10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

IN THE SUPREME COURT OF THE UNI TED STATES

MERCK KGaA,
Petitioner,
V. ' No. 03-1237
| NTEGRA LI FESCI ENCES |,
LTD., ET AL.

Washi ngton, D.C.
Wednesday, April 20, 2005
The above-entitled matter came on for oral
argunent before the Suprenme Court of the United States at

10: 03 a. m

APPEARANCES:

E. JOSHUA ROSENKRANZ, ESQ , New York, New York; on behalf
of the Petitioner.

MR, DARYL JOSEFFER, ESQ, Assistant to the Solicitor
CGeneral , Departnent of Justice, Washington, D.C ;
for United States, as amicus curiae, supporting the
Petitioner.

MAURI Cl O A. FLORES, ESQ., Irvine, California; on behalf of

t he Respondents.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

CONTENTS
ORAL ARGUMENT OF
E. JOSHUA ROSENKRANZ, ESQ.
On behal f of the Petitioner
ORAL ARGUMENT OF
MR. DARYL JOSEFFER, ESQ
For United States, as amicus curiae,
Supporting the Petitioner
ORAL ARGUMENT OF
MAURI Cl O A. FLORES, ESQ
On behal f of the Respondents
REBUTTAL ARGUVMENT COF
E. JOSHUA ROSENKRANZ, ESQ.

On behalf of the Petitioner

PAGE

17

27

49



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

PROCEEDI InGS
[10:03 a. m]

CH EF JUSTI CE REHNQUI ST:  We' Il hear argunent
now in the Merck KGA v. Integra Lifesciences.

M. Rosenkranz.

ORAL ARGUMENT OF E. JOSHUA ROSENKRANZ

ON BEHALF OF PETI TI ONER

MR ROSENKRANZ: Thank you, Your -- M. Chief
Justice, and may it please the Court:

Your Honors, there is no dispute anpong the
parties, nor anmong the 19 amicus briefs presented before
the Court today. As to the answer to the threshold | ega
guestion, everyone agrees that the FDA exenption does,

i ndeed, apply, with full course, to the sorts of
experiments that are conducted and that woul d be rel evant
to the FDA in consideration of an Investigational New Drug
application, a so-called IND. So the battl eground now
shifts to Integra's alternative arguments in support of
the judgenent --

JUSTICE O CONNOR:  Wel |, would you just clarify
something for ne as we start to consider the case? |
guess this thing went to the jury under an instruction
that tried to cone to grips with the definition under the
statute in some way. Was that instruction one to which

Merck preserved an objection?
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MR, ROSENKRANZ: No, Your Honor. We did not
object to the core of the jury's instructions stating the
| egal standard. And we --

JUSTICE O CONNOR: Do you think it was properly
stated in that instruction?

MR, ROSENKRANZ: The core of the instruction
yes, Your Honor, was --

JUSTICE O CONNOR: That's as good as we could
do.

MR, ROSENKRANZ:  Your Honor, | believe -- the

answer is, the core was as good as this Court can do, and

JUSTICE O CONNOR: Al right. And, under that,
you think that Merck was entitled to a directed verdict --

VR, ROSENKRANZ:  Yes, Your Honor.

JUSTICE O CONNOR  -- fromthe evidence?

MR ROSENKRANZ: It was entitled to a verdict as
a matter of law, but let ne just --

JUSTI CE O CONNOR:  Ckay, but the Court of
Appeal s for the Federal Circuit did not address the case
in -- by looking at the evidence and whether a directed
verdi ct shoul d have been given --

MR ROSENKRANZ:  Your Honor, the --

JUSTICE O CONNOR:  -- or not?

MR ROSENKRANZ: -- the Federal Circuit did
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understand that this was a JMOL case --

JUSTICE O CONNOR:  No, but it seened to decide
the case based on its view of the statute as just applying
to generic drugs or sonething --

MR. ROSENKRANZ: That is absolutely correct,
Your Honor.

JUSTICE O CONNOR:  So it didn't, in fact, cone
to grips with the evidence.

MR, ROSENKRANZ: It absolutely did not cone to
grips with the evidence, nor did it grapple with the
alternative arguments that Integra was presenting --

JUSTI CE O CONNOR:  Yeah, so --

MR. ROSENKRANZ: -- so they --

JUSTICE O CONNOR:  -- naybe all we have to do is
deal with whether that court should have addressed the
evi dence.

MR ROSENKRANZ: That woul d be one answer, Your
Honor, reverse and not addressing the alternative | ega
grounds, but | would urge this Court to address the
alternative grounds, because they raise --

JUSTICE O CONNOR:  All of thenP You nean, like
the research tools problenf

MR, ROSENKRANZ: No, Your Honor, because the
research tool s probl emwas never presented --

JUSTI CE O CONNOR: No.
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MR, ROSENKRANZ: -- as an issue before the jury
or before the District Court. And --

JUSTICE O CONNOR O the Tripps Treaty?

MR, ROSENKRANZ: No, Your Honor

JUSTI CE O CONNOR:  No.

MR ROSENKRANZ: In fact, that's not even raised
by Respondents. It's raised by --

JUSTICE O CONNOR  All right. And how about the
common-| aw research --

MR ROSENKRANZ: | would -- | would urge the
Court not broach the subject of any of the questions that
are not properly presented --

JUSTI CE O CONNOR: Ckay, soO --

MR, ROSENKRANZ: -- to this Court.

JUSTICE O CONNOR:  -- all we're doing is |ooking
at the statute.

MR, ROSENKRANZ: We're --

JUSTI CE O CONNOR:  Thank you

MR ROSENKRANZ: Yes, Your Honor, we're | ooking
at the statute --

JUSTI CE O CONNOR:  Ckay.

MR, ROSENKRANZ: -- but it is an -- it is
important, in answer to the very first question, to
embel lish a bit, because the |ower courts need this

Court's gui dance, because every one of the theories on
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whi ch I ntegra defends the judgenent bel ow rai se exactly
the sanme problens that the Federal Circuit's opinion

rai ses. They defy the plain | anguage of the statute
Congress passed. They are equally at odds with the

pur pose that Congress had in mnd when it passed the FDA
exenption.

CHI EF JUSTI CE REHNQUI ST: What are the
alternative grounds that you're discussing now passed on
by the Federal Circuit?

MR, ROSENKRANZ: Your Honor, they were not
passed on by the Federal Circuit, except perhaps to the
extent that the Federal Circuit may have concl uded that
all -- or that, excuse ne -- that safety is the only issue
before the FDA when it is considering an |Investigationa
New Drug application, or that a drug innovator nay not
har bor additional purposes in an experinent beyond the FDA
exenption, or that the -- excuse ne -- beyond FDA
regul atory purposes -- or, third, that the exenption does
not cover efforts to optim ze the drug candi date after
it's identified and that candidate is, in fact, the |ead
candi dat e

Those are the three | egal theories, Your Honors,
on which Integra is resting its defense of the judgenent
bel ow. And every single one of themis either incorrect

as a matter of law or immterial as a matter of law If



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

this Court were to ask Integra to conme up with a single
genui ne i ssue of fact that does not relate to one or
anot her of those three propositions, it will not be able
to do so, save a footnote to be addressed | ater about the
credibility of witnesses on a topic on which Integra never
argued the witnesses were not credible.

