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I. INTRODUCTION

Good afternoon.  Thank you for your kind introduction, and for inviting me to participate

in this conference.  It is my pleasure to join you today.

I have served as an FTC Commissioner for almost four years now.  Throughout my term,

I have devoted a great deal of attention to issues at the intersection of intellectual property and

competition law.  The Commission’s unanimous Rambus liability decision,1 issued last August

under my authorship, is one particularly noteworthy example.

But I am not going to talk about standard-setting today.  I will d3 my authorship, is  t000 TD
(.  I wi)Tj
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http://www.ftc.gov/os/adjpro/d9302/070205harbourstmnt.pdf


http://www.gphaonline.org/AM/Template.cfm?Section=FDA_Science&TEMPLATE=/CM/HTMLDisplay.cfm&CONTENTID=1948
http://www.gphaonline.org/AM/Template.cfm?Section=FDA_Science&TEMPLATE=/CM/HTMLDisplay.cfm&CONTENTID=1948
http://www.aarp.org/issues/advocacy/affordable_rx.html
http://www.barrlabs.com/overview/government/BRL_pp-biologics.pdf
http://bio.org/news/newsitem.asp?id=2007_0502_01
http://www.phrma.org/news_room/press_releases/phrma_statement_on_follow-on_biologics_legislation/
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the DNA of a cell.4  The cell will produce the desired protein, which can be harvested and used

as a therapeutic drug or a diagnostic product.

In contrast, traditional pharmaceutical drugs are “small molecule” compounds that are

chemically synthesized, and usually consist of pure chemical substances.  They are easier to

manufacture, and they are also easier to analyze after they are manufactured.

A. The High Cost of Biologics

Not surprisingly, biologics are among the most expensive drug products.

þ Sales of biologics were $40.3 billion in 2006, which was about 15 percent of total
U.S. prescription drug sales of nearly $275 billion.  The biologics market is
growing much faster than the market for traditional pharmaceuticals.  Sales of
biologics increased 20 percent in 2006, compared to just over 8 percent growth for
overall pharmaceutical sales.5

þ According to figures fr

http://www.imshealth.com/ims/portal/front/articleC/0,2777,6599_3665_80415465,00.html
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In addition, it may be difficult to identify the clinically active components of a complex,

large-molecule biologic drug.  For some of these drugs, scientists will tell you, “we know the

drug works, but we really aren’t quite sure why.”  That may make it tricky – if not impossible –

to determine whether a follow-on drug is “bioequivalent” to a pioneer drug.  At best, a follow-on

biologic may be “biosimilar” to an existing biologic.

It is worth noting, however, that some biologics are less complex than others.  And

scientists seem to agree that, at least for some biologics, the technology does exist to identify safe

and effective follow-ons, without having to completely replicate all of the clinical trials.  I will

return to this point later in my remarks.

B. Hatch-Waxman for Traditional Pharmaceuticals

With that scientific primer in mind, let’s turn to the regulatory  front, where it all comes

down to one basic regulatory reality.  The Hatch-Waxman pathway – which is commonly used by

generic firms to obtain abbreviated approval of small-molecule drugs – cannot be used for most

biologics.

I do not want to turn this into a speech about the Hatch-Waxman Act, because it has been

the subject of much discussion at this conference and countless others over the years.9  But just in

case anyone in this audience is unfamiliar with it, I will attempt to summarize Hatch-Waxman

with very broad strokes.

When a drug company seeks FDA approval for a new, branded drug, it files a New Drug

Application, or NDA.  As part of the NDA process, the pioneer firm must conduct extensive

http://www.ftc.gov/os/2002/07/genericdrugstudy.pdf
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human clinical trials, and submit all of those results to the FDA, to prove that the drug is safe and

effective.

When a generic firm seeks approval of a generic alternative to an existing pharmaceutical

drug, the generic firm does not need to start from scratch.  Under the Hatch-Waxman regulatory

scheme, the generic firm can submit an Abbreviated New Drug Application, or ANDA.  The

generic firm must establish that its drug is “pharmaceutically equivalent” – meaning that it uses

the identical active ingredient, in the same amount and dosage form.  The generic firm also must

establish “bioequivalence” – which means the drug is absorbed into the bloodstream of healthy

human volunteers at roughly the same rate and extent as the branded drug (within an 80 to 120

percent margin of equivalence).

