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Dear Chief Judge Stark, 

The Court’s decisions in Enzo Life Sciences, Inc. v. Gen-Probe Inc., No. 12-104-LPS, 
2017 WL 2829625 (D. Del. June 28, 2017) (“Gen-Probe”) and Enzo Life Sciences, Inc. v. Abbott 
Labs., No. 12-274-LPS, D.I. 447 (D. Del. Aug. 15, 2017) (“Abbott”), regarding Enzo’s ʼ180 and 
ʼ405 patents, respectively, confirm the correctness of the jury’s enablement verdict here.  As the 
Enzo decisions recognize, enablement turns on a complicated array of factual issues, and must be 
decided on the particular facts of each case.  Gen-Probe at *3; Abbott at 7.  In Enzo, and in 
Wyeth (on which Enzo relied), enablement was summarily decided because there were no 
genuine fact disputes.  Here, by contrast, the parties’ fact disputes were presented to the jury and 
resolved in Idenix’s favor; Gilead has failed to carry its heavy burden to demonstrate that the 
jury’s resolution of those disputes should be jettisoned.  The facts of this case are not only unlike 
Wyeth and Enzo, but they are much more akin to Wands (the seminal case that reversed a 
conclusion of non-enablement) and other, analogous cases finding enablement.  That comparison 
confirms that the ʼ597 patent claims are clearly enabled by the specification.  The jury’s verdict 
should be upheld. 

I. Unlike The Record Here, The Factual Basis Underlying Enzo Was Deficient 

Enzo compared a combination of four undisputed factors to Wyeth & Cordis Corp. v. 
Abbott Labs., 720 F.3d 1380 (Fed. Cir. 2013), to hold Enzo’s claims non-enabled:  (1)  Enzo’s 
claims were “far broader than in Wyeth,” (2) the patent disclosures were “far less,” and (3) the 
field was “even more unpredictable,” which meant that (4) “the trial-and-error process would 
have taken even longer.”  Gen-Probe at *7; Abbott, at 17-18.  Here, by contrast, the jury received 
extensive evidence demonstrating that:  (1) the ʼ597 claims are clearly bounded, (2) the ʼ597 
specification provides detailed guidance, (3) the field of using nucleosides to treat viruses was 
well established, and (4) a POSA would not need to unduly experiment to practice the full scope 
of the claims.   That evidence took the form of expert testimony from both sides as well as other 
evidence from Gilead, including Pharmasset’s own recognition of the ʼ597 patent disclosures. 

(1) The ʼ597 claims are far narrower than those in Wyeth and Enzo.  The ’597 patent is 
not an attempt to claim a boundless class; both sides’ experts agreed that the ʼ597 claims are 
defined and narrow.  The ’597 claims are drawn to “effective” HCV treatments that use 
ribonucleosides defined by a key, novel feature:  2’ methyl “up.”  To persons of skill in the art, 
there was no dispute that this was not a large class of compounds.  (Tr. 1487:24-1488:3, 
1918:11-19.) 

Wyeth’s claims, by contrast, were “broad,” covering a class but by reference in the 
specification to only a single compound, and neither the claims nor the specification recited any 
shared defined features of the class; instead, the court had to accept as true Wyeth’s view of 
knowledge in the art.  720 F.3d at 1385.  And Enzo’s claims covered a limitless number of 
nucleotides unbounded by any shared features.  The ʼ180 patent claimed nucleotides that can be 
detected and hybridized to undefined “nucleic acid[s] of interest,” with the claims characterizing 
the nucleotides simply according to basic building blocks (e.g., a base, a sugar, and a phosphate) 
and a generic “signal[]ing chemical moiety”; a novel feature was not even identified.  Gen-Probe 
at *1, *5, *7.  The ʼ405 claims were “even broader.”  Abbott at 16.  Those claims are unlike 
Idenix’s clearly defined claims. 
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(2) The ʼ597 patent discloses far more than the Wyeth and Enzo patents.  The ʼ597 patent 
provides detailed guidance on how to make and use the well-defined 2’-methyl ribonucleosides 
for treating HCV.  The patent provides many working examples of ribonucleosides that fall 
squarely within the scope of the claims, e.g., Fig. 1 depicting “illustrative” ribonucleosides with 
the key 2’-methyl feature.  Each example maintains the required 2’-methyl up feature, and 
modifications at the bases demonstrate the scope of the covered compounds.  Similarly, the 
patent discloses that the 5’ position can be modified to include phosphates (mono-, di-, and tri-).  
(PX1525.0035.)  Importantly, Gilead never disputed that such modifications could be made 
without undue experimentation, and would retain activity.  (See Tr. 1725:13-24; DX2742.0025 at 
33:16-20.)  The ’597 patent also has an entire section on synthetic routes for making 2’-methyl 
ribonucleosides including the illustrated examples.  (PX1525.0039-40; Tr. 1594:6-12.)  Finally, 
the ’597 patent discloses working examples of 2’-methyl ribonucleosides with extensive 
biological data, including data on phosphorylation, bioavailability, and toxicity.  (PX1525.0085-
86; Tr. 1866:22-1868:11, 2003:6-2006:25.)  At the time of publication, Pharmasset scientists 
understood and relied on these disclosures for enablement of their own work, and Idenix’s 
experts extolled the meaning of these disclosures at trial.  See Part II, infra. 

