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A Rocky Road for Generics

For “me-too” manufacturers, the growth opportunity is in Europe — and in biogenerics

The generics industry is experiencing an
unprecedented period of growth (1).
Behind that growth, according to the
independent market analyst Datamonitor
(www.datamonitor.com), is the fact that by
2005, drugs, which now have annual sales of
approximately $100 billion (based on 1999
figures), will lose patent protection. The
firm’s report, The Generics Industry in
2005: A New Threat to Pharma, argues that
pharmaceutical manufacturers underestimate
the threat posed by “new breed” generics
companies that are developing into more
traditional production businesses, with a
strong basis in research and development
(R&D). In particular, companies are too
focused on protecting against commodity
generics, and they underestimate the threat
of generics that provide added value.
Further research from Datamonitor
suggests that success in the new generics
market will be driven by three key
strategies:
¢ concentrating on high-value R&D within
the generics business, targeting specialty
generics, super generics, and biogenerics;
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* expanding internationally, boosting
revenue potential by new market
penetration;

* moving toward proprietary R&D.
Generics companies are developing

strong therapeutic franchises, presenting an

opportunity to partner with smaller

pharmaceutical companies, and offering a

larger, more specific range of products and

services. “The $27 billion generics market in

2001 was highly fragmented, with the

leading company holding just 5.5% of the

market,” commented Datamonitor market
analyst Adele Schultz. “By 2007, the market
is forecast to be worth $57 billion and is
expected to be just as fragmented, with
many of today’s leading companies forecast
to lose market share.” On average, 75% of
the top 20 ethical companies’ 1999 revenues

will face generic competition by 2005 — a

substantial shift in the industry’s modus

operandi.

Market for Biogenerics
Not only classical pharmaceutical companies
are at risk from generics, therapeutic proteins
are becoming increasingly attractive to
generic competitors (2). The market potential
for biogenerics is sizeable, with more than
half of the 2001 therapeutic protein market —
equivalent to $13.5 billion — being
susceptible to generic erosion of market share
by the end of 2005. And because of the high
prices of therapeutic protein products, any
cost savings to the payer, regardless of how
small, could be significant.

Many generics manufacturers are
beginning to make strategic moves within this

area. The number one market being analyzed
is the erythropoietin class of drugs, with
Epogen by Amgen (www.amgen.com) being
a chief target. Epogen is still experiencing
double-digit growth and achieved sales of
more than $2 billion in 2001.

Nicole Lamble, healthcare strategy
analyst at Datamonitor comments, “The
biogenerics industry will not become fully
established until after 2010. By this time, a
number of biogeneric companies will have
launched products, driving down the price of
therapy in relation to branded products.
Consumers and physicians will then also
have gained confidence in the safety of
biogenerics, produced using different
processes to the original product, and this in
turn will slow the growth of the therapeutic
protein market. However, this decline will
be reclaimed and growth will continue by
pharmaceutical companies developing
innovative products that supersede available
biogenerics.”

The large market for biogenerics and the
potential benefits to consumers will ensure
that eventually a regulatory process will be
established to allow the emergence of
generic competition. Datamonitor’s analysis
suggests that an approval pathway will be
established by 2006 but that the uptake of
biogenerics will, initially, be very slow. The
main reason is that although biogeneric
products will be priced below branded
biologic products, they will be unable to
offer as large a price differential as is seen in
small-molecule generics because of the
higher costs of biogeneric development and
manufacturing.



Table 1. Biological products facing patent expiration by 2005

2001 Sales U.S. Patent

Protein Company Brand (Generic) ($ million U.S.) Expiration Date
Amgen/Johnson & Johnson/Sankyo Epogen (epoeitin alpha) 5,722 2004
Novo Nordisk Novolin (human insulin) 1,829 2002
Amgen/Roche Neupogen (filgrastim) 1,533 2006
Schering Plough Intron A (interferon alpha-2b) 7002 2002
Eli Lilly Humulin (human insulin) 1,061 2002
Biogen Avonex (interferon beta-1a) 972 2003
Genzyme Cerezyme/Ceredase (alglucerase) 570 2001
Genentech/Boehringer Ingelheim/

Mitsubishi/Kyowa Hakko Kogyo Activase (alteplase) 2762 2005
Eli Lilly Humatrope (somatropin) 311a 2003
Genentech Nutropin (somatropin) 250e 2003
Genentech Protropin (somatrem) 2502 2005
Total susceptible to generic competition 13,524
aEstimated value

Reproduced by permission of Datamonitor plc (7)

Companies will have to make
considerable investments to gain access to
the biogenerics market, including not just
the high cost of manufacturing and the
expense of gaining regulatory approval, but
also the investment required to reassure the
medical community about product safety.
Generic companies can expect to face
considerable opposition from
pharmaceutical companies with branded
biologic products, adding numerous court
cases to the hurdles that must be negotiated.

One particularly formidable hurdle for
biogerneric companies is the current
shortage of manufacturing capacity. A
number of companies have invested in
manufacturing facilities in developing
markets, such as China, where costs are
lower. Many others, however, are facing the
prospect of forming alliances with contract
manufacturing organizations (CMOs).
Although this is a viable option, there is a
risk that CMOs will remain loyal to the
innovator biopharmaceutical companies —
rather than move into the biogeneric market
and risk souring relationships with their
current clients.

The manufacturing crisis may not be such
a hurdle if biogenerics cannot enter the
market until after 2007 when new capacity
should be available.

Growth in Europe
It is in Europe that the potential for a
generics takeover is greatest. Generic

penetration in the U.S. market is already
high and has levelled off during the past few
years. The volume of products losing patent
between now and 2005 will, therefore, be
the primary source of growth in this market.
Companies with the infrastructure to rapidly
launch products, with established links to
wholesalers, and with low pricing structures
will be the main beneficiaries of this growth.