If the generic firm can satisfy these requirements, the firm does not need to replicate all of

the clinical studies that the branded firm submitted as part of its NDA.  For example, the generic

may not need to conduct two-year toxicity tests in animals, or lengthy Phase One, Two, and

Three clinical tests to prove safety and efficacy.  In effect, the generic firm gets to ride on the

coattails of the branded firm, relying on the safety and efficacy data generated by the branded

firm.  This dramatically reduces the research and development costs for generic firms, which is a

major reason why they are able to charge so much less for their generic products.  In addition to

speeding the availability of lower-cost alternatives, the ANDA process also avoids duplicative,

unnecessary human testing, which potentially addresses ethical as well as financial challenges.

At the heart of Hatch-Waxman is a quid pro quo that balances the interests and incentives

of branded and generic firms, especially with respect to research and development (R&D) and

innovation.  When the branded firm files an NDA, it must also list with the FDA all patents that

cover the new drug.  This listing of “Appr





11
A comparability “bridging study” often is used when manufacturing changes occur, but the product

is still manufactured using the same (or very similar) master cell banks and the same (or very similar) upstream and

downstream processes.  For example, the location of manufacture may change, or a firm entering commercial

production may scale up its production from a small bioreactor to a larger one.  In order to  establish comparability,

the producer must be able to demonstrate that any changes in the manufacturing process will not adversely impact

the drug’s quality, safety, and efficacy.  See U.S. Dep’t of Health & Human Servs, Food & Drug Admin., Center for

Drug Evaluation and Research &  Center for B iologics Evaluation and Research, Guidance for Industry: Q5E
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But in a nutshell, for historical reasons, the FDA approves biologics under a different set

of regulations.  While the Food, Drug, and Cosmetics Act applies to traditional pharmaceuticals,

biologics also are subject to the Public Health Service Act.  Biologics are approved pursuant to a

Biologics Licensing Application, or BLA, instead of an NDA.

If a product has been approved as a “biologic” rather than a “drug” under FDA

regulations – in other words, if it derives from a BLA instead of an NDA, which is the case for

most biologics – any follow-on product is ineligible for approval under Hatch-Waxman.  And

currently,   Wtions –



Comparability of Biotechnological/Biological Products Subject to Changes in Their Manufacturing Process (June

2005), available at http://www.fda.gov/cber/gdlns/ichcompbio.pdf.
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for summary judgment.  Sandoz, Inc. v. Leavitt, 427 F. Supp. 2d 29 (D.D.C. 2006).   See also  U.S. Dep’t of Health

& Human Servs, Food &  Drug Admin., Center for Drug Evaluation & Research, Omnitrope (somatropin [rDNA

origin] ) Questions and Answers  (May 30, 2006), http://www.fda.gov/cder/drug/infopage/somatropin/qa.htm:

[Question] Does today’s approval of Omnitrope create a new pathway for follow-on versions of all

protein products?  [Answer] No.  The approval of Omnitrope i

http://www.fda.gov/cder/drug/infopage/somatropin/qa.htm
http://www.gphaonline.org/AM/Template.cfm?Section=Press_Releases&TEMPLATE=/CM/ContentDisplay.cfm&CONTENTID=2535
http://www.gphaonline.org/AM/Template.cfm?Section=Press_Releases&TEMPLATE=/CM/ContentDisplay.cfm&CONTENTID=2535
http://www.emea.europa.eu/pdfs/human/press/pr/3179706en.pdf
http://www.sandoz.com/site/en/company/media/news/pool/omnitrope_approval.pdf
http://www.fenwick.com/docstore/publications/IP/follow-on.pdf


http://www.ftc.gov/bc/0558.pdf
http://www.ftc.gov/os/2003/10/innovationrpt.pdf
http://www.ftc.gov/reports/innovation/P040101PromotingInnovationandCompetitionrpt0704.pdf
http://www.express-scripts.com/ourcompany/news/outcomesresearch/onlinepublications/study/potentialSavingsBiogenericsUS.pdf
http://www.express-scripts.com/ourcompany/news/outcomesresearch/onlinepublications/study/potentialSavingsBiogenericsUS.pdf
http://bio.org/news/newsitem.asp?id=2007_0222_04
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IP, but primarily by the lack of an approval pathway.  In other words, for many biologics, patents

may not be an obstacle to generic entry.

IV. GUIDANCE FROM A COMPETITION PERSPECTIVE

With all of that background in mind, how should competition law deal with issues

relating to generic biologics?  I see at least a few areas where competition policy might inform

the debate.