Just beginning with the safety question, and
"Il defer to the Governnent on that, because the
Covernment can speak better than anyone else as to what it
is that is relevant to the FDA in consideration of an | ND,
suffice it to say that the regulations say, as a matter of
law, that safety is not the only consideration before the
FDA as it considers an IND. The FDA cares very nmuch about
whet her a drug will work: efficacy. The FDA cares very
much about how it works: mechani smof action. It cares
about what the body does to that drug: pharmacokinetics.
And it cares very nmuch about what that drug does to the
body: pharnmacol ogy. And Integra's position before the
jury, and before this Court, depends upon the proposition
that it can bring in a witness to argue that the lawis
other than what the law clearly is. And the sane thing
goes for the so-called G.P studies that the FDA considers
in connection with safety data, but need not limt itself
to GLP studies when it's considering those other |IND

rel evant topics.
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JUSTI CE G NSBURG M. Rosenkranz, just one
pi ece of information. Because the INDis so inportant at
this point, is it in the record -- do we have a copy of
t he | ND?

MR. ROSENKRANZ: The I ND, Your Honor, is not in
the record, because it was excluded from evi dence, which
may be why the jury reached the wong conclusion. But,
hasten to add, that will not be uncommn in these sorts of
cases, because there are nmany circunstances in which a
preclinical study begins and fails, and the IND will never
materialize. There are circunstances in which a
prelimnary injunction is brought and won, and the
research stops cold, so an I ND never materializes

And, again, it's inportant to understand, as one
assesses the FDA exenption, that the inquiry is always ex
ante, it is always, "Wat is a reasonabl e drug innovator?
What does that drug innovator or scientist know at the
point in time at which it is about to performthe next set
of experinents?" So you always reflect back to a point in
time before the IND naterializes

JUSTI CE SCALIA: M. Rosenkrantz, the itens you
listed earlier seemed to me to nore narrow than what |
took to be the point of your opening brief, which was that
the decisi on bel ow was wong because the Federal Circuit

sinply excluded all consideration of materials prepared
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for purposes of the IND, as opposed to materials prepared
for the -- for the drug application, later on. Are you
abandoni ng that nore expansive position?

MR, ROSENKRANZ: No, Your Honor

JUSTI CE SCALI A: Because | don't read the
opinion that way. | don't think that opinion has to be
read to say that they're not going to allow in anything
that goes to the IND

MR, ROSENKRANZ:  Your Honor, there is certainly
a way to read the Federal Circuit's opinion -- and this is
also in response to Justice O Connor's earlier question --
in which it did grapple with the very questions we're
tal ki ng about now, and did answer the questions about
whether it's just safety -- and | believe the Federa
Circuit believed that only safety data were rel evant; that
is certainly what it indicated in oral argunent -- and
al so that dual purposes are not perm ssible.

So let ne now turn to the dual - purpose question
because it's another mgjor thenme of --

JUSTI CE SCALIA: Have you answered ny question?
You' re abandoning the assertion that the Federal Circuit
did not consider anything that didn't go to the IND --
that didn't go to the --

MR. ROSENKRANZ: The --

JUSTI CE SCALIA: -- drug application

10
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MR ROSENKRANZ: No, Your Honor. | believe that
there are two ways to read the Federal G rcuit's opinion
To the extent that the Federal Circuit said nothing before
the clinical stage is relevant to the FDA exenption -- if
that is what the Federal Crcuit held, we are -- we are
not abandoni ng the position that that is wong. |
understand that there is another way to read the Federa
Crcuit's opinion that grapples with the subsidiary
guestions that we're discussing here, which are all fairly
presented in our question presented. And that's what |'m
addressing nyself to now

JUSTI CE G NSBURG So your first answer, are you
relying what the Federal Circuit said inits opinion --
and it's in 10a of our cert petition appendix -- that is,
the Federal Circuit's statement of the question presented,
whet her the preclinical research conducted under Scripps-
Merck agreenment is exenpt fromliability for infringenent
of Integra's patents.

MR ROSENKRANZ: Yes, Your Honor. And then, two
pages later, on 12a, the Federal Circuit states its
concl usion, and | quote, "Thus, the Scripps work sponsored
by Merck was not solely for use as reasonably related to
clinical testing for the FDA. "

JUSTI CE SCALI A:  Yeah, but it -- it's not at all

clear in the opinion that the Court was using preclinica

11
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and clinical in the very technical sense that you were --
that you use it, which nmeans "clinical" is stuff submtted
for the drug application, and "preclinical” is for the
earlier application. That is not at all --

MR, ROSENKRANZ:  Your Honor, it's not at all
clear. And, just as in Boyle, when this Court faced a
situation where it wasn't clear what the Federal -- or
excuse ne -- what the Court of Appeals held, the Court --,
"The best thing for this Court to do is to address what
appears to be the threshold question that the Court of
Appeal s decided," but then also to address the subsidiary
guestions on the basis of which Integra is defending the
j udgenent bel ow.

JUSTI CE SQUTER: Well, M. Rosenkranz --

CH EF JUSTI CE REHNQUI ST: A nonent ago -- a
nonent ago, you were reading from12(a). Was it the first
sentence you were reading fronf

MR, ROSENKRANZ: | believe it was the first
par agraph, and | was reading fromthe end of that
par agr aph, Your Honor, the -- which begins, "Thus," three
lines -- really two -- the word "thus" is at the end of
the third line fromthe bottom of that paragraph, Your
Honor .

CHI EF JUSTI CE REHNQUI ST:  Thank you.

MR ROSENKRANZ: And so, | was saying earlier

12
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that a critical conponent of Integra' s case revol ves
around the notion that the use may not have nore than one
pur pose, and that purpose can only be FDA directed. That
argunent is also incorrect as a matter of law. And one
way we can tell that is that there is no such thing as a
preclinical course of study that has only one purpose.
VWhen one is studying nechani smof action, a scientist is
deeply interested, not just in how this drug works, but in
how t he di sease works. And the | anguage of the statute
is, of course, the touchstone here. The statute is
triggered by uses. The use, in this context, is an
experiment. And the statute covers, provides a safe
harbor for, experinents that develop the sorts of
information that are relevant to the FDA. |If that --

JUSTI CE KENNEDY: Wyuld that -- would that --
woul d that be expl ained by the research-tool doctrine, or
not ?

MR. ROSENKRANZ: No, absolutely not, Your Honor.
The research-tool question -- |let nme begin by saying,
these were not research tools; these RGD peptides were the
obj ects of study.

