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Transactions in the Biosimilars Industry: Similar But Not the Same
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A. Introduction
he emerging biosimilars market presents a tremendous commercial opportunity, projected by some
industry commentators to be worth approximately
$20 billion by 2020. As expected, generic manufacturers, pharmaceutical companies, and biotechnology
companies are vying for a piece of this lucrative pie. But
so are contract manufacturing organizations (CMOs)
and contract clinical research organizations (CROs),
which are well-positioned to contribute to biosimilar
product development efforts, given their expertise in
manufacturing and clinical development, which are
critical for bringing biosimilar products to market. Additionally, other companies without a prior significant
life sciences presence, but with deep pockets and a
need to diversify their business, have been attracted to
explore biosimilar product development. The biosimilars market has already spurred alliances between a variety of different types of companies entering this market to meet their unique goals.

T

Stephen Dang and Lee Baker are associates,
and Judith Hasko is a partner, in the Life Sciences Practice of Latham & Watkins LLP in
Menlo Park, Calif.

COPYRIGHT 姝 2012 BY THE BUREAU OF NATIONAL AFFAIRS, INC.

B. The Biosimilars Market: Opportunities and
Challenges
The U.S. biosimilars market is uncharted territory.
To date, no biosimilar product in the United States has
been approved. In Europe, a handful of biosimilar products have been approved, including biosimilar forms of
Epogen (erythropoietin), Neupogen (granulocyte
colony-stimulating factor), and human growth hormone. As patents and market exclusivity expire for innovator biologic products, the number of biosimilar
products is expected to increase rapidly and dramatically. Recombinant cytokines and hormones are expected to be among the first wave of biosimilar products in the United States, which will include biosimilar
forms of Humulin (insulin), Epogen, and Neupogen.
These are expected to be followed within several years
by antibody biologic products, including biosimilar
forms of blockbuster products such as Erbitux (antiEGFR), Humira (anti-TNF-alpha), Rituxan (anti-CD20),
and Avastin (anti-VEGF-A). The worldwide biosimilars
market was estimated to have been worth only $235
million in mid-2010, but it has been forecasted to grow
at an exponential rate, increasing to approximately $2
billion to $3 billion by 2015 and $20 billion by 2020. In
contrast, some industry experts project cumulative
sales of innovator products to remain flat over the next
decade.
While the biosimilars market presents compelling opportunities, taking advantage of these will not be easy.
Biologic products have complicated structures that
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make them difficult to make and to characterize. As a
result, biologic product developers must have specialized production facilities along with significant manufacturing and development expertise, which will require
considerable investment. Moreover, the uncertainty in
the biosimilar regulatory approval pathway in the
United States adds significant risk to such an investment. Despite the Food and Drug Administration’s publication of biosimilar guidances in early 2012, the data
required to support a finding of ‘‘similarity’’ to an approved biologic reference product remains unclear, particularly with respect to whether expensive human
clinical trials will be necessary to support biosimilar applications for marketing approval. Furthermore, the
FDA has yet to provide any guidance on the data required to support a finding of ‘‘interchangeability,’’
such that the biosimilar product would be considered
the same active ingredient as that of the reference product, allowing such biosimilar product to be automatically substituted for the reference product. In light of
these uncertain regulatory requirements, industry experts have estimated that the cost of developing a biosimilar product may range from $100 million to $200
million, depending on the type and quantity of supporting data requested by regulatory agencies. This figure is
orders of magnitude greater than the average development cost for a generic small-molecule drug.
For market entrants with substantial resources, these
high costs may have a silver lining: They deter competitors. As a result, a successful market entrant may expect to sell its biosimilar products at 60 percent to 80
percent of the price of the reference product. This compares favorably to the selling price for generic smallmolecule drugs, which typically are sold at 20 percent
of the price of the reference drug.
Compounding the difficulties in developing biosimilar products, the potential market size is highly uncertain. On the one hand, innovator biologics that currently achieve $75 billion in annual sales will be off patent by 2020. On the other hand, early indications
suggest that biosimilar product adoption may be slow.
The first generation of biosimilar products approved in
Europe has achieved varying levels of success. While
biosimilar forms of erythropoietin have obtained a 60
percent share of the German market, biosimilar human
growth hormone has achieved only a 6 percent share of
that market. Sandoz, one of the leading biosimilar companies, estimates that biosimilar products will achieve,
worldwide, $2 billion to $3 billion in sales by 2015 and
$20 billion in sales by 2020, figures that seem to have
been accepted by many in the industry.
The actual market size for biosimilar products will
depend heavily on whether biosimilars can achieve interchangeability with a reference product. Although
both the FDA and the European Medicines Agency have
issued guidances with respect to the criteria required to
demonstrate similarity, neither agency has provided
any similar guidance with respect to the criteria required to demonstrate interchangeability. Some industry commentators have predicted that demonstrating