A. What’s Best For Consumers?

As an FTC Commissioner – and a state antitrust enforcer before that – I am always

guided by one fundamental principle:  do what is best for consumers.  In the realm of biologics, it

is easy to focus on the spiraling costs of these high-tech miracle drugs, and to conclude that more

competition and cheaper generic alternatives would benefit consumers.  Certainly, it is tempting

to believe that more competition and lower prices are always desirable.  As an antitrust lawyer,

that would be my first instinct as well.

1. Safety

 But jumping to this conclusion too quickly might be short-sighted for several reasons, the

most obvious of which is patient safety.  The Hatch-Waxman abbreviated approval process for

generic pharmaceuticals is premised on the ability to identify truly equivalent drugs, and thereby

assure their safety when substituted for branded drugs.  But as I discussed earlier, the tradeoff

may be different with biologics.  Sometimes, it may not be possible to assure that a follow-on

biologic meets a safe level of equivalence, without at least some additional clinical studies.  Yes,
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these studies may raise the cost and delay the entry of generic biologics.  But if safety is a major

concern – if a drug could cure or kill you depending on how “equivalent” it really is – a delay,

and a higher but quality-adjusted price, may be acceptable.

I urge the FDA to take the lead in establishing whether – or, more likely, under what

circumstances, according to what sliding scale – the science exists or needs to be developed to

support the approval of generic biologics with some form of abbrevi0 595.4ts
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The Commission has, in the past, challenged improper Orange Book listings.  See, e.g., Bristol-

Myers Squibb Co., 135 F.T.C. 444 (2003) (consent order), available at

http://www.ftc.gov/os/decisions/docs/Volume135.pdf; Biovail Corp., 134 F.T.C. 407  (2002) (consent order),

available at http://www.ftc.gov/os/decisions/docs/Volume134.pdf.
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incorrect to assume that Hatch-Waxman can simply be imported from the pharmaceutical realm

to biologics.  There are too many critical differences.

In particular, pharmaceutical drugs usually are covered by a relatively small number of

patents, owned by a small number of firms.  Biologics, in contrast, may be covered by a much

greater number of patents – including research tool patents – owned by multiple entities.  Patents

on large-molecule biologics also tend to be far more complex than patents for small-molecule

drugs.

3. Gaming the Hatch-Waxman System

These differences open up the possibility of “gaming” a Hatch-Waxman-like system in

ways that would harm consumers.  In the realm of biologics – with more patents, more patent

owners, and a lot more dollars at stake – there likely would be even greater incentives and

opportunities to game the system.

For example, I would be very skeptical of a follow-on biologic approval pathway that

included an Orange Book-like system of patent listings.  Each Orange Book listing represents a

new hurdle for would-be entrants.  With respect to biologics – where patents are far more

numerous and complex – it might be even easier, and more tempting, to exploit Orange Book

listings.  A biologics manufacturer might make small tweaks to its manufacturing process,

generate new patents, and list them in a “biologic Orange Book” at the last minute – or make

other questionable Orange Book listings that would thwart follow-on entry plans.18

http://www.ftc.gov/os/decisions/docs/Volume135.pdf
http://www.ftc.gov/os/decisions/docs/Volume134.pdf
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flawed assumptions about the incentives of generic firms.  Generic firms exist, primarily, to

make money for their shareholders.  They do not necessarily e

http://www.fuqua.duke.edu/news/biologics-0507.html
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Generic Drug Industry Dynamics, Fed. Trade Comm’n Bureau of Econ. Working Paper No. 248 (Feb. 2002),

available at http:/

http://faculty.fuqua.duke.edu/~dbr1/research/Biogenerics.pdf
http://oversight.house.gov/documents/20070416132526.pdf
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the generic version of that monoclonal antibody your doctor prescribed. . . . Even if the FDA is not
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http://www.ftc.gov/bc/0608rxupdate.pdf
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the global dimensions of the pharmaceutical and biotech industries – and, importantly, the global

nature of the science underlying drug innovations – I expect we might derive some useful

insights if we look abroad.

VI. CONCLUSION

To conclude, biologics are the wave of the future, and issues relating to generic biologics

are going to become even hotter as more biologics enter the market.  While these drugs often

work miracles, they come at a huge cost, to individuals as well as to society as a whole.  The

availability of generic biologics is likely to lower prices and expand the benefits of biologics to a

greater number of consumers.  But policymakers should tread carefully, to ensure they fully

understand the likely competitive implications and long-term consequences of their decisions. 

And in any event, the FTC should be a part of that process. 

Thank you for your time today.
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