JUSTI CE KENNEDY: | guess what | was asking,
Woul d you ever use the peptide as a research tool, was ny
-- was ny question.

MR ROSENKRANZ: Oh, yes, Your Honor. There are

13
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ci rcunstances in which these peptides could be used as
research tools to stunt the growth of blood vessels and
study what happens next with other conpounds, but they
were enphatically not used as research tools in this case
In this case, they were the objects of study, and Integra
won a jury verdict based upon that presentation. In fact,
never argued to any court or to the jury that there is a
resource tool carve out. So, | was just tal king about the
subj ective purpose earlier, and it is -- again, it's
inmportant to note that the informati on can be used for

ot her purposes. There's nothing in the statute that

prohi bits that.

Now, let me turn, just briefly then, to what is
often one of the nobst inportant questions in these FDA
exenption cases, which is the tineline question. At what
point in the arc of drug development is it unreasonabl e
for a jury to conclude that the FDA is an inappropriate
audi ence for the next set of experinments? Qur position --
and people may differ, as a natter of |aw, as to whether
it earlier -- but our argunent is, at a bare mninmm at
the point in time at which a drug devel oper has a known
structure and cures a disease in an animal with that known
structure, all eyes turn to drug devel opnent; which is to
say, all eyes turn to the FDA. As a matter of |aw,

everything after that, so long as it's relevant to the

14
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FDA, is FDA -- is appropriate to view as FDA directed.

JUSTI CE SQUTER: Do you agree then that at
what ever period, however you want to describe the period,
at which the researcher is basically trying to figure out
what drug to concentrate on, that that period is too far
back in time to come within the exception?

MR. ROSENKRANZ: No, Your Honor. That's exactly
the trigger noment. |If it has a structure, and it's
i nvestigating anal ogs of that structure to figure out
whi ch of these various structures are the best ones to
nove forward, everything fromthat point on is FDA
di rect ed.

JUSTI CE SQUTER: Ckay, here's what -- here's the
problem | have with your argunment. | can understand that
argunent nore easily under the statute, under the text of
the statute as it is witten, than | can understand it
under the instruction that you agreed to, because the
instruction that you agreed to had a linmtation, a textua
l[imtation which is not in the statute itself, that refers
to "relatively directly" as describing the relationship
between this information and its object. And if we decide
this case on the basis of the statute, and we read the
statute nore broadly than the instruction, then you're
getting sonething that you're not entitled to, because you

agreed to the instruction. |If we decide this issue by

15
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construing the statute as if your instruction is correct,
then we're nmaki ng an assunption about the proper
construction of the statute that has not been argued here.

MR, ROSENKRANZ: Weéll, Your Honor --

JUSTICE SQUTER: It seens to ne that the | aw of
the case, as to what the statute neans for your case, is
set by the instruction, and that is why I amreluctant to
get into the issue that you raise here, because | think
we're rather -- you are limted, and we are tied in what
we can do as a result of your agreenment with the
i nstruction.

MR, ROSENKRANZ: Your Honor -- and | see ny tine
is running out; 1'd like to reserve it for rebuttal, so
let me, just briefly. Under Praprotnik, of course, this
Court is not bound by |law of the case by the instruction
But the instruction, as | understand it, says exactly what
the statute says. "Reasonably directly" is sinply another
way of saying, "Are these activities reasonably related to
the FDA purposes?' And every one of the conparative
experinments is relevant to the FDA's inquiry, whether this
drug or that is the optimumdrug. Every experinent that
is involved here -- and there were only 10 percent that
were conparative in nature -- devel ops informati on about
the | ead drug candi date, including understanding why this

one works, rather than that one.

16
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So, if it's all right, Your Honors, I'd like to
reserve the remai nder of ny time for rebuttal

CHI EF JUSTI CE REHNQUI ST: Very well, M.
Rosenkr anz.

M. Joseffer.

ORAL ARGUMENT OF DARYL JOSEFFER
FOR UNI TED STATES, AS AM CUS CURI AE
SUPPCRTI NG THE PETI TI ONER

MR JOSEFFER:. M. Chief Justice, and may it
pl ease the Court:

We believe the question before the Court is the
proper construction of the statute, and we believe the
| ower courts committed three inportant |egal errors that
shoul d be corrected.

The first is in drawing the clinical/preclinica
di stinction. And, understanding that, Justice Scalia,
think the inportant thing to understand is that clinica
studies refer to studies conducted on humans, and at the
I ND stage, the whol e question is to deci de whet her studies
shoul d be conducted on humans. So at that point in tine
the only information that's available is the preclinica
studies on animals and in test tubes. So when the Court
di stingui shed between preclinical and clinical, it was
essentially saying, you cannot do the information that's

necessary to submt an IND, necessary to do clinica

17



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

trials, necessary to get your drug approved. And that's
why we -- it seens to us that that's clearly wong.

CHI EF JUSTI CE REHNQUI ST: Do you have to have
the FDA's permission to start clinical testing?

MR. JOSEFFER  Yes, that's the purpose of an IND
application, is -- the whole -- the only thing that FDA is
| ooking at, at that point, is whether to permt human
clinical trials to proceed.

The second inportant legal error commtted by
the Federal Circuit was in apparently concluding that only
tests regarding the conmpounds ultimately submitted to FDA
in an IND are subject to the protection. Now, the problem
with that is that a conpany can deci de which specific
conpound to subnit only by first conparing -- doing
studi es on that conpound and on others in order to
det ermi ne which woul d be the best conpound to subnit,
whi ch woul d strike the best bal ance between obt ai ni ng
health effects or reporting safety concerns. So, if the
exenption only --

JUSTI CE O CONNOR:  Wul d you state again what
you say the second error was?

MR JOSEFFER  The second error, we believe, is
that the Federal Circuit indicated that only studies
undertaken on the single conmpound ultimately submitted in

an IND are protected by the exception. And the problem

18
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with that is that | can't figure out what that one
conpound is until 1've done studies on it and on other
conpounds to deternine --

JUSTI CE SCALIA:  That --

MR JOSEFFER: -- which is the best to subnit.

JUSTI CE SCALI A: But that might well determne
whet her the research was relatively directly related. |
nmean, if | were a juror, | would -- | would say it's
relatively directly related if it relates to that
particul ar conpound which is ultimtely submtted, and not
relatively directly related if it was prelimnary, trying
to found out which conpound to submt.

MR JOSEFFER: W would -- we would [ook at it
this way. If I'm-- say | have 12 conpounds that |'m
going to test and decide which is best and go forward
with. At the tine |'mdoing a test on any one of those
conpounds, if those tests succeed, it's reasonably
foreseeable I'Il submit an IND for that conpound.

JUSTI CE SCALI A: Yes, | understand all that.

But --

MR. JOCSEFFER: And the --

JUSTICE SCALIA: -- I'mjust saying that that is
certainly one interpretation of "reasonably directly."
And if that is so, then you are erroneous in your

assunption that the question before this Court is the
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nmeani ng of the statute. It might not be. It might be --
it mght be the neaning of the instruction.

