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ELI LILLY ZYPREXA APPEAL IN THE FEDERAL CIRCUIT

We noticed that the three-judge panel that heard the appeal by Teva Phar maceuticalsOVAX andDr._
Reddy® L abor atories in the patent infringement case against them brought by Eli Lilly regarding
Zyprexa, a schizophrenia drug, has issued several decisionsthatwerearguedat aboutthe sane time asthe
Zyprexacase, i.e., April 6, 2006, suggesting that a decision in the Zyprexa case may coming in the
relatively near future. Most of the time, panels do not decide cases in the exact chronological order in
which they were argued, but at least it is an indication of some sort. In the present case, based on the oral
argument, we think the judges are divided in their thinking on whether the lower court decision in favor

of Lilly should be affirmed, which is probably causing a delay in the decision-issuance process.

The oral argument in an appellate court can be deceiving,but neverthelessjt appearedto usfrom
the April 6 oral argument that at least two of thejudgesare in LillyOscamp. From the briefs, we
thought that the genericscameout ahead,and on the merits, we think the genericshavethe
stronger position, but from our perception of the oral argument, the more likely outcomeis that the
Federal Circuit will affirm the lower court and rule that Lilly® current Zyprexa patent isvalid. In
the other caseslecidedby this panel, however,it wasobservedthat the oral argument seemedo
havelittleto do with the decision that the panel eventually released.

Our first impression on hearing the oral argument in this case was that Lilly would win, since one of the
threejudges,JudgeRader seenedsofirmly cementad in his view that anticipation did not occur.
However, after listening to the argument several times more, we realized that the other two judges on the
panel, Judges Schall and Gajarsa, did not agree with their colleague that the absence of anticipation in this
casewassoclear. JudgeRaderhadapparentibeenhoping that he could sink the anticipation argument
quickly by his hostile questioning, but the IVAX attorney, William Mentlik of Lerner David, a New
Jerseyfirm, answeredkveryquestioncalrly but persiasively. NeverthelessJudgeSchall®remerk that
he had expected 1VAX to focus on obviousness indicates that in his own mind he has largely dismissed
anticipation as abasis for invalidation.

To recap the case a bit, what happened is that Lilly had an earlier patent, now expired, entitled U.S. Patent
No. 4,115,574, identifying a broad genus of compounds that are potentially useful in treating psychiatric
conditions such as schizophrenia. Olanzapine was one of the compounds that are included in the genus.
Subsequent articles throughout the 1980s by Chakrabarti, the named inventor of the &74 patent, served to
focus attention on arelatively small group of compounds within the genus that had been identified, but
Lilly did not GelectOolanzapine from this small group of compounds until the early 1990s, at which point
Lilly filed a patent application on olanzapine. The PTO repeatedly rejected the application as obvious
over the 374 patent, but Lilly eventually overcame the rejection by making a considerable effort to
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persuad¢he exannerthattheincreasen female beagle cholesterol seen at extremely high doses of some
other drug but not of olanzapine could be extrapolated to humans and represented a surprising and
patentable distinction. Lilly( composition of matter patent on olanzapine, U.S. Patent No. 5,229,382,
was issued thereafter in 1993.

The genera rule on anticipation isthat a patent claim isinvalid if each and every limitation is found either
expresslyor inherentlyin a singleprior artreference.If the singleprior artreferencedisclosesalonglist,
or genus, of compounds, then a subsequent patent on a single compound selected from the genusis
permitted provided something is discovered that is unigue or unexpected about the compound sel ected.
The decisions of the Federal Circuit have not been too clear to date regarding what must be shown in
order to justify the selection of a compound from a previously disclosed genus, but it is clearthatif the
referencdocuseghereaderon arelatively small subcategory of compounds within the genus, then, under
a 1962 precedent called In re Petering, all of the compounds within that subcategory will be deemed to
have been anticipated.

In the present case, IVAX relies primarily on Petering for its argument that Lilly® composition of matter
claimto olanzapinevasanticipatedoy the Chakrabartarticles. Chakabarti, said Mentlik, focused the
reader on atotal of 18 compounds within the genus he was discussing that were potentially useful for
treating schizophrenia. Seven of these compounds were expressly identified, he said, and the other 11
would beseerby a PhD medicinal chemist assurelyasif they had been identified by name. Olanzapine
isone of the 11 compounds.

Judge Rader interrupted Mentlik@ opening statement at the outset with an antagonistic question: QWVell,
then, why are even talking about anticipation if there is no express showing of each and every element in
asingle reference?0 Mentlik replied that his client was entitled to ook at what a person having ordinary
skill in the art would see upon reading the reference. Judge Rader then asked, (How many compounds
were envisioned by Charabarti? Was it 45, or 58, or 75, or even thousands, and youfbe talking in terms of
anticipation?0 Mentlik replied that like Petering, we have something that focuses the reader on a smaller
subcategoryandhe saidthatthe factsareevenmore compelling here than they were in the Petering case.
At this point, Judge Gajarsa asked what it was that focuses the reader( attention on olanzapine, and
Mentlik cited the seven compounds that were singled out plus the 11 that would have been envisioned.

