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ith billions of pharmaceutical investment and sales dollars at stake,’
-\ ; \ / it is little wonder generics have triggered so many disputes, investiga-
tions, litigation, and legislative initiatives. Approaching its twenty-fifth
year, the Drug Price Competition and Patent Term Restoration Act of 1984 (better
known as the Hatch-Waxman Act)* has precipitated vigorous debate over the rise
in patent litigation settlements between brand-name and generic pharmaceu-
tical companies (especially those involving “reverse payments™), action by the
Federal Trade Commission (FTC) and Congress intended to curb or ban reverse
payments, and the rise of authorized generics. Also drawing growing attention are
the expected increase in generic drugs produced by Chinese drug manufacturers
and the mounting issues relating to generic biologics.

The Hatch-Waxman Act

In 1984, given the high cost to commercialize new drugs and to accelerate the
approval process and meet the demand for lower-cost generic drugs, Congress
passed the Hatch-Waxman Act, which amended the Federal

Food, Drug, and Cosmetic Act (FFDCA).* Intended to i
balance the interests of brand-name drug manufac-
turers with generic drug companies, the Hatch-
Waxman Act established a framework to allow less
expensive generics to enter the market while not
disturbing incentives for innovative, research-
based pharmaceutical companies to pursue

new drugs.’

The Hatch-Waxman Act allows generic drug
companies to seek approval from the United
States Food and Drug Administration (FDA)
before expiration of the brand-name compa-
ny’s patent(s) identified in the FDAs Orange
Book® by filing an Abbreviated New Drug
Application (ANDA)/ and to do so by relying
on the brand-name drugs safety and efficacy
studies once bioequivalence of the active ingre-
dient in the generic is shown.® The Hatch-Waxman
Act requires the ANDA filer to certify for the
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bioequivalent drug that no patent was filed for the listed drug (a
“Paragraph I certification”), the patent has expired (a “Paragraph
11 certification”), the patent will expire on a specific date and the
ANDA filer will not market the drug until that date (a “Paragraph
111 certification”), or the patent is invalid or not infringed upon by
the manufacture, use, or sale of the generic drug (a “Paragraph 1V
certification”).’

As amended by the Medicare Prescription Drug, Improvement,
and Modernization Act of 2003 (MMA),'? the Hatch-Waxman
Act also requires the ANDA filer making a Paragraph IV certifica-
tion to notify the New Drug Application (NDA) holder and each
patent holder for patents identified in the Orange Book of the
ANDA submission within twenty days of the ANDA
applicant’s receipt of notice from the FDA of filing
of the ANDA.!! Upon receiving notice of the
ANDA submission, the patent holder (typi-
cally the brand-name company holding
the NDA approval) has forty-five days
to file a patent infringement lawsuit
against the ANDA applicant.’” If the
brand-name company files such a

suit, the FDA approval of the generic
drug is automatically stayed for

thirty months or until a district court
returns a decision on the invalidity

or infringement of the patent if such

a decision is reached before expira-
tion of the thirty-month period."

If successful, the first ANDA applicant
(or first ANDA applicants when multiple
generic companies simultaneously file)
is awarded 180 days of market exclusivity,
commencing on the first day the ANDA
applicant sells the generic drug after the FDA has
granted approval.** This 180-day period was intended
as a reward to the ANDA applicant to allow the applicant to
recoup the costs of litigation."” If, under the MMA, the successful
ANDA applicant does not market a generic within seventy-five
days of receiving approval from the FDA or the ANDA is with-
drawn or deemed withdrawn (e.g., because of a change in the
Paragraph IV certification, expiration of the patent[s] listed in
the Orange Book, or two or more first-filing ANDA applicants
entering into an agreement that violates the antitrust laws), the
ANDA applicant or applicants forfeit(s) market exclusivity.'®