MR. JOSEFFER: Well, | think we woul d disagree
with that, for two reasons. The first is that the Federal
Crcuit, as Justice O Connor noted, reserved -- resolved
these questions entirely as a matter of |aw, based on a de
novo interpretation of the statute, without regard to the
jury instruction. And that's the holding that's now
before this Court.

JUSTI CE O CONNOR:  What's your position on the
jury instruction? Does it correctly state the | aw?

MR JOSEFFER: W think that it's -- if it's
construed correctly, we think that it's correct, but just
too general to be of assistance to the courts in
addressing the nore specific questions of the issue here.
And this is -- remenber, Merck has sought judgenent as a
matter of law. And when a party seeks judgenent as a
matter of law, the courts are not constrained to only
applying the law that's found in the jury instruction;
they can also articulate and apply -- and do all the tine
-- other legal principles that are relevant. Praprotnik
v. St. Louis is a great exanple of a case where this Court
did that.

Now, there would be a problemif the jury

instruction was i nconsistent with the correct rule of |aw,
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because then there could be a waiver concern. But we
don't see that at issue here, because the jury
instruction, we think, was just too general to speak to
these issues.

But getting back to nmy point about why it can't
be limted to that single conmpound --

CHI EF JUSTI CE REHNQUI ST: If in fact the jury
instruction is too general. | mean, if both parties
agreed to it, aren't they, in a sense, bound by it?

MR JOSEFFER W think that the Petitioner
should not, and is not, arguing inconsistently with the
jury instruction. The point is just that juries, being
| ay people, tend to be instructed --

CHI EF JUSTI CE REHNQUI ST: The Petitioner said he
agreed with the core of the instruction, whatever that is.

MR. JOSEFFER: | think that's just with the
general principles. Take, for exanple, a negligence case.
Jurors are instructed all the tinme that the Defendant has
a duty of ordinary care. And then courts, on appeal, wll
determ ne nore specific |egal questions, whether entire
cl asses of conduct do or do not conply with the ordinary
care, in nuch greater detailed instructions to the jury.
And exanpl e of a case where this Court did that woul d be
Shenker v. B&0 Railroad, at 374 U.S. 1. And we think that

ina-- in determning whether a Petitioner is entitled to
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judgenent as a matter of law, this Court shoul d just
articulate and apply the specific | egal principles here;
they're not inconsistent with the jury --

JUSTI CE O CONNOR: Was the court below wong in
saying that the statute was enacted only to hel p generic-
drug devel opnent ?

MR. JOSEFFER: Yes. In fact, this Court already
held in Eli Lilly v. Medtronic that the statute is not
limted to generic drugs. |In fact, it's not even linmted
to drugs, but also applies to things |ike nedical devices,
food additives, color additives. And it's a very
i nportant point, because the Federal Circuit thought the
statute to be construed in an artificially narrow manner
in light of a supposed focus on generic drugs, which is
just inconsistent with this Court's authoritative
construction of --

JUSTI CE SQUTER: |s that going to be your third
point, the third error that the court supposedly
commi tted?

MR, JOSEFFER  No, the third is the error
commtted by the District Court and relied on by
Respondents here, which is the statenent that FDA only
consi ders safety, and not efficacy, in determ ning whether
to pernmit human clinical trials to proceed. It's a very

i mportant point, because at the IND stage the question for
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FDA is whether a drug should be given to human bei ngs.

And because there's no such thing as an absolutely safe
drug, because all drugs entail at |east some safety risks,
FDA will not let human clinical trials proceed unless
there's sonme reason to believe that the study could be
useful. It's a -- it's a benefit-risk analysis. The
Court | ooks to whether the potential benefits of the test
woul d outwei gh the risks of the test; and if not, the
Court will not let a test proceed.

Now, Congress charged FDA with doing that by
instructing FDA to determ ne whether the drug woul d pose
an unreasonable risk to the health and safety of humans.
And FDA has construed that, as | said, to nean the
benefit-ri sk.

The nost express articulation of that cones in
t he gui dance docunent that FDA has put out regarding the
preparation of the investigators brochure, which is a
required part of the 9d submi ssion. And the investigators
-- and the gui dance docunent explains that the
i nvestigators brochure nust provide sufficient infornmation
for the -- for the reader to, quote, "make his/her own
unbi ased risk-benefit assessnent of the proposed
clinical." That's set forth on the bottom of page 10 of
our brief. And --

CH EF JUSTI CE REHNQUI ST: What are the
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consequences if someone goes ahead and conducts a clinica
trial wthout the approval of the FDA?

MR JOSEFFER: That's contrary to federal |aw
| -- certainly would be severe civil consequences. And ny
guess is there are crimnal consequences for doing that,

t 0o.

JUSTI CE G NSBURG  Your tine is short, so could
you tell us how far back you think, under the statute, you
can go and not -- and be within the safe harbor?

MR JOSEFFER: Yes. We think that the proper
test | ooks to whether a conpany is trying to develop a
particul ar drug, by which we nean a substance with
particul ar characteristics designed to achieve particul ar
objectives. To explain that, we recogni ze that basic
scientific research into human biol ogy and di sease
processes is not protected. That's just too far down the
stream of causation. But once | get a particular concept
for a drug, this says I'mgoing to treat the disease in a
particular way by targeting a particular part of the
di sease process. Then we think that the work done, going
forward, with includes comparing different substances to
figure out which would be the best active ingredient, is
protected. To provide a concrete exanple --

JUSTI CE SCALIA: Wiy isn't that basic research?

| mean, | want to -- | want to treat this disease by
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stifling the devel opnment of blood cells around it, or
something |ike that, and then you ask yourself, "Gee, what
woul d stifle the production of blood cells?" And let's
assune there hasn't been any research done in that field
before. You wouldn't consider that basic research, so
long as the idea | have innmy -- inny head is, | want to

create a drug to treat this disease that will stifle blood

cells?

MR JOSEFFER:. No. And here's why. The basic
insight, and then I'll explainit, is that the first tine
a study -- a study is run on a particular substance, if
that's -- first study is not protected, then the exenption

is worthless, because |I'd have to commit that infringing
study before | cane to the protection of the exenption.

So, we would say that the -- in this case, for
exanple -- | think it's easier on particulars -- that
basi ¢ research was figuring out that the key to cancer is
-- the key to the gromh of tunors is angi ogenesis, and
the key to bl ocking angi ogenesis is blocking the al pha v
beta 3 receptors. That's the basic research into how the
body works. But once | then start trying to figure out
whi ch substance woul d best block an al pha v beta 3
receptor, it's very specific, because | know what that
receptor is, | know what it's like, | know what

characteristics I'mgoing to need in a drug to block that.
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And when | try different things out to block that, that
first experiment, at that point, has to be protected,
because, otherwise, 1'd have to comit the infringenent
before | could get --

JUSTI CE KENNEDY: Did the earlier process that
you descri bed, the basic research, is that within the
conmon | aw research exenpti on?

