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On 7th January 2005, the United States
Supreme Court granted certiorari and agreed
to review the decision of the US Court of
Appeals for the Federal Circuit in Integra
Lifesciences Ltd v Merck KGaA, 331 F3d 860
(Fed Cir 2003). Certiorari was granted based
on an appeal filed by Merck and supported by
an amicus brief filed by the Solicitor General
for the United States. Integra is due to be
heard in the spring of 2005, with a ruling
expected by July. 

In order to understand the significance of
this forthcoming Supreme Court ruling, which
will explore the scope and meaning of the
patent infringement safe harbour under 35
USC Section 271(e)(1) (the Section 271(e)(1))
Exemption or the safe harbour), it is helpful to
examine the history of the safe harbour and
the Integra matter itself. It is also helpful to
consider this case in combination with the
holdings set forth in Madey v Duke University,
307 F3d 1351 (Fed Cir 2002).

The Drug Price Competition and Patent Term
Restoration Act of 1984, Pub L No98-417, 98
Stat 1585)(1984), also known as the Hatch-
Waxman Act, was enacted shortly after the
decision in Roche Prods Inc v Bolar
Pharmaceutical Co, 733 F2d 858 (Fed Cir
1984). In Roche, Bolar Pharmaceutical, a
generic drug manufacturer, invoked the
common law experimental use exception to
patent infringement in order to allow it to use
a patented drug to develop bioequivalency
data needed to satisfy FDA requirements
under the drug approval process. The Federal
Circuit found against Bolar, holding that the
common law experimental use exception did
not protect the “limited use of a patented
drug for testing and investigation strictly
related to FDA drug approval requirements”.

For some, the Roche decision raised the
spectre of significant delays in the availability
and commercialisation of generic drugs, since
FDA mandated bioequivalency testing, to be
conducted prior to any FDA submission, could
not even start until after the patents expired.
The Roche decision was also a decisive factor
in the passage of the Hatch-Waxman Act, one
purpose of which was to overrule Roche. 

Patent infringement is broadly defined in 35
USC § 271(a) as the “making, using, selling,
offering to sell, or importing” into the United
States of any “patented invention”. Hatch-
Waxman, through the addition of the Section
271(e)(1) Exemption, attempted to balance the
need for the timely development of generic
drugs with the right of patent holders to
protect their inventions. The Section 271(e)(1)
Exemption provides that: “It shall not be an act
of infringement to make, use, offer to sell, or
sell within the United States or import into the
United States a patented invention…solely for
uses reasonably related to the development
and submission of information…” to the
Federal Food and Drug Administration. 

Since the enactment of the Section
271(e)(1) Exemption in 1984, a series of US
district court cases have broadly defined the
scope of this provision, interpreting the
“reasonably related” language to cover a range
of activities and purposes other than just FDA
approval, including for example, trade show
demonstrations and the distribution of clinical
data to parties other than the FDA. One of the
more significant rulings was the decision by
the District Court for the Southern District of
New York in Bristol-Myers Squibb Co v Rhone-
Poulenc Rorer Inc No 95 Civ 8833, 2001 WL
1512597 (SDNY 2001). There, the district
court held that the use of patented
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intermediaries in an attempt to identify new
drugs was “reasonably related” to the
development of information for the FDA and
was therefore protected under § 271(e)(1). The
court, while recognising that not all
experimental work results in a submission to
the FDA, nevertheless concluded that the
research activities would be protected by the
safe harbour if there was a “decent prospect”
that the activities may serve to form a basic
part of the record and materials for
submission to the FDA. The court also found
that a different conclusion might prevent the
kind of experimentation which would lead to
the development of new drugs which would in
turn be submitted to the FDA for approval. The
Bristol-Myers decision was not appealed and
was seen as a precedent for arguing that uses
of research tool patents for drug discovery by
other than the patentee were exempt under the
Section 271(e)(1) Exemption. 