To balance the patent-holder rights and compensate the brand-
name drug company’s investment in safety and efficacy studies
upon which the ANDA applicant relies, the Hatch-Waxman Act
also provided a means by which patent holders can obtain a
patent term extension for the applicable patent(s) to restore the
portion of the patent term lost during the process of obtaining
FDA approval of the NDA (“patent term restoration”).!” The
patent holder can seek an extension up to an additional five
years, or a total effective patent term up to fourteen years, for the
FDA-approved use of the product at issue.'®

Settling Patent Disputes; Reverse Payments

Increasingly, in the event of patent litigation between the NDA
holder and ANDA applicant(s), many NDA holders and ANDA
applicants choose to settle such lawsuits on terms that validate
the brand-name drug patent(s) in return for payments to generic
drug companies, (called “reverse payments,” as they are the
reverse of the ordinary course of payment in settling a patent
dispute).” Under the MMA, NDA holders and ANDA applicants
must file certain agreements, including patent litigation settle-
ment agreements or agreements concerning authorized generics
(addressed below), with the FTC and the U.S. Department of
Justice (DOJ) within ten days of execution.”

As a result, the FTC, purchasers of drugs, and rival
T generic drug manufacturers increasingly have
k brought antitrust suits against both NDA
' holders and ANDA applicants in several such
cases alleging that such settlement agree-
ments involving reverse payments are
anticompetitive. The FTC achieved some
early successes in these suits* and, for a
while, the increased antitrust scrutiny
chilled settlements involving brand-
name drug manufacturer payments to
generic companies.”

The FTC met with two severe setbacks
in 2005 and 2006, however, when two
appellate courts issued opinions offering

a more lenient policy in reverse payment
cases (essentially permitting such settle-
ments unless they exceed the scope of the
patents at issue) and the U.S. Supreme Court
denied certiorari in each case. In Schering-
Plough Corp. v. FTC, the Eleventh Circuit vacated
an FTC decision holding that reverse-payment settle-
ment agreements between Schering-Plough (the brand-name
company) and Upsher-Smith Laboratories and ESI Lederle (the
generic companies) relating to the drug K-Dur 20® had unrea-
sonably restrained competition and violated the antitrust laws
because they delayed entry of generic versions of K-Dur 209
The appellate court held that the settlement agreements did not
involve concessions by the generic companies that exceeded the
exclusionary scope of the patent, and the agreements therefore
were not anticompetitive in violation of the antitrust laws.**
In the second case, In re Tamoxifen Citrate Antitrust Litigation,
involving AstraZeneca PLC (the brand-name company) and Barr
Laboratories (the generic company), although applying a different
analysis (o a similar reverse-payment settlement relating to a
breast cancer drug, the Second Circuit dealt the FTC another
blow.2> The Second Circuit reached the same conclusion in deter-
mining that the agreement at issue did not exceed the scope of
the patents protection and did not violate the antitrust laws.*®

Following these cases, the FTC reported receiving forty-five
brand—generic and generic—generic agreements filed under the
MMA for the 2006 fiscal year, more than double the number




compared to those received in each of the prior two years.”” More
recently, on May 21, 2008, the FTC reported receiving another
forty-five such agreements for the 2007 fiscal year.?® Among the
forty-five agreements filed during the 2007 fiscal year, forty-two
were between brand-name and generic manufacturers, one was
between generic manufacturers, and two were between other
manufacturers. Of the generic manufacturers involved, 79%

were first-filing ANDA applicants under the Hatch-Waxman
Act.? Of the forty-two agreements filed between brand-name
and generic manufacturers, thirty-three were final settlements
and nine were interim agreements; of these thirty-three final
settlements, twenty-five contained a restriction on generic entry.
Among these restricted settlements, fourteen included a reverse
payment to the generic manufacturer. These payments either took
the form of a side deal not directly related to the resolution of the
patent litigation or an agreement by the brand-name manufac-
turer not to launch or sponsor an authorized generic (explained
further below) for a certain period of time. The remaining eleven
restricted settlements provided no compensation to the generic
manufacturer. Eight of the thirty-three settlements filed between
brand-name and generic manufacturers did not contain a restric-
tion on generic entry, however, two required compensation to the
brand-name manufacturer.’® Overall, there is a trend to compen-
sate generic companies in the form of a brand-name manufac-
turer’s agreement 1ot to sponsor or compete by introducing an
authorized generic for some period of time.