MR JOSEFFER: The -- it would be if it was
nonconmer ci al

JUSTI CE KENNEDY: How does the comon | aw of
research exenption figure into this case, if at all?

MR JOSEFFER. It's not directly you, Your
Honor, because Petitioner has not relied onit at all, and
for good reason, which is that the courts have
consistently held that the common | aw research exception
applies only to noncomrercial activity. The npost obvious
exanpl e would be kids in their basements. But when a drug
conpany, that its entire business is devel opi ng and
manuf acturing drugs, undertakes the activity, that's
commercial, and that's never been consi dered protected by
the common | aw excepti on.

JUSTI CE KENNEDY: Does Scripps -- is Scripps in
t he business, too?

MR JOSEFFER: | see ny red light is on, if |

coul d answer the question.
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Sone of Scripps' work, when it's working
directly for Merck, certainly is, we would think, you
know, tied closely to Merck's conmercial activities.
Scripps may al so do sone other --

CHI EF JUSTI CE REHNQUI ST: Thank you, M.
Joseffer.

M. Flores.

ORAL ARGUMENT OF MAURI CI O A. FLORES
ON BEHALF OF PETI TlI ONER

MR FLORES: M. Chief Justice, and may it
pl ease the Court:

This Court stated, in Black versus Cutter
Laboratories, which is cited on page 27 of our brief, as
follows, "At tinmes, the atnosphere in which an opinionis
witten nmay becone so surcharged that unnecessarily broad
statenments are made. In such a case, it is our duty to
| ook beyond the broad sweep of the |anguage and determ ne
for ourselves precisely the ground on which the judgenent
rests.”

This is such a case. The judgenent of the
Federal Circuit was its order affirming the District
Court's denial of nmotion for judgenent as a matter of |aw.
The precise grounds for the Federal Circuit's opinion is
set forth in page 14a in the appendi x attached to Merck's

petition for certiorari. And there the Federal Circuit
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said that it upheld the denial of Merck's notion for
judgenent as a matter of |aw because the Federal Circuit
di scerned no error in the District Court's interpretation
of section 271(e)(1), which raises the question --

JUSTI CE G NSBURG  Where is this? Page 14a --

MR FLORES: Yes, Your --

JUSTI CE G NSBURG  What are you quoting fron?

JUSTI CE KENNEDY: Is it just before the letter
"b" on l1l4a?

MR FLORES: Yes, Your Honor.

JUSTI CE BREYER: \What are the first few words of
the sentence there that you quoted?

MR. FLORES: "Because the | anguage and cont ext
of the safe harbor do not enbrace the Scripps-Merck
general bionedi cal experinentation, this Court discerns no
error" --

JUSTI CE BREYER: Exactly. And so, they are
saying that they're wong on their ground for thinking
that the | anguage and context don't enbrace it. Since
they used the wong standard, they never got to the
guesti on of whether the evidence warranted a directed
verdict. So | don't see how we avoid | ooking at all of
what you'd call the atnospherics.

MR FLORES: The precise holding and the

reasoni ng of the Federal Circuit was, they found no error
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in what the District Court's --

JUSTI CE BREYER: Because they interpreted the
statute in a particular way. Isn't that right? [|'m
asking. |'mnot --

MR FLORES: No, Your Honor.

JUSTI CE BREYER: No?

MR. FLORES: The only interpretation of the
statute that can be found in the District Court's order
denying Merck's notion for judgenment as a nmatter of lawis
the standard articulated in the jury instruction

JUSTICE SCALIA: No, but | think -- | think the
Justice was asking whether it was the Court of Appeals
that --

JUSTI CE BREYER  Yes.

JUSTI CE SCALIA: -- that applied a particul ar
standard. And certainly it had to have been. Didn't the
Court of Appeals have a particular standard as to what

constituted general bionedical experimentation, as opposed

to the kind of experinentation that's covered by the -- by
the safe harbor exenption? It nmust have had. | nean, how
could you -- how could you rule on the question before you

unl ess you have, in your head, a notion of what the safe
har bor consists of and what is beyond it?
MR FLORES: The question before the Federa

Circuit was whether the District Court erred by not
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applying the rational predicate interpretation of section
271(e), which was the sole focus of Merck's appeal to the
Federal Circuit.

JUSTI CE G NSBURG Wiy should we say that's the
guestion, when the Federal Circuit, itself, said what I
read before from 10a?

MR. FLORES: W're -- on page 10a, the Federa

Circuit said, "Thus" -- and this is in the -- the | ast
sentence in the mddl e paragraph of the page -- "Thus,
this Court mnmust determ ne whether section -- the section

271(e) safe harbor reaches back down the chain of
experimentation to enbrace devel opnment and identification
of new drugs that will, in turn, be subject to FDA
approval . "

JUSTI CE BREYER: That woul d answer that question?

MR FLORES: It does not. The Federal Circuit
answered that in the negative. The Federal Circuit
rejected the interpretati on advanced by Merck, which was
the rational predicate standard, which was basically a
causal test, and held that the District Court's
interpretation, under the Internmedics standard that's
given in the jury instruction, that Merck now concedes is
the correct standard.

JUSTI CE BREYER: So they say that does not --

the safe harbor does not reach, anong other things, back
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down the chain of experinmentation to enbrace the

devel opnent of new drugs that will be subject to FDA
approval. In your opinion, is that statenent, as | read
it -- | left out the word "identification" -- as | read
it, is that statement a correct statement of the |aw, or
i ncorrect statenent?

MR FLORES: That is a correct statenent of the
I aw.

JUSTI CE BREYER: That is a correct statement of
the law. So then, | take it, the other thinks that it
isn't, because, for exanple, you could have a situation
where you are devel opi ng drugs, and, in devel opi ng drugs,
you do some experinments and you get some information that
woul d be useful to the FDA and the IND process, and,
therefore, they are within the safe harbor

MR FLORES: No, Your Honor. | believe the
Solicitor General agrees with this aspect of the Federa
Circuit's opinion and makes that clear at the bottom of
page 15 and onto page 16 of the Solicitor General's brief.
Merck no | onger challenges this aspect of the Federa
Crcuit's opinion. Merck concedes that there are
experiments in the basic research phase, that, although
they're necessary in the chain of causation, are not
exenpt. The rational -- Merck has abandoned the rationa

predicate standard that the Federal Crcuit rejected here.
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JUSTICE A NSBURG M. Flores, when | asked you
about the sentence on page 10, | intended, not the one
that you read, but an earlier one that precedes it, and
that is, "The questioning arising in this case is whether
the preclinical research"” -- that is, the research on
ani mal s, as distinguished from humans -- "conducted under
the Scripps-Merck agreenment is exenpt fromliability for
infringenent of Integra's patents."