In Europe, however, generic penetration
in some countries is low, and the
introduction of policies to increase the use
of generics means that organic growth will
be highly significant, particularly in France
and Italy. Companies with an international
presence, outside of the U.S. market will
therefore see strong and sustainable growth
during the next five years.

At present, more than 12 billion Euros are
saved each year in the European Union (EU)
by dispensing generic medicines. These
savings could be doubled during the next
few years as brand products come off patent
and governments introduce measures to
promote generics. But the path to generics is
not smooth. In October, center-right
members of the European Parliament
(MEPs), particularly from Greece, Italy, and
The Netherlands, sought restrictive
definitions for generic pharmaceuticals and
similar biotech-based medicines, as well as
increased periods of protection for changes
to original products, which could be used to
delay the marketing of equivalent generic
medicines. And the generics industry is

concerned by MEPs’ support for legislation
introduced by a majority grouping in the
Parliament known as the European People
Party (PPE-DE) that would undermine
measures in several EU nations to promote
generic medicines (3).

“These amendments, if they ever become
law, would enable brand pharmaceutical
companies to play around with formulation
and minor chemical changes to prevent the
marketing of equivalent generic versions of
their products,” explains Greg Perry,
director general of the European Generic
medicines Association (EGA, www.
egagenerics.com). “It is disappointing that
as the United States is seeking to reduce
obstacles to generic medicines, MEPs
agreed to increase the hurdles in Europe.”

The European Parliament’s Committee on
the Environment, Public Health, and
Consumer Protection previously rejected
identical antigeneric amendments — and
snubbed many of them again when charged
with presenting legislative changes to
proposed European Commission
amendments to EU pharmaceutical laws.
The committee spent more than a year in
discussion and debate, and during that time,
rebuffed many of the antigeneric
amendments that had been adopted in early
drafts of the legislation. But shortly before a
vote was taken on the new regulations,
PPE-DE “retabled” the amendments, which
were subsequently adopted.

BioPharm International anuaRY 2003 25



A key feature of the proposed
amendments is a cross-party compromise
amendment that would allow applications
for generic medicines to be submitted eight
years after authorization of the brand
original — but also gives originators a
guaranteed 10 years of market protection —
as well as the opportunity to extend
protection by a year for introduction of a
new use for the same product. These
protection periods are in addition to any
protection given by patents and patent
extensions.

“The new proposals from the PPE-DE
group of MEPs are literally a disaster for the
availability of affordable generic medicines
in Europe,” commented Perry. “In certain
cases, such as similar versions of biotech
products, the amendments would make it
impossible to market affordable
equivalents.”

On a more positive note, the EU
Parliament did adopt an amendment to limit
the Commission’s proposed increase in the
period of time that prevents submission of
generics applications. If implemented this
would help to reduce delays for the
marketing of generics after expiration of the
brand’s patent.

Controversy in America
In the United States as well, the generics
situation is far from settled. In July 2002, the
Senate passed a bill that would have limited
the ability of brand-name manufacturers to
delay approval of generics. By October, the
bill was stalled in the House. President Bush
stepped in when Congress adjourned for the
November elections and announced that
FDA would alter its rules to accomplish
many of the objectives of the generic reform
legislation and help consumers gain access
to more low-cost generic medicines (4).
Two significant changes to current
practice were proposed: a reduction of the
ability of brand-name companies to obtain
multiple 30-month stays of approval for new
generic competitors and a clarification of the
requirements for listing patents in the FDA
Orange Book. (The aim is to prevent
innovator companies from delaying generic
competition by filing frivolous patents.)
Whereas these provisions would limit
innovator patent claims, the new rule would
also permit product listing by process
patents that claim the product and would
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seek to distinguish these from process
patents, which could not be listed. More
controversial is the proposal to extend patent
protection to polymorphs, which the FDA
has resisted in the past.

GENBriEs ore:

lower cost access to
medicnes on
prescription, but on
the negative side,
patent expirations,
litigation, and political
pressure threaten the
industry's profitability
and R&D investment
capability.

Other Factors

There are many factors driving the “me-too”

industry forward. Among them are:

¢ The adoption of the EC’s recent proposal
for a regulation (5) to encourage the
provision of specially discounted
medicines to less-developed countries —
by preventing reimportation of such
medicines into the EE

* Adoption of the European Parliament’s

Amendment 196 to the Commission’s

proposed Directive on Medicinal Products

for Human Use (6), which would allow
the manufacture for export of generic
versions of patented medicines in
response to a compulsory license or
healthcare needs of third-world countries

* The range of issues that affect the entire
drug manufacturing sector include an
aging population, greater access to disease
information, a postgenome “revolution”
and the gap in unmet medical needs.

“The uncertainty caused by these
changes, in an industry with an already
highly complex regulatory and market
environment, means that the pharma sector

faces turbulent times,” said William Powlett
Smith, UK health sciences practice leader
with Ernst & Young. “There are some
particular implications for the UK, which
has the opportunity to capitalize on its
strong position in the ‘old’ industry to
become stronger in the new, given that the
basic proposition remains the same — to
maintain the flow of new products to
improve human well being.”

On the plus side, generics offer lower cost
access to medicines on prescription. On the
negative, patent expirations, litigation, and
political pressure threaten the industry’s
profitability and R&D investment capability.
Indeed, the journey ahead could be perilous.
We must choose our route very carefully.
Perhaps it is worth considering the words of
Sun Tzu: “One cannot gain the advantages of
terrain without the use of local guides.” BPI
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