The DOJ has indicated that it will not support action against
such agreements.>* Significant risk, however, remains in connec-
tion with such agreements, as the FTC has indicated that it will
not walk away from them and legislation is pending that would
restrict such agreements.

On February 13, 2008, the FTC filed suit against Cephalon Inc.,
attacking the company’s patent suit settlement agreements with, and
reverse payments totaling $200 million to, four ANDA applicants
(Teva Pharmaceuticals USA, Ranbaxy Laboratories, Mylan Phar-
maceuticals, and Barr Laboratories).* The FTC did not name the
generic compariies and assert a Sherman Act section 1 conspiracy
claim as it had in prior suits but instead sued only Cephalon—
alleging that the agreements delayed generic entry for the $800
million sleep-disorder drug Provigil® and, therefore, unlawfully
monopolized the market for this drug and its generics through a
course of anticompetitive, exclusionary conduct. The FTC alleges
that Cephalon “bought off” the four generic companies because,
during the course of the patent case it brought against all four
generic companies, Cephalon realized that market entry by at least
one of the four companies was inevitable in 2006 (when the thirty-
month stay under the Haich-Waxman Act would expire), given a
lack of confidence in the patent at issue—which covered only the
particle size patent for the active ingredient called “modafinil,” not a
broader patent covering the active ingredient itself. The agreements
provided that each of the generic manufacturers could introduce a
generic version in April 2012—three years before Cephalon’ exclu-
sivity period (based on the term of the patent and a six-month exten-
sion obtained from the FDA) is to expire. Expressing the FTCs intent
to prosecute this case fully and put pressure on companies entering

these agreements, in his statement concurring in part and dissenting
in part because he believed the four generic companies also should
have been named in the suit, FTC Commissioner Liebowitz stated:

Although I am confident the Commission will win
this case against Cephalon, it will likely take years, as
most antitrust cases do. In the meantime, Congress
should pass the bipartisan legislation—mnow moving
through both houses—that would ban these pay-for-
delay deals completely (while still allowing legitimate
settlements).*?

Even more recently, at the same time it issued its 2007 fiscal year
report, the FTC released a statement reflecting the FTC5 intent

to continue to scrutinize these agreements and take action when
these arrangements risk harm to consumers.** On May 21, 2008,
Commissioner Liebowitz commented that “pay-for-delay settle-
ments continue to proliferate,” and FTC Chairman William E.
Kovacic said that the report “confirms that settlements with
potentially anticompetitive arrangements continue to be prevalent.”
Chairman Kovacic also stated that the FTC “remains committed to
ensuring that brand and generic companies do not use such settle-
ments as a way to deny consumers the benefits of competition.™

Opponents of these agreements continue to push for a legislated
ban of reverse-payment agreements that delay entry of lower-cost
generics. Others—including the Pharmaceutical Research and
Manufacturers of America (PhRMA), a trade association for the
brand-name drug industry—support an approach in which these
agreements are judged on a case-by-case basis by the FTC and
the courts. Given the ongoing litigation efforts and the apparent
stall in passage of the pending legislation, until the Supreme
Court grants certiorari in a case involving a brand-generic or
generic—generic agreement, these cases appear likely to continue
to generate litigation and controversy for some time to come.
Apparently, the FTC is angling to position the Cephalon case to
elicit a split in the circuits to persuade the Supreme Court to
grant certiorari following any appeal. However, because they did
not bring a section 1 claim in the Cephalon case as it had in the
Schering-Plough and Tamoxifen cases, the FTC may have under-
mined its chances of creating such a split and obtaining Supreme
Court review. The Cephalon case will continue to be a closely
watched case during the Hatch-Waxman Act’s twenty-fifth year.