Now, if you just took that as the question, then you
would say it -- this Crcuit is drawing the |line between
clinical and preclinical. 1t's not a crystal-clear
opi nion, by any neans, but that is one question presented
that they've identified. And how do they answer that
guesti on?

MR, FLORES: Your Honor, | disagree. | think
the operative language in this sentence is the reference
to "the Scripps-Mrck"” -- is to "research conducted under
the Scripps-Merck agreenent.”

JUSTI CE SCALIA: That's the way | read it. It
-- the -- and this is why | was disagreeing with counse
fromthe other side. It -- well, counsel ultimtely
conceded, you could read it not to draw the |ine between
clinical and preclinical. And the way you read this
sentence is -- the question, they say, is not whether

preclinical research falls under 271(e)(1); it's whether
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the "preclinical research conducted under the Scripps-
Merck agreement.” And then the next sentence expl ains
what that means. The experinments did not supply
information for submission to the United States Food and
Drug Admi nistration, but, instead, identified the best
drug candi dat e.

So, | think what they're describing as the
guestion presented is whether preclinical research that is
-- that is not directed to supplying information for
submi ssion to the Food and Drug Adm nistration, but,
instead, to selecting the drug candi date, whether that
type of preclinical research is within the safe harbor

MR FLORES: Yes. |In fact, Justice Scalia, if
this opinion by the Federal Circuit were interpreted to
hold that preclinical experinents are categorically
excluded fromthe scope of the exenption, that hol ding
woul d be inconsistent with the District Court's
interpretation of the |law, because the District Court's
interpretation of the law was that preclinical experinents
are potentially eligible, and the District Court subnitted
the question to the jury.

So the Federal Circuit would be conpletely
inconsistent, if, on the one hand, it categorically
excluded preclinical experinments, and, on the other hand,

it approved the District Court's --
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JUSTI CE BREYER: Al right, this very dial ogue
makes me able to ask a question that | think will revea
better to you what | need an answer to.

Reading this, and |istening to the discussion,

and your use of the word "atnospherics," suggests that the
opi nion belowis pretty foggy. W have Merck, the Food
and Drug Administration, the Governnment, the entire

bi ot echnol ogy industry, the drug industry of the United
States, and everybody else telling us that they are wong
in the way they stated the standard. And you, yourself,
urge us to | ook beyond the way they stated it. So, what's
the harm and why wouldn't we, given this and the
unclarity, just try to do a better job at stating the
standard, say, "That's the standard," and then send it
back, and then you can nake all your argunents there about
how it appli es.

MR FLORES: The reason it would not be
appropriate for the Court to do so is because no standard,
other than the Internedics standard that was applied by
the District Court, was ever suggested to the District
Court. There was only one standard ever considered.

CHI EF JUSTI CE REHNQUI ST: We're not review ng the
District Court's opinion? W granted certiorari as to the
particul ar question which will deal with what was the

Court of Appeals opinion. W don't ordinarily sinply
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conpare the Court of Appeals' opinion with the District
Court's opinion to see if they parse.

MR FLORES: Yes, Your Honor. But in this case
the issue before the District Court was whether the
District Court erred in denying a notion for judgenment as
a matter of |aw

JUSTICE O CONNOR:  Well, don't you think that
the Federal Circuit nmay have focused too nuch on generic
drug applications? Do you think it was right about that?

MR FLORES: | think the Federal Circuit was
right, as a factual matter, describing the inpetus for
Congress adopting section 271(e).

JUSTICE O CONNOR:  Well, it seemed to be driven
by its very narrow focus on generic drug devel opnent. Do
you -- do you think that the efficacy of the drug being
suggested plays a role in the I ND application?

MR, FLORES: No, Your Honor, it does not.

JUSTICE O CONNOR:  See, | think there may be a
difference there, because | think the other side thinks
that how the drug is expected to work, in practice, and
whether it, in fact, will attack a certain disease, is
part of what the FDA | ooks at. Apparently, the Governnent
takes that position, as narrowy as | could determ ne.

But you reject that, as well.

MR FLORES: Yes, Your Honor. | think the

35



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

answer to that is in the statute.

It's a -- it's section

-- it's 21 United States Code 355(i)(3)(B)(i). And in

that --

JUSTI CE O CONNOR: Can you repeat that 355 what?

MR FLORES:

JUSTI CE O CONNOR: - -

MR, FLORES:

JUSTI CE O CONNOR:

MR FLORES:

(i) --
(i) --
-~ (3) -
Uh- huh.
-- (B)(i) again.

And, in this

section, Congress is telling the FDA what are the

consi derations that the FDA has to weigh in making the

saf ety decision, the decision whether to allow clinica

trials in hunans --

JUSTI CE G NSBURG

referring to, is it soneplace --

where we can | ook at

us?

MR FLORES:

appendi x, unfortunately.

Is this text that you're

is the text sonepl ace

it while you're explaining this to

No, Your

Honor ,

it's not in the

Let nme read that statute,

because it's instructive about what Congress told FDA to

wei gh for the --

JUSTI CE O CONNOR:

But does the -- does the

statute -- is that the only place we woul d | ook to decide

whet her safety is the only consideration for the FDA?

MR, FLORES:

No, Your

Honor .

36
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bel i eve, address that. And the regulations are 312.22(a),
which is in the appendi x attached to Integra' s brief on
the merits. And I'll read that. It says --

JUSTI CE O CONNOR:  But you do --

JUSTI CE SQUTER: \What are you --

JUSTICE O CONNOR:  -- you do agree, do you not,
that the CGovernnment does not agree with you on this point?

MR FLORES: The Governnent di sagrees, Your
Honor .

JUSTI CE O CONNOR:  Ri ght..

JUSTI CE SQUTER: \What are you reading fronf

MR FLORES: Page 3a in the addendumto
Integra's brief.

JUSTI CE SQUTER: Ckay.

MR FLORES: That's 21 C.F.R Section 312.22(a).
It states that, "The FDA's primary objectives in review ng
an IND are, in all phases of the investigation, to assure
the safety and rights of subjects, and, in phase tw and
three, to help assure that the quality of the scientific
i nvestigation of the drugs is adequate to prevent an
eval uation of the drug's effectiveness and safety.”

JUSTI CE SQUTER: Ckay, that tal ks about the
primary concern. There is certainly going to be concern
with efficacy to this extent. They are going to want to

know, before they allow clinical trials, whether the drug
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that it is proposed to give cancer patients has sone

rel ati onship to cancer, as opposed to the conmmon col d.
Admittedly, at the clinical trial they're trying to find
out how effective it is on human bei ngs, but there's got
to be sone threshold showi ng of effectiveness. They can't
sinply ignore effectiveness and | ook at safety entirely
prior to that point.

JUSTI CE STEVENS: In fact, that paragraph refers
to effectiveness, as | read it.

MR FLORES: Yes, it does, Your Honor. But it
does -- it refers to it in the context of phases two and
three. And the sinple fact is that until there's clinica
trials in humans, there's no way tell whether this drug a
going to be effective.