Judge Schall then piped up, saying he was surprised by the anticipation argument because he thought that
IVAX would focus on obviousness as the primary basis for invalidation of the patent. 1t was unfortunate
for IVAX that the anticipation argument ended so abruptly, since under current law it is extremely
difficult to invalidate a patent due to obviousness. Accordingly, the only meaningful chance for IVAX to
win iswith its anticipation argument. In the present case, the lower court® findings regarding the
unobviousness of selecting a compound without a Gheurol eptic substituent,Oi.e., fluorine or a
hydroxyethyl group, seemed to put the obviousness issue to bed, whereas anticipation does not consider
the fact that the prior art may OteaclawayOfrom a specificconmpound.

IVAX and Dr. Reddy@ also have a meaningful argument on inequitable conduct, in our analysis, but for
practical purposes we regard the argument as along shot, since we think it will require a new precedent in
orderto be established.Specifically, the casedoesnot present one single item of conduct, standing alone,
that warrants invalidation of the patent, but rather it presents a broad range of actions that add up to
intentional deception of the PTO examiner when all of the actions are viewed together. The Federa
Circuit hasalreadyindicatedits intensedislike of inequitable conduct invalidations, and therefore we
think the court is unlikely to open up awhole new Pandora@® Box of conduct that district courtsin the
future can regard as inequitable.



As for obviousness, we think that Mentlik did about as well as he could under the circumstances to
explain why thereis a cogent argument for invalidation on this basis. When confronted by Judge Rader@
question, (How do you get around the unexpected results,Ohe said that in this case, there were no
unexpected results. The only thing that Lilly has on this point, he said, was the cholesterol evidencein
the female beagle dogs, which in the end turned out to beuntrue. He saidthatasaresult,the basisfor
alowance of the patent had itslegs cut out from under it. If ethyl olanzapine had been formulated first,
he added, wel@ be here arguing about the unexpected benefits of that.

Mentlik also argued that in the present case, structural obviousness has been conceded by Lilly, and under
a Federal Circuit precedent called In re Dillon, it is not necessary for the accused infringer to overcome
unexpected results when structural obviousnessis present. Asfor motivation to try the different
compounds listed in the Chakrabarti article, he said that Chakrabarthimself hassaidthatthis entireclass
of compounds was worthy of further study, which, he said, provides all the motivation that is needed. He
dealt with the neuroleptic substituent argument, i.e., that amedicinal chemist would not have bothered
with a compound that |acked either afluorine atom or a hydroxyethyl group, by pointing out that fluorine
was suspected as a source of toxicity, which provides motive enough to take it off, leaving the compound
with ahydrogen atom in its place.

These are good arguments, we think, and in fact, good enough to persuade this writer. However,
obviousness has been quite difficult to establish lately, especiallyin pharmaceuticakcases.TheU.S.
Supreme Court has agreed to review an obviousness case KSR v. Teleflex,apparentlybecausef its
doubts about the Federal Circuit® requirements for some type of teaching, suggestion or motivation

found in the prior art before it will hold a patent invalid for obviousness. Accordingly we will learn in
2007 whether the requirements for nonobviousness will be tightened. Meanwhile, however, it is
reasonabl e to expect the Federal Circuit to continue with its currentstandardsinderwhich few patentsare
invalidated for obviousness.

Lilly® attorney, Charles Lipsey, was articulate and forceful on both anticipation and obviousness.
Beginning with anticipation, he said that the problem with this argument is that it asks the Federal Circuit
to make fact findings of its own as to what was in the head of a person of ordinary skill in the art who is
reading the Chakrabarti articles. Thetrial court, he said, made extensive findings as to what the person of
ordinary skill would know and what he would think. Such a person, he said, would not seeolanzapine.
This point isimportant, we think, because for anticipation purposes every element must be present in the
prior artreferenceandthereforelVAX wasrequirel to argue that although olanzapine was not literally
identified in the subcategory of compounds disclosed, the person of skill would see it anyway. The
judges, we suspect, are likely to conclude that IVAX is pushing the envelope alittle too far.

Asfor obviousness, he said that a person of ordinary skill who had read the articles would have had no
reason to start with ethyl olanzapine (which isidentical to olanzapine except for its ethyl group instead of
olanzapine©nethyl group), and he said that there was no motivation for him to try a compound like
olanzapine that lacks the neuroleptic substituent. He then described the difficulties inherent in developing
an antipsychotic drug, given the fact that there are no animal models or bench tests that would lead a drug
developer to select atruly safe and effective drug for thisindication. He reminded the court that in
developing these drugs, small changes in structure can lead to substantial and unpredictable changesin
the biological properties of the compound. The fact that some crude tests might be used, he said, does not
equate to the identification of a safe, atypical antipsychotic drug.

To us, the fact that olanzapine actually turned out in hindsight to be a successful drug is not the relevant
consideration. We think the correct analysis of the merits would be to evaluate the basis on which Lilly
overcame the PTO examiner@ rejection and then to determine whetherthatbasiswasvalid. In this caseit
was not. However, it seemsto us that the court has no intention of adopting this analysis.