Authorized Generics

As mentioned above, authorized generics are often a component

of reverse-payment settlements. Authorized generics are drawing
special scrutiny and causing division within the generics industry
itself.

An authorized generic is “any drug sold, licensed, or marketed
under an NDA approved by the FDA . , . and marketed, sold or
distributed under a different labeler code, product code, trade
name, trademark or packaging . . . than the brand drug.”® The
brand-name company can offer authorized generics during the
180-day exclusivity period granted to first-filer ANDA applicants,
to protect their products and revenues—typically by licensing to




a third-party manufacturer or distributor (or through a brand-
name-owned subsidiary or division). The authorized generic does
not require FDA approval because it relies not upon an ANDA for
approval but on the original NDA filed by the brand-name drug
company. Nothing in the Hatch-Waxman Act prohibits brand-
name companies from selling their own generics (apparently

they were the subject of discussion or debate at the time), and
the courts, FDA, and FTC have agreed that marketing authorized
generics during the 180-day exclusivity period is not illegal >” The
issue of authorized generics, however, has fractured the generic
drug community; not all generic companies oppose authorized
generics.

The controversy centers around brand-name
drug companies using authorized generics not
only to settle Hatch-Waxman/Paragraph
[V-related patent litigation but also to
manage product lifecycles and protect
revenue streams. By launching autho-
rized generics, brand-name companies
are able to participate in the generic
market, generate royalties from

generic companies to support further
research and development, and keep
brand-name manufacturing plants

at capacity, allowing the brand-name
companies to maintain productivity
and margins.”® Opponents argue that
such practices are contrary to one of the
purposes of the Hatch-Waxman Act: to
encourage generic competition. Currently
some opponents are pushing bipartisan legis-
lation to amend the FFDCA to ban authorized
generics during the 180-day exclusivity period for
the first-filing generic(s) provided by the Hatch-Waxman

Act,”® and the FTC currently is studying the economic impact of
authorized generics.*

Opponents of authorized generics argue that these drugs
discourage generic companies from filing an ANDA and chal-
lenging invalid drug patents—by undermining the 180-day
market exclusivity incentive granted to the successful patent-chal-
lenging ANDA applicant, because the 180-day exclusivity period
is intended to allow the successful ANDA applicant to recoup its
litigation costs in challenging the brand-name drug patent(s).*' As
a result, opponents of authorized generics advocate that autho-
rized generics should be subject to the same 180-day exclusivity
limit applied to a “true” generic.* Proponents reject the notion
that a brand-name launch of an authorized generic undermines
incentives of the Hatch-Waxman Act to allow the patent-chal-
lenging generic company to recoup litigation costs, given the
profits to be gained by entering the generic drug market far
outweigh the costs of patent litigation.® Proponents also point

to the lack of evidence that authorized generics deter generic
companies from filing ANDAs with Paragraph IV certifications,**

Opponents of authorized generics also argue that, because
authorized generics are identical to the branded drugs, they face

fewer regulatory hurdles such as the ANDA process and securing
reimbursement under Medicaid and Medicare programs.* In
other words, because true generics must overcome these hurdles
(unlike authorized generics), introduction of authorized generics
causes harm to competition in the generic market and threatens
monopolistic conduct. Authorized generic proponents, however,
view authorized generics as pro-competitive, fostering compe-
tition and lower prices in both the brand-name and generic
markets particularly during the 180-day market exclusivity
period.*

The FDA has taken the position that authorized generics promote
competition and has denied requests to stop the sale of
authorized generics during the 180-day exclusivity
period reserved for first-filer ANDA applicants.*’
And, in Teva Pharmaceuticals v. FDA, the U.S.
District Court for the District of Columbia
and the U.S. Court of Appeals for the
District of Columbia both affirmed that
Phizer could sell its authorized generic
for the epilepsy drug Neurontin®
during Teva’s period of exclusivity.*®

The bipartisan legislation to amend
the FFDCA to ban authorized generics
during the 180-day exclusivity period
for the first-filing generic(s) is not
expected to move before the FTC
completes and publishes its report in
2008. In the meantime, opponents of
authorized generics likely will continue to
press their case, and all stakeholders will be
watching to see whether the FTC modifies its
position on authorized generics.