JUSTI CE SQUTER: But there is at |east --
there's got to be some way to tell whether it even
addresses the disease. That is essentially a threshold
ef fectiveness question.

MR. FLORES: The FDA statutes and regul ations do
not use the term"efficacy" to describe that. In section
355(i)(3)(B)(i), when Congress listed the factors to
consider, what it listed was not efficacy. Efficacy is
not --

JUSTI CE SQUTER: Congress described the need

that there be sone relationship between the consequences
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of taking the given drug and the di sease which is supposed
to be addressed by taking the drug. |If they didn't use

the word "efficacy," what word did they use?
MR, FLORES: They --
JUSTI CE STEVENS: They used the word

"ef fectiveness," which is pretty close.

[ Laught er.]

MR FLORES: No, Your Honor, they used the word,
in the statute, "the condition for which the drug is to be
i nvestigated."

JUSTI CE BREYER: That's inportant. They say they
want to know t he pharnmacol ogi cal action of the drug in
relation to its proposed therapeutic indication. The
reason, | take it, the word "efficacy" is not there
directly is because that word has a history, the Kefauver
hearings, and it was involving drugs that don't do
anything. Safety is a different natter. But of course
when you consi der whether sonmething is safe, you nust
know, since, for exanple, cancer drugs poi son people, the
extent to which that poisoning is outbal anced by its
effect in curing people. So how could you possibly,
particularly where cancer is at issue, know whether this
is an appropriately safe drug, w thout know ng how
effective it is, as well as knowing the side effects that

are -- that are harnful? |If | knew that there was any
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answer to that question at all, | mght be tenpted to
agree with you, because it doesn't use the word. But
what's the answer?

MR, FLORES: The answer is that the FDA
consi ders what information is available to it. It does
not have information about the effectiveness of the drug,
because clinical trials have not taken place; and,
therefore, the regulations and the statutes say you do the

-- what you can. You look at the condition for which the

drug --

JUSTI CE G NSBURG  But why wouldn't it have
i nformation about effectiveness on animals? | nean, if
the -- you show that the -- all the FDA's interested in is
that it didn't kill the aninal, never mnd whether it was

effective to cure the tunor?

MR FLORES: The FDA is concerned with safety in
animals. And there nay be sone cases in which there is a
known safety risk to a drug, and there will be a
hei ght ened | ook at potential benefits in order to bal ance
that out. But the regulations focus on safety. And in
this particular --

JUSTI CE O CONNOR:  Yeah, but it's absolutely
clear, | thought, that the FDA, at the end of the day in
some of these drug applications, ends up | ooking at not

only safety, but how effective it is. And sonetines if
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the safety risk is minimal but the effectiveness is great,
| understood at |east, that could affect the decisions.
So, | would think that you would want to encourage the
exenption to cover those matters.

MR. FLORES: Your Honor, of course FDA is very
concerned about efficacy, and it -- but concerned about
that after it gets data fromhuman clinical trials.

That's the -- that is the basis of --

JUSTICE O CONNOR: No, I'mnot sure. |If there's
data earlier, at IND stage, as a result of the lab tests
and the animal tests, | would think that would be part of
the exenption.

MR. FLORES: |If efficacy -- or some information
about what benefits the drug might have, is probably a
better way to phrase it -- is considered at the safety
stage as part of the safety balancing, then it's got to be
done under good | aboratory practices, because --

JUSTI CE BREYER: Suppose that we concl uded --
well, | don't want to cut you off. Go ahead, please.
cut you off.

MR FLORES: If -- | believe the Solicitor
CGeneral's point is that the safety decision is a practica
one, and you've got to |look at both sides of the |edger --
potential harm potential benefit -- | don't believe it's

proper to call that "efficacy." But whatever you call it,
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if it's part of the safety balancing it has to be done
under good | aboratory procedures. That, | think, is clear
fromthe FDA regulations. And, as a matter of policy, it
woul dn't make any sense for the FDA to say that half of
the safety equation need not be done under good | aboratory
practices. Both parts of the safety equation have to be
done under that.

JUSTI CE SCALIA: | don't -- so what? | don't
under st and what conclusion that |eads to.

MR FLORES: Well, Justice Scalia, let ne say
that | think that this whol e di scussion about the
interpretation of the FDA law is really sonewhat off the
poi nt here.

JUSTI CE SCALIA: | was beginning to think that,
t oo.

[ Laught er.]

MR FLORES: And the reason | say that is
because we're not here to judge the legality of an FDA
action in its discretion, saying we want to consider
preclinical --

JUSTI CE BREYER: Yeah, but the reason you
brought it up is because the particular certificate that
is for a safety-certified lab is not applicable to the lab
that used this stuff. That's why you brought it up, |

t hi nk.
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MR. FLORES: That is correct.

JUSTI CE BREYER: And | understand that. And

you' d have to conclude, for themto win -- but suppose
di d conclude -- suppose, for hypothetical -- the sake of
-- for -- as a hypothetical, suppose | thought, yes, this

does include the safety part, |ooking at how effective
drugs are, too. Suppose | concluded that the statute
nmeant sonetines you could do that, in an ordinary
| aboratory that didn't have the special certificate?
Suppose | concl uded that, indeed, you could ook well in
advance of the clinical test period to get the information
for the IND? And suppose | concluded that sonetines,
where it was reasonably related, you could, in fact, |ook
at other drugs, too, that are related to the ones you do.
If I concluded that -- and I'mnot saying | would -- then
woul d you concede that a directed verdict would have been
appropriate agai nst you?

MR FLORES: No, Your Honor.

JUSTI CE BREYER: Because? And what's your
strongest argunent that it wouldn't?

MR FLORES: Well, Your Honor, there's numnerous
adm ssions in the record that Merck made which woul d
indicate that they've -- that the programcarried out at
Scripps was not reasonably related to the FDA, that the

real FDA work was being done in Germany, that the mpjority
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of these experinents conducted by Scripps were conducted
on chi cken enbryos, which Merck's own scientists agree
have nothing to do with safety, and, by |ogical extension
they can't tell you nuch about efficacy, either. Merck
agreed that a significant portion of these experinents in
whi ch Merck was | ooki ng for non-peptide conpounds as
possi bl e drug candi dates, is sonething that --

JUSTICE O CONNOR:  Well, we don't -- | hope we
don't have to, at this Court, |ook at all the evidence and
try to sort it out that way. Wat we have to focus onis
whet her the Court of Appeals for the Federal Circuit was
in error in articulating the scope of the exenption

MR FLORES: Your Honor, this Court does not
have to get into Rule 50 review of the evidence here --

JUSTI CE O CONNOR: No.

MR. FLORES: -- because there's no di spute about
the |l egal standard. W've all heard that this norning.
The only other possible issue is Rule 50 review. But
Merck has failed --

JUSTICE O CONNOR: Wl |, | thought the issue was
whet her the Court of Appeals for the Federal Circuit
correctly determ ned the scope of the exenption. |f they
were wong about it, then it is open to us to correct that
and send it back.