While Bristol-Myers suggested a trend
towards a broader interpretation of the Section
271(e)(1) Exemption, and perhaps of
experimental use in general, that proposition
appears to be curtailed by recent decisions by
the US Court of Appeals for the Federal Circuit
(CAFC). In Madey v Duke University, the CAFC
effectively eliminated any practical application
of an experimental use defence to patent
infringement by both commercial and non-profit
entities. This case arose out of two patents
owned by Madey, who had been employed by,
but subsequently terminated as a laboratory
director at, Duke University. These patents had
been obtained by Madey while at Stanford and
prior to his taking up an appointment at Duke.
Madey had obtained sole ownership of the
patents at issue. After his termination from
Duke, Madey sued Duke for infringement of his
patents. Duke defended on the grounds that
the work it was doing was the subject of
government licences and that it was protected
by the experimental use exception. 

Related to experimental use, the CAFC
states: “Regardless of whether a particular
institution or entity is engaged in an endeavour
for commercial gain, so long as the act is in
furtherance of the alleged infringer’s legitimate
business and is not solely for amusement, to
satisfy idle curiosity, or for strictly philosophical
inquiry, the act does not qualify for the very
narrow and strictly limited experimental use
defence. Moreover, the profit or non-profit
status of the user is not determinative.”

The court noted that even projects
undertaken without direct commercial
application often “unmistakably further the
institutes legitimate business interests ...
These projects also serve for example, to
increase the status of the institution and lure

lucrative research grants, students and
faculty”. Madey v Duke has placed universities
and research institutions on a heightened
state of alert. Many of these universities and
institutions have responded by implementing
some or all of the following:
• Policy statements instructing faculty and

staff to respect third-party patents.
• Requirements for all faculty and staff to

grant to the entity a fully paid-up,
irrevocable research licence to patents
owned by the faculty and staff, particularly
where they are using or intending to use the
patents in their research at the entity.

• A requirement that researchers be proactive
in securing research licences in advance of
conducting research, when the researcher
intends to use patented technology in the
course of that research.

• Enhanced scrutiny of agreements related to
research materials, whether purchased,
licensed or donated.

• An additional layer of analysis within the
invention disclosure process directed to
determining whether any material,
machinery, software, etc was used in the
research leading to the invention, to which
another may claim proprietary right.

Following Madey v Duke, the US District
Court for the Southern District of California
heard a case brought by Integra Lifesciences
Ltd against Merck KGaA and the Scripps
Research Institute (collectively, Merck). Dr
David Cheresh of the Scripps Research
Institute (which received funding from Merck)
investigated and evaluated three specific RGD
peptides as potential drug candidates,
eventually selecting a specific peptide as a
promising candidate for further clinical
development. Merck and Scripps then entered
into an agreement whereby Merck would fund
research by Scripps to develop the pre-clinical
data needed by the FDA to support the
implementation of clinical trials. Integra,
however, asserted that Merck was infringing
on its RGD peptide patents by using these
claimed peptides in the research to identify
the potential drug candidate. Attempts by
Merck and Integra to enter into a licensing
agreement failed, and Integra sued. Merck
defended, arguing that its research activities
were protected under the Section 271(e)(1)
Exemption as “reasonably related” to the
submission of information to the FDA. The jury
in the district court disagreed with Merck and
found it guilty of patent infringement. Integra
was awarded US$15 million in reasonable
royalty damages. 

Merck appealed the decision to the US
Court of Appeals for the Federal Circuit, which

From IP to IPO 35

Integra v Merck



issued its decision on 6th June 2003. The
CAFC held that (i) Merck’s pre-clinical drug
screening uses of research tool patents were
not protected under the § 271(e)(1)
Exemption; (ii) cyclic peptides were covered by
the claims in the patents; and (iii) the royalty
in the amount of USUS$15 million was not
properly determined or supported by the
evidence, and the issue of the proper amount
was remanded back to district court for
further consideration. 

The CAFC, which had not previously decided
whether the safe harbour protected pre-clinical
research activities from claims of patent
infringement, reviewed the legislative history of
the safe harbour, which it saw as having two
primary purposes. One purpose was to restore
to the patentee a portion of the patent term
(therefore adding back market exclusivity) lost
during the arduous FDA regulatory approval
period. The second purpose was to allow a
limited amount of pre-market drug approval
testing by generic drug manufacturers to
“facilitate the immediate entry of safe,
effective generic drugs into the marketplace
upon expiration of a pioneer drug patent”. 

