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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 PharmaceuticalsÕ IVAX and Dr. 
ReddyÕs Laborator ies in the patent infringement case against them brought by Eli L illy regarding 
Zyprexa, a schizophrenia drug, has issued several decisions that were argued at about the same time as the 
Zyprexa case, 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 cour t can be deceiving, but nevertheless, it appeared to us from 
the Apr il 6 oral argument that at least two of the judges are in LillyÕs camp.  From the briefs, we 
thought that the generics came out ahead, and on the merits, we think the generics have the 
stronger position, but from our perception of the oral argument, the more likely outcome is that the 
Federal Circuit will affirm the lower court and rule that L illyÕs current Zyprexa patent is valid.  In 
the other cases decided by this panel, however, it  was observed that the oral argument seemed to 
have little to 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 
three judges, Judge Rader, seemed so firmly cemented 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 
case was so clear.  Judge Rader had apparently been hoping that he could sink the anticipation argument 
quickly by his hostile questioning, but the IVAX attorney, William Mentlik of Lerner David, a New 
Jersey firm, answered every question calmly but persuasively.  Nevertheless, Judge SchallÕs remark that 
he had expected IVAX to focus on obviousness indicates that in his own mind he has largely dismissed 
anticipation as a basis 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 Ô574 patent, served to 
focus attention on a relatively small group of compounds within the genus that had been identified, but 
Lilly did not ÒselectÓ olanzapine 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 Ô574 patent, but Lilly eventually overcame the rejection by making a considerable effort to 
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persuade the examiner that the increase in 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.  LillyÕs composition of matter patent on olanzapine, U.S. Patent No. 5,229,382, 
was issued thereafter in 1993. 
 
The general rule on anticipation is that a patent claim is invalid if each and every limitation is found either 
expressly or inherently in a single prior art reference.  If the single prior art reference discloses a long list, 
or genus, of compounds, then a subsequent patent on a single compound selected from the genus is 
permitted provided something is discovered that is unique or unexpected about the compound selected.  
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 clear that if the 
reference focuses the reader on a relatively 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 LillyÕs composition of matter 
claim to olanzapine was anticipated by the Chakrabarti articles.  Chakrabarti, said Mentlik, focused the 
reader on a total 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 be seen by a PhD medicinal chemist as surely as if they had been identified by name.  Olanzapine 
is one of the 11 compounds. 
 
Judge Rader interrupted MentlikÕs opening statement at the outset with an antagonistic question:  ÒWell, 
then, why are even talking about anticipation if there is no express showing of each and every element in 
a single reference?Ó  Mentlik replied that his client was entitled to look at what a person having ordinary 
skill in the art would see upon reading the reference.  Judge Rader then asked, ÒHow many compounds 
were envisioned by Charabarti?  Was it 45, or 58, or 75, or even thousands, and youÕre talking in terms of 
anticipation?Ó  Mentlik replied that like Petering, we have something that focuses the reader on a smaller 
subcategory, and he said that the facts are even more compelling here than they were in the Petering case. 
 At this point, Judge Gajarsa asked what it was that focuses the readerÕs 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.  It 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 is with its anticipation argument.  In the present case, the lower courtÕs findings regarding the 
unobviousness of selecting a compound without a Òneuroleptic substituent,Ó i.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 Òteach awayÓ from a specific compound. 
 
IVAX and Dr. ReddyÕs also have a meaningful argument on inequitable conduct, in our analysis, but for 
practical purposes we regard the argument as a long shot, since we think it will require a new precedent in 
order to be established.  Specifically, the case does not 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 Federal 
Circuit has already indicated its intense dislike of inequitable conduct invalidations, and therefore we 
think the court is unlikely to open up a whole new PandoraÕs Box of conduct that district courts in the 
future can regard as inequitable. 
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As for obviousness, we think that Mentlik did about as well as he could under the circumstances to 
explain why there is a cogent argument for invalidation on this basis.  When confronted by Judge RaderÕs 
question, ÒHow do you get around the unexpected results,Ó he said that in this case, there were no 
unexpected results.  The only thing that Lilly has on this point, he said, was the cholesterol evidence in 
the female beagle dogs, which in the end turned out to be untrue.  He said that as a result, the basis for 
allowance of the patent had its legs cut out from under it.  If ethyl olanzapine had been formulated first, 
he added, weÕd 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 obviousness is present.  As for motivation to try the different 
compounds listed in the Chakrabarti article, he said that Chakrabarti himself has said that this entire class 
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 a medicinal chemist would not have bothered 
with a compound that lacked either a fluorine 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 a hydrogen 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, especially in pharmaceutical cases.  The U.S. 
Supreme Court has agreed to review an obviousness case, KSR v. Teleflex, apparently because of its 
doubts about the Federal CircuitÕs 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 
reasonable to expect the Federal Circuit to continue with its current standards under which few patents are 
invalidated for obviousness. 
 
LillyÕs 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.  The trial 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 see olanzapine. 
This point is important, we think, because for anticipation purposes every element must be present in the 
prior art reference, and therefore IVAX was required 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 a little too far. 
 
As for 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 is identical to olanzapine except for its ethyl group instead of 
olanzapineÕs methyl 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 a truly safe and effective drug for this indication.  He reminded the court that in 
developing these drugs, small changes in structure can lead to substantial and unpredictable changes in 
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 examinerÕs rejection and then to determine whether that basis was valid.  In this case it 
was not.  However, it seems to us that the court has no intention of adopting this analysis. 


