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Biosimilars: patient and physician
acceptability is the fifth hurdle to
market competition
Professor Alan Lyles, ScD, MPH, RPh

Biosimilar products confront novel market authorization
and post-marketing use hurdles. Existing evidence is insufficient to fully address physician and payer acceptability
thresholds.
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I

n this issue of GaBI Journal, Sandorff et
al. [1] investigate payer and physician
views on biosimilars’ interchangeability and discount thresholds in three
Latin American countries. It contributes to our understanding of when physicians and payers may perceive biosimilars to
be sufficiently safe and economically attractive. Their finding that trust in the regulatory
authority is a crucial factor should be considered when investigating interchangeability
and discount thresholds in other nations.

in a pharmaceutical benefits scheme.
Existing evidence is insufficient to meet
governments’, private entities’, patients’
and manufacturers’ needs to understand
safety, interchangeability, cost/value and
acceptability comparisons before and after
marketing authorization. Additional methodological development is required to
assure the rigour and the comparability of
clinical and economic studies of reference
listed products and biosimilars.

Biologicals offer new therapeutic alternatives for many, yet cost threatens their
broad acceptance. Lower-priced biosimilars,
however, may increase the availability of
these therapies. Experience with biosimilars shows that physicians will be reluctant
to prescribe them and patients reticent to
use them if: (i) they lack trust in the science
behind the safety and interchangeability evidence required by regulators, and (ii) the
cost differences between the biosimilar and
the reference listed product is too small.

Cost-effectiveness and value in the marketplace have different meanings in different
national contexts, particularly when the
perspectives from which the analyses are
performed shift. The global marketplace
is granular – findings in one nation (or
state) may only be suggestive in another.
Demonstration of value from a large central government perspective versus that
from a fragmented and predominately
market-based approach result in different
calculations and, subsequently, differential diffusion of products to patients.

Unlike generics competitors who make small
molecule products, biosimilar manufacturers
face hurdles to marketing and use beyond
demonstrating safety, efficacy and quality.
Post-marketing, there is the now familiar
expectation of cost-effectiveness evidence.
Determining the value both of biological
and of biosimilar products is less direct than
it is for small molecule products. Yet this
de facto fourth hurdle determines whether
and to what extent a product is included

Europe has extensive experience with evidence generation for biosimilars, but the
United States has lagged in market authorizations. Healthcare reform in the US
addressed this by including the Biologics
Price Competition and Innovation Act
[2], which set the policy that the sense of
the Senate [is] that a biosimilars pathway
balancing innovation and consumer interests should be established and noted that
such products refer to those which are

highly similar. Implementing this requirement is occurring through a series of guidances [3, 4] on safety standards, biosimilarity
(or interchangeability) and product exclusivity. This pathway has rapidly elicited
a US market response with (65) biosimilar
products either in clinical trials (23) or
that had begun discussions (42) [5] by June
2014. The US Food and Drug Administration
approved the first biosimilar (filgrastimsndz) for marketing on 6 March 2015 [6].
Over the 10-year period 2014−2024, direct
savings in the US attributable to the use of
biosimilars is estimated at US$44.2 billion
[7]. There are strong assumptions in this
and similar estimates offered by others.
Even when biosimilars have established
safety, effectiveness, quality and costeffectiveness, an additional hurdle of clinician and patient acceptability remains.
Results from one nation, however, are
not directly generalizable to others due to
differences in national practice patterns,
extent of public–private involvement in
the healthcare system, payment schemes,
patient values, and regulatory apparatus.
Patients are increasingly important as payers.
Out-of-pocket cost sharing by patients can
be substantial, depending on the social or
private health insurance programmes in
which they are enrolled. Such financial concerns compete with physician, payer and
patient requirements for interchangeability
and product safety. Exclusion of a marketed
product from a pharmaceutical benefit or
inclusion that requires substantial patient
cost sharing may significantly constrain a
product’s use. If patients decline to fill or to
refill a prescription then there is no utilization. In the absence of evidence, speculation
and guesses about patient and physician
preferences are unsystematically weighed
with biosimilars’ potential price discounts.
The main goal of evidence-based decisions
is to avoid such anecdotal approaches.
The opportunity with biologicals and biosimilars is substantial – it is displacing small
molecules in terms of resource investment
and consumption – yet current methodologies and evidence are insufficient.
When Americans began to enroll in the US
managed care plans by the millions, there
was insufficient economic impact evidence
then to guide health plans and payers in