The “solely” language of §271(e)(1) was
interpreted by the CAFC as extending the
protection of the safe harbour only to those
uses that have a reasonable relationship to
FDA procedures, thereby upholding the
decision of the district court that the safe
harbour does not extend to Merck’s pre-
clinical research to find a new drug candidate.
The CAFC felt that to expand the safe harbour
beyond this limited area of research would
exceed the de minimis encroachment on a
patentee’s rights envisioned by the safe
harbour and would “effectively vitiate the
exclusive rights of patentees owning the
biotechnology tool patents”. 

The CAFC remanded the issue of calculation
of damages back to the district court for
further consideration in accordance with a
series of factors, including the need to
ascertain the value of a hypothetical licence
negotiated between the parties at a time to
be determined that is prior to the infringing
acts. On 7th September 2004, the District
Court reduced the US$15 million original
award and awarded Integra US$6.375 million.
It is one of the few opinions to directly
address the issue of calculation of damages.

On 2nd March 2004, Merck petitioned the
US Supreme Court for a writ of certiorari for
review. At the invitation of the Supreme Court,
the Solicitor General of the US submitted an
amicus brief in support of granting Merck’s
petition for review, stating that the decision of
the CAFC limiting the protection of the Section
271(e)(1) Exemption is incorrect, and is also

inconsistent with the Supreme Court’s earlier
decision in Eli Lilly & Co v Medtronic Inc. 

In the brief, the Solicitor General argued
that the Integra decision unduly narrows the
protection of the safe harbour and would
significantly restrict the development of new
drugs by making an artificial distinction
between pre-clinical and clinical research. It
was noted that drug manufacturers submit
information to the FDA not just when seeking
approval for a new drug, but also in the filing
of an investigational new drug application
(IND) seeking authorisation from the FDA to
conduct clinical trials needed to investigate
and establish the safety and effectiveness of
drugs. In determining whether to grant the
IND, the FDA is obligated to consider whether
the use of the investigational drug presents
an unreasonable risk to the safety of human
subjects in the clinical trial. This determination
is based in part on the pre-clinical research
including the “pharmacological and
toxicological studies of the drug involving
laboratory animals or in vitro”. Thus, the brief
argues, Congress had expressly contemplated
and mandated that pre-clinical studies would
be submitted to the FDA to support the IND
filing and therefore, research supporting the
pre-clinical studies is within the purview of the
safe harbour. 

It is difficult to predict how the Supreme
Court will interpret the breadth and nature of
the Section 271(e)(1) Exemption. There is
precedent for both upholding and overturning
the CAFC decision. There are pressures both
to foster and to rein in the drug development
process. The decision of the Supreme Court
will in any event have a significant impact on
research and drug development, and the
underlying value to institutions and drug
manufacturing companies of in-licensed or out-
licensed technology. 
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Ms Alvarez is a member of the firm’s National
Health Law Practice. Her practice is focused
on food and drug law and regulatory policy
affecting pharmaceuticals, biologics,
biotechnology, medical devices and dietary
supplements.

Ms Alvarez represents pharmaceutical and
medical device manufacturers, research
institutes and other life science companies in
matters relating to the federal and state
regulation of research and development,
product approvals, distribution and marketing
and promotional activities. She also works
extensively with her clients in connection with
postmarketing regulatory compliance issues
and investigations.
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Ms Arnold is a registered patent attorney and
directs her practice to business, intellectual
property, transactional and litigation matters.
Her clients include Fortune 500 corporations,
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and research institutes. She holds the
following degrees: MS, biotechnology, Johns
Hopkins, 2004; MS, intellectual property,
Franklin Pierce Law Center, 1993; JD, Franklin
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Management Certificate, University of Utah,
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Ms Arnold’s scientific background includes
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mergers/acquisitions, business development;
preparation of business plans/executive
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