interchangeability will require potentially extensive human clinical trials in which the biosimilar product and
the reference product are switched several times during
the course of treatment without any significant change
in treatment efficacy or safety. To date, regulatory authorities have only indicated that they will take a caseby-case approach that may vary based on the product
and the available data.
Moreover, regulatory approval by itself does not
guarantee that a biosimilar product will take significant
market share from the reference product. Rather, the
adoption rate of approved biosimilar products will depend greatly on who has the authority to decide
whether a patient will receive the reference product or
the biosimilar version thereof. In Europe, this decision
is made by physicians, who generally have been reluctant to prescribe biosimilar products in lieu of reference
products without supporting interchangeability data. As
a result, early biosimilar products approved by the EMA
generally have had slow adoption rates, accounting for
only $235 million in sales in 2010. The fastest path to
adoption of biosimilar products may occur only if decisionmaking authority is taken away from physicians.
For example, in the context of small-molecule drugs,
pharmacists may substitute generic drugs in place of a
prescribed branded drug. But there are significant differences in the distribution channels and point of sale
between small-molecule drugs and biologic products,
which generally are administered in hospitals or specialized treatment centers. Therefore, to spur adoption
of a biosimilar product, its seller may need to direct
marketing efforts towards a combination of physicians,
insurance carriers, hospital groups, and/or government
program administrators, depending on who has effective decision-making authority to prescribe biologic
products and/or substitute biologic products for the reference product in the applicable territory.
In light of the current uncertainties and challenges
facing the biosimilars industry, market entrants will
need to be flexible in terms of their development plans,
budgets, and commercialization strategies. In order to
achieve such flexibility, biosimilar product makers will
need to possess or access expertise in a range of fields,
including biologics manufacturing, product development, regulatory approval, distribution, and marketing.
The successful biosimilar product maker also will need
to navigate a variety of legal and regulatory issues, including a new patent challenge regime instituted by the
Biologics Price Competition and Innovation Act (BPCIA) and increasing antitrust scrutiny of transactions
between innovators and generic drug or biosimilar
makers.

C. Transactions in the Biosimilars Industry
Transactions in the biosimilars industry reflect the
opportunities and challenges of the biosimilars market,
as well as the respective expertise, needs, and motivations of its various stakeholders. Table 1, below, sets
forth a sampling of publicly announced biosimilar prod-
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Table 1: Summary of publicly announced biosimilar product transactions through 2012
Year
2007

Parties (name)
Abraxis - Green Cross

Parties (type)
Biotechnology-Generic

2009
2009
2009

Teva - Lonza
Mylan - Biocon
Hospira - Celltrion

Generic-CMO
Generic-CMO
Generic-CMO

2010

Ranbaxy - Pfenex

Generic-CMO

2010

DM Corp - ORF Genetics

New Entrant-CMO

2010

Pfizer - Biocon

Pharma-Biotech

2011
2011

Merck - Parexel
Samsung - Quintiles

Pharma-CRO
New Entrant-CRO

2011
2011

Merck - Hanwha
Meiji Seika Pharma - Dong A
Pharma (Korea)

Pharma-Pharma
Pharma-Pharma

Biosimilar product(s)
Epo
Pegylated G-CSF
Interferon-alpha
Factor VIII
Etanercept
Not disclosed
Biosimilar antibody products
Eight biosimilar products currently
under development by Celltrion
A certain biosimilar product
produced from Pfenex’s
Pseudomonas recombinant protein
expression system
Certain biosimilar products
produced from ORF’s genetically
modified barley protein production
system
Rh-Insulin
Glargine
Aspart
Lispro
Not disclosed
Quintiles to provide strategic
advice to support Samsung’s entry
into the biosimilars market
HD203 - etanercept (Enbrel)
Biosimilar form of Trastuzumab