Chinese Generics

Layered into the reverse payment and authorized generic debates
is the introduction of Chinese generics. Attempting to give India
a run for its money as a producer of generic drugs, and already
the world’ largest manufacturer of active pharmaceutical ingre-
dients, China is expected to be an increasing source of finished
generic drugs. Last year, the FDA granted Zhejiang Huahai
Pharmaceutical Company approval of the first Chinese generic
for the AIDS drug nevirapine once the Boehringer Ingelheim drug
patent expires in 2012.* An additional ten Chinese companies
are expected to gain approval for other generic drugs shortly,
according to a recent IMS Health Inc. report.™

Assuming consumers rebound from recent salety concerns

over drugs made with ingredients from China (specifically, the
recent episodes concerning contaminated blood-thinning agent
heparin®'), the impact of approval and market entry of Chinese
generic drugs is expected to increase competition and lower
drug prices dramatically. One consequence may be additional
reverse-payment or authorized-generic arrangements between
brand-name companies and their counterpart Chinese generic
competitors. An additional consequence of Chinese generics may



be to accelerate the resolution of related legislation intended to
curtail such agreements and authorized generics.

Generic Biologics

The Hatch-Waxman Act does not fully address the brewing
battles between brand-name biologics and generic biologics (also
referred to as “biogenerics,” “biosimilars,” “lollow-on biologics,”
or “FOBs”). These conflicts concern the required approval
process for generic biologics, appropriate period of data exclu-
sivity due brand-name companies, and patent-term restoration
due innovative brand-name companies to compensate them and
the venture capital backers for their investments. At the time
Congress enacted the Hatch-Waxman Act, biologics were an
infant industry.

»

With many biologics such as insulin, erythropoietin, human
growth hormone, and filgrastim off patent or coming off patent,
the debate rages over how to balance the interests of brand-name
biologic companies and manufacturers of generic biologics.
Biologics differ from pharmaceuticals given their genesis; while
pharmaceuticals are comprised of small molecules or chemical
compounds, biologics are comprised of large, more complex
molecules using living organisms.

In June 2007, the Senate Health, Education, Labor, and Pensions
Committee approved the Biologics Price Competition and Inno-
vation Act of 200772 and, in March 2008, House Representatives
Anna Eshoo (D-CA) and Joe Barton (R-TX), the ranking Repub-
lican on the Energy and Comunerce Committee, introduced the
Pathway for Biosimilars Act in the House of Representatives.”
Additional bills were introduced in the House of Representatives
earlier last year.>* The bills generally address a number of patient
safety, interchangeability, data exclusivity, market exclusivity, and
patent-related issues. Various stakeholders are now gearing up to
establish the legislative and regulatory framework that will govern
generic biologics in the $90 billion biotechnology industry.”
Venture capitalists, in particular, are increasingly engaging in

the debate given the billions of dollars of venture capital funds
invested annually in biotech companies.®® Given the stakes, the
pending legislation and economic impacts continue to garner
close scrutiny.

Conclusion

In its nearly twenty-five-year existence, the Hatch-Waxman Act,
while attempting to balance various stakeholder interests, has
triggered various stakeholders to spend hundreds of millions of
dollars on judicial, administrative, and legislative activities aimed
at refining its impact. The studies, debate, private and public
enforcement activities, and legislative initiatives no doubt will
continue. Especially with increasing global sources of competition
in the pharmaceutical markets, the priority and push for more
affordable medicine, and biologics garnering increasing attention
as more biologics come off patent, the next twenty-five years no
doubt will see new issues and corresponding additional judicial,
administrative, and legislative activities.
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