Author for correspondence: Professor Alan Lyles, ScD, MPH, RPh, College of Public Affairs, School of Health and Human Services, School of Public and
International Affairs, US Fulbright Scholar, University of Baltimore, 1420 N Charles St, Baltimore, MD 21201, USA
Submitted: 4 March 2015; Revised: 5 March 2015; Accepted: 9 March 2015; Published online first: 20 March 2015
6 | Volume 4 | 2015 | Issue 1

GaBI Journal
© 2015 Pro Pharma Communications International. All rights reserved

| www.gabi-journal.net

EDITORIAL

Generics and Biosimilars Initiative Journal

Biosimilars for Healthcare Professionals

designing competitive insurance benefits for
pharmaceutical products. Elixhauser et al.
quantified the surge of peer-reviewed economic impact studies to meet that growing
demand in two separate periods pre-dating
and spanning the enrolment experience
(1979−1990 [8] and 1991−1996 [9]).

provide insights for this fifth hurdle in three
Latin American nations.

Though numerous, clinical publications at
the time did not provide strong research
guidance for clinical practice. In the 1980s,
Eddy et al. reported on variations in medical
practice [10] and shortcomings in the quality
of medical evidence for clinical decisions [11].
Subsequent developments have advanced
the science of clinical research, evidence synthesis and guideline development, such as
the Cochrane Collaborative and the Cochrane
Database of Systematic Reviews [12].
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Similarly, we are at an early stage of evidence
development for biosimilars and the need
now is at least as great as it was for information on pharmaceuticals in the previous
generation. Governments, private entities,
physicians, manufacturers and patients require
high quality clinical, regulatory and economic
information to perform their roles effectively.
Decisions about the hurdles for marketing
and diffusion of new products require safety,
efficacy, quality, cost-effectiveness and now
acceptability information. Sandorff et al. [1]
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products, value-added generics, new therapeutic entities’ despite the marketing of
some ‘premium generics’ and that ‘the
success of such products may require
education of prescribers and patients’.
In a Perspective entitled Biosimilars for
prescribers Professor Pekka Kurki reviews
data on physician understanding, hesitation to use and its basis, and suggests that
because the development of biosimilars is
a new concept in drug development physicians prescribing biologicals need more
neutral information on the quality, safety
and efficacy of biosimilars. He suggests that
as part of this educational effort regulators
should distribute already available information. GaBI Journal is clearly in agreement
with the need for education and hope that
the journal is one of the ‘already available’
sources of such information. Education of
all stakeholders is also a goal of the journal
as illustrated by our past and planned educational workshops.

GaBI Journal

A Regulatory paper entitled Health
Canada’s perspective on the clinical development of biosimilars and related scientific and
regulatory challenges, Pen et al. review the
Canadian flexible, case-by-case approach
to biosimilar regulation and discuss the
importance of maintaining consistency
in decision-making when using such an
approach. The scientific and regulatory
issues covered relate to clinical assessments including selection of reference
product, comparative pharmacokinetic/
pharmacodynamic studies, clinical trial
designs, selection of sensitive populations,
and study endpoints, safety, immunogenicity, and extrapolation. It is important
for regulators, especially those like Health
Canada that have successful regulatory
programmes to present their methods for
review and discussion by others.
Finally, in an Abstracted Scientific Content
our editor Dr Bea Perks summarizes an
article by Dr Alex Dodoo on the problems
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faced by developing countries such as
Ghana in providing up-to-date treatments
to cancer patients. In Ghana, unlike the
situation described in Qatar, widely used
generic drugs generate large savings, but
the unavailability of high quality but inexpensive oncology drugs is still a major problem. Dr Dodoo suggests a role for the World
Health Organization in identifying prequalified oncology drugs. The growing disparity
between rich and poor, both nations and
populations, is especially problematic with
respect to access to life-prolonging if not
life-saving medications and solutions must
be found to at least improve this access. We
at GaBI Journal hope to be able to contribute to the dialogue needed to start to find
these solutions.
Professor Philip D Walson, MD
Editor-in-Chief,
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