Pharma-New Entrant

Other jointly-developed biosimilar
products
Anti-TNF-alpha

2011

2011
2012
2012
2012

Kirin - Fujifilm

Baxter International Momenta Pharmaceuticals
Amgen - Watson

Pharma-Generic
Biotech-Generic

2012

Samsung BioLogics - Biogen Idec New Entrant-Biotech
Daiichi Sankyo - Coherus
Pharma-Biotech
Biosciences
Reddy’s Labs - Merck Serono
Pharma-Biotech

2012

Medipolis GMP - Bioton

CRO-Biotech

uct transactions entered into prior to the date of this article.
Biotechnology and pharmaceutical companies traditionally have focused on innovator products and
shunned making generic drugs. However, biosimilar
products, with their potentially high profit margins,
present a more compelling opportunity to leverage the
existing strengths of biotechnology and pharmaceutical
companies while diversifying their product portfolios
away from innovator products. Biotechnology compaLIFE SCIENCES LAW & INDUSTRY REPORT
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Other jointly-developed biosimilar
products
Oncology antibody biosimilar
products
Oncology antibody biosimilar
products
Not disclosed
Etanercept
Rituximab
Oncology antibody biosimilar
products
Insulin analog

nies bring deep expertise to the development and
manufacturing of biologic products. For their part,
pharmaceutical companies possess regulatory, marketing, and commercialization expertise. Their sales and
marketing teams have established relationships with
hospital and physician networks that could help drive
sales of their biosimilar products—particularly where
the sale of a biosimilar product depends on physician
prescription.
BNA
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While some biotechnology and pharmaceutical companies continue to shun the idea of making biosimilar
products, others have embraced the opportunity—even
partnering with generic drug makers in order to do so.
For example, in 2012, Amgen entered into a collaboration agreement with Watson Pharmaceuticals to develop and commercialize oncology antibody biosimilar
products. In this deal, Amgen would be responsible for
developing and manufacturing such biosimilar products, while Watson would contribute up to $400 million
in development costs and provide its commercialization
and marketing expertise.
For generics companies, sales of biosimilar products
provide an opportunity to achieve higher profit margins
than those achieved by generic small-molecule drugs.
Generics companies are well-poised to take advantage
of the emerging biosimilars market based on their regulatory experience, focus on cost-cutting, experience
with generic product patent litigation, and established
commercial infrastructure and contacts.
CMOs and CROs see the biosimilar market as an opportunity to become a stakeholder in product revenues,
a very different model than their traditional fee-forservice role. CMOs, particularly those with proprietary
protein expression systems or other biologic product
manufacturing technology, are well-suited to develop
innovative manufacturing processes for use with biosimilar product production. CROs, for their part, have
substantial experience in designing clinical trials and
developing regulatory filings to support product approval. In several instances, CMOs and CROs have
taken equity positions in joint ventures or have negoti-
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ated biosimilar product transactions that include royalties on product revenues. In such transactions, CMOs
and CROs will begin to share the risks of biosimilar
product development in order to share in product revenues.
New market entrants (companies without any significant prior life sciences industry presence) view the biosimilars market as a strategic area for new growth and
diversification. While these companies lack any relevant expertise, they can provide their partners with
substantial financial resources. Such funding is essential given the difficult financing conditions that most life
sciences companies currently face. Samsung is one notable example of a new market entrant. It appears to
have entered the field for the first time in 2010 when it
announced the establishment of Samsung BioLogics, a
biopharmaceutical-focused joint venture with Quintiles,
a CRO, and made a commitment to invest $2 billion in
biopharmaceuticals by 2020. This year, Samsung BioLogics entered into a joint venture with Biogen Idec, a
biotechnology company, to develop, manufacture, and
market biosimilar products.

D. Conclusion
The biosimilars market offers significant opportunities, but developing a biosimilar product presents significant regulatory, technological, and logistical challenges. Many hopeful market entrants possess some but
not all of the required expertise. This has led to the execution of a range of transactions with novel structures
involving companies that have not traditionally partnered in product development efforts.
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