MR FLORES: Your Honor, the Federal Circuit
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didn't determ ne the scope of the invention. There's --
it's --

JUSTI CE O CONNOR:  Exenption. The statutory
exenption. | thought that was what we were | ooking at.

MR. FLORES: Yes, that's what | was referring
to. The Federal Circuit didn't articulate a standard for
that. The Federal Circuit approved the District Court's
use of the Internedics standard, under which preclinica
experinments are potentially --

JUSTICE O CONNOR:  Well, but it's certainly --
that the FDA considers only safety, and nothing el se, that
it was directed at generic drugs, not others, and that
there was a cutoff point earlier than that argued by the
CGovernment and the Petitioner for what is exenpt
preclinical trial informtion.

MR. FLORES: The Federal Circuit's opinion,

believe -- the Federal Circuit's opinion rejects the
rational predicate theory. It does not articulate an
alternative standard to that. It nerely ----

CHI EF JUSTI CE REHNQUI ST: They spent about ten
pages in the appendix trying to do that.

MR FLORES: But Federal Circuit didn't do that.
That was discussion in there. |t gave a |ot of background
about the statute, which may not have been necessary for

its ultimate holding. But the Federal Crcuit, when it
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comes down to it, didn't do anything other than approve
the District Court's interpretation

Now, if the Federal Circuit did sonething
different than that, which we just -- which is -- Integra
does not believe is the case, its judgenent should be
uphel d on the grounds articulated, that it could discern
no error in the District Court's judgenent -- in the
District Court's denial of Merck's notion for judgenent as
a matter of |aw

To respond to one of Justice O Connor's earlier
guestions, "Does this Court have to get into a Rule 50
review," the answer is no, because Merck failed to
preserve its right to Rule 50 review. In the District
Court, in the Federal Crcuit, the -- Merck argued the
rati onal predicate standard as a matter of law. That was
rej ected.

Rul e 50 review, under the Internedics standard,
is an entirely different argunent, and Merck never raised
that argunent in -- before the Federal Circuit. Inits
brief, Merck relies, on pages 50 and 51 of its brief to
the Federal Circuit, saying there it argued substanti al
evidence. But what it argued there was, the experinents
are rational predicates. Merck never argued, before the
Federal Circuit, that the verdict can't be sustained under

Rul e 50, under the Internedics standard, as opposed to the
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rati onal predicate standard, so it's not entitled to that
revi ew here.

JUSTI CE G NSBURG  The dissenting judge did not
-- the dissenting judge, Judge Newran, did not read the
Court's opinion the way you do. |Is that correct?

MR FLORES: That is correct, Your Honor

JUSTI CE G NSBURG  Maybe we shoul d take that
into account, to sonme extent, that someone who
partici pated on the bench had a different take on what her
col | eagues were sayi ng?

MR. FLORES: That is certainly a consideration
but we disagree with Judge Newran on that point.

JUSTI CE KENNEDY: Is there a difference between
you and Merck concerning the scope and extent of the
conmon | aw research exenmption? And if there is, does that
even enter into our case?

MR FLORES: That issue hasn't entered into the
case, so there's been no differences articul ated, Your
Honor .

And to get back to the point that Merck did not
preserve its right to Rule 50 review under the Internedics
standard, even if it had raised that issue before the
Federal Circuit, clearly the Federal Crcuit didn't reach
that issue. And if the Federal G rcuit didn't reach an

i ssue that was properly presented before it, that was
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error, and Merck woul d have had to seek relief fromthat
error. And it did not do so inits petition for
certiorari. So, | do not believe this Court even needs to
address the issue of Rule 50 review

There is no dispute in this case as to the
substantive standard that governs the scope of Section
271(e)(1), and Merck, having failed to preserve its rights
to Rule 50 review under the Internedics standard, there
his no controversy for this Court to decide.

If the Court does reach the issue of Rule 50
revi ew under Internmedics, it is -- the case should be
deci ded under the basic principles that it is the
excl usive province of the jury to weigh the evidence and
to determine the credibility of the w tnesses.

And nmy time is up, but -- alnost -- but I'll say
one thing. After 25 days of trial, the District Judge, in
his denial of Merck's notion for judgenent as a matter of
| aw, expressly said that the jury had reasonabl e cause to
di sregard the testinmony of Merck's main witness, Dr.
Cheresh. And, on that ground al one, the judgenent with
the Federal Circuit should be sustained. Merck can't be
rescued fromthe jury's verdict unless this Court
determ nes, as a matter of law, that the jury was required
to believe the testinony of Dr. Cheresh. And Merck can't

show that, and hasn't even attenpted to show t hat.
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Unl ess there are any questions --

CHI EF JUSTI CE REHNQUI ST: Thank you, M. Flores.

M. Rosenkranz, you have two m nutes renaining.

REBUTTAL ARGUVMENT OF E. JOSHUA ROSENKRANZ
ON BEHALF OF PETI TI ONER

MR ROSENKRANZ: Thank you, Your Honor.

Wth ny two mnutes, | want to nmake one
overarching inportant point, and it's really in response
to a question Justice Scalia asked.

The enphasis in the statute is about the use, so
let's get past |abels about, Is this drug discovery or
basic research, or is it, as Merck says, optimzation on
the | ead drug candi date, and | ook at exactly what was
occurring here. Here, this was not a, "Cee, we'd like to
see what affects angi ogenesis." Merck knew what affected
angi ogenesis. It had a structure. And if you | ook at
page 42 of the suppl enental appendix, you will see that
structure. It knew exactly what that structure did and
howit didit. 1t then tweaked it by changing, literally,
three atons to conpare that activity with other activity,
exactly the sorts of research that any drug innovator
woul d do to verify that they have the best and nost
effective candidate. Then, with -- and with every single
one of its experinments, it was exam ning information that

was rel evant to mechani smof action, pharnmacol ogy,
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phar macoki netics, and efficacy. Wth 10 percent of the
experinments, it was also running themin parallel with a
series of analogs that were designed to | ook exactly |ike
the RGD peptides, and to work exactly |like the RG
peptides. And no rational drug innovator ever proceeds to
clinical trials, nor does the FDA want it to, wthout
conducting that research, because you don't spend millions
of dollars for expensive toxicology studies until you know
you' ve got the safest and nost effective drug candi date.
The FDA reviews that evidence, because it wants to know
why you're proceeding with that candidate. And if you
shift mdstreamto another |ead, as Merck, in fact, did in
this very case, the FDA wants to understand why.

So each of those experinents, even in
conpari son, devel oped information that is relevant to the
FDA.

Thank you, Your Honors.

CHI EF JUSTI CE REHNQUI ST: Thank you, M.
Rosenkrantz. The case is subnitted.

[ Wher eupon, at 11:03 a.m, the case in the

above-entitled matter was submitted.]

50



