
did for the first biosimilar approved in the
US in March 2015, Zarxio (filgrastim-sndz;
reference product Neupogen [filgrastim)).
The agency has, however, made it clear
that it has not yet made a final decision on
whether biosimilars will receive the same
International Nonproprietary Name (INN)
as their reference biologicals or unique
names [5].

It has been argued it may be years before
Inflectra reaches US pharmacies — for two
main reasons: (1) patent litigation; (2) res-
ervations due to a lack of clarity around
‘interchangeability’ [4, 6].

On (1), the Biologics Price Competition
and Innovation Act (BPCI Act), which was
part of the Patient Protection and Afford-
able Care Act signed by President Barack
Obama in March 2010, created a process
by which FDA could approve products
considered biosimilar — and included a
procedure known as the ‘patent dance’
whereby once the application for approval
has been submitted to FDA, a negotiation
takes place between the biosimilar spon-
sor and the reference product sponsor.
The biosimilar sponsor provides their
application and relevant information about
manufacturing, and the reference product
sponsor then can respond with any patent
or other concerns [4]. As shown in the two
cases to date, this can delay the introduc-
tion of the biosimilar.

On (2), there seems to be some confusion
around the ‘interchangeability’ issue [6]
although the drug’s sponsor neither sought
interchangeability designation, nor was
it approved as being interchangeable [4].
Without that designation, pharmacies cannot
substitute the biosimilar in a prescription
written for the original drug. But insurers
could give the biosimilar agent a preferred
position in their formularies and refuse to
cover the full cost of the original product [4].
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In Europe, the second biosimilar anti-
tumour necrosis factor (TNF) was approved
by the European Medicines Agency (EMA)
on 14 January 2016: Benepali (SB4) with
reference medicine Enbrel (etanercept).
Benepali is produced by Samsung Bioepis,
which is a joint venture between South
Korean electronics giant Samsung and
biotechnology company Biogen [7]. EMA
had already approved in 2013 two inflix-
imab biosimilars produced by Celltrion
(Remsima and Inflectra; reference product
Remicade) which are in fact the same mAb.
Celltrion markets Remsima and Hospira
markets Inflectra. Pfizer acquired Hospira
in September 2015, and thus it currently
markets Inflectra. EMA Committee for
Medicinal Products for Human Use (CHMP)
announced on 1 April 2016 that it had rec-
ommended granting the marketing authori-
zation for the second biosimilar infliximab
product — reference product is Remicade.
The biosimilar infliximab, which will be
called Flixabi (SB2), is also produced by
Samsung Bioepis.

Biosimilars are not generics

Economic theory suggests five reasons for
why we should not expect similar levels of
price discounting for biosimilars in com-
parison with chemical generics [1]. First,
the investment needed to develop and
market a biosimilar is considerably higher
than the US$1 million to US$5 million
that is required to enter the generics
market. It takes seven to eight years to
develop a biosimilar, at a cost of between
US$100 million and US$250 million [8].
Second, the complexity of mAbs makes
their development and manufacturing
costs much higher compared to the non-
mADb biosimilars — many blockbuster mAbs
are approaching their patent expiration
date and biosimilar competition from new
entrants is expected [9].

Third, there is no (automatic) interchange-
ability (or substitution at pharmacy level) of
the biosimilar with the reference product.
The only exception is France although
only for a patient beginning a course of
treatment; substitution cannot be made
partway through a course. For instance,
the American College of Rheumatology
(ACR) issued a statement on biosimilars in
2015, indicating the ACR ‘does not endorse
switching stable patients to a different
medication (including a biosimilar) of the
same class for cost saving reasons without
advance express consent from the pre-
scribing provider and knowledge of the
patient’ [10]. This means manufacturers need
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to communicate with prescribers for reas-
surance and promotion of brand name.
Originators have established relationships
with prescribers. Substantial investment is
required by biosimilar-only manufacturers
to replicate such relationships. Fourth, post-
launch studies may be necessary to address
concerns about comparability, which raises
entry costs. And fifth, given these entry
costs, there will be fewer biosimilar entrants
and hence less price competition [11-13].

Extrapolation

EMA states that ‘if biosimilarity has been
demonstrated in one indication, extrapola-
tion to other indications of the reference
product could be acceptable with appro-
priate scientific justification’ [14]. The issue
of extrapolation is a topic of great inter-
est. EMA has backed up its position with
evidence from post-marketing authoriza-
tion [15]. In the US, FDA approved Inflec-
tra for the same indications as Remicade.
In Europe, Benepali was approved for all
the adult indications for which Enbrel is
approved, namely rheumatoid arthritis,
axial spondyloarthritis, psoriatic arthritis
and plaque psoriasis. However, unlike
Enbrel, Benepali is not approved for juvenile
idiopathic arthritis or paediatric plaque
psoriasis. This is due to Benepali only
being available in presentations (single-
use pre-filled syringe and pre-filled pen)
that contain 50 mg etanercept per dose [8].

Strategic options

Broadly speaking, there can be two types
of economic regulation for biosimilars
(and indeed for health technologies):
controlling prices or supporting market
forces. The former includes direct price
interventions such as reference pricing
or tendering, while the latter relates to
market support such as investing in infra-
structure for measuring and monitoring
outcomes, facilitating pharmacovigilance
and collecting real world evidence. These
can increase prescribers’ confidence in
biosimilars. In addition, incentives directed
towards the ‘demand’ side will be impor-
tant. These include options targeting
pharmacists (such as allowing, or not,
substitution between the reference prod-
uct and the biosimilar, and between
biosimilars) and prescribers (such as pre-
scribing quotas).

To maximize the benefits from biosimilars,
we recommend a policy which provides:
1. Incentives for budget holders to use

lower-cost products when these are
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safe and effective, and so provide better
value for money.

2. Market support, collecting real world
outcomes evidence, creating greater
willingness on the part of budget hold-
ers and clinicians to seek value for
money by using biosimilars and origi-
nator products interchangeably. More-
over, there might be greater uncertainty
and reluctance (increasing entry barri-
ers) to prescribe biosimilars for those
extrapolated indications. There is likely
to be a greater need for post-launch
observational data for such indications.

These options can enable policymakers
to take a more strategic approach, which
would provide and incentivize the collec-
tion and use of high quality outcomes data.
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