The ’597 patent also provides useful guidance for other compounds within the class.  
Significantly, there is no dispute that the ʼ597 specification identifies the novel aspects of the 
invention, namely, ribonucleosides with methyl at the 2’ up position, and discloses the target 
enzyme.  Cf. Gen-Probe at *7.  The jury heard Gilead’s Dr. Secrist admit that, based on the ʼ597 
patent, a POSA would consider making compounds not specifically recited as a working 
example.  (Tr. 1596:10-13.)  The jury also heard Dr. Meier testify that a POSA would be able to 
identify from the specification the class of 2’ methyl ribonucleosides active against HCV, based 
at least in part on the disclosed critical 2’-methyl modification to ribonucleosides and the target 
enzyme.  (Tr. 1918:11-19.)  The jury further heard the practice of skilled artisans using 
“mimic[s]” of OH to modify the 2’-down position of 2’-methyl ribonucleosides active against 
HCV to target the enzyme taught in the patent.  (Tr. 1156:3-6.)  The jury additionally heard 
extensive evidence that the synthetic routes for making such compounds and assays for 
confirming activity were well known and routine.  (Tr. 1922:2-17; 1936:18-20; 1488:13-
1490:24; 1855:3-1856:10; 1982:22-1984:10.)  Based on this evidence, Drs. Meier and 
DeFrancesco explained that, when viewing the ʼ597 patent “as a whole,” skilled artisans would 
understand the class to be “significantly smaller” than a vast number, and that it would be routine 
to make and use those compounds.  (Tr. 1854:8-17, 1918:11-19, 1968:20-1969:2, 1989:7-13.) 

In sharp contrast to the ʼ597 patent, the Wyeth and Enzo specifications were sparse and 
unhelpful.  In Wyeth (previously addressed by Idenix, see D.I. 554 at 7-10), the specification 
disclosed only one species, and it was “silent” on both “how to structurally modify” that species 
and “in a way that would preserve the recited utility”—the specification nowhere disclosed novel 
aspects of the covered class.  720 F.3d at 1383-85.  Enzo’s patents likewise failed to disclose any 
novel aspects, or even a single working example.  Gen-Probe at *6-7 & n.7; Abbott at 18 n.9.  
That specification also failed to provide “guidance on how to select, among numerous 
possibilities,” such as sequence, size, length, or location, even failing to disclose “any specific 
nucleotide, any specific label, any specific linker, any specific position of a phosphate-modified 
nucleotide within the polynucleotide, or any specific sequence of length of the polynucleotide.”  
Gen-Probe at *5.  That specification did not even indicate whether any claimed compound 
actually “maintains hybridizability and detectability,” the purposes of the claims.  Gen-Probe at 
*6; Abbott at 11.  That undisputed lack of disclosure bears no resemblance to this case. 
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(3) The field was more developed and predictable than in Wyeth and Enzo.  Enablement 
is a field- and time-specific inquiry.  Wyeth, 720 F.3d at 1385-86.  Here, the jury heard from both 
sides that, as of the May 2000 priority date, the field used modified nucleosides similar to the 
target virus as treatment, and that modifying nucleosides was well known and routine.  (Tr. 
1725:1-24, 1921:3-1922:17, 1936:18-20.)  By 2000, “nucleoside synthesis was not in its 
infancy”; rather, as Dr. Secrist testified, it had been done for “[m]ore years than [he] would like 
to remember.”  (Tr. 1727:18-22.)  Gilead’s Mr. Clark likewise testified that “you could always 
make any compound you want to make.”  (Tr. 996:10-15.)  The jury also heard that many assays, 
including those the ʼ597 patent disclosed, were routinely used to confirm anti-HCV activity and 
could test tens of thousands of compounds in a short amount of time.  (Tr. 1488:13-1490:24; 
1855:3-1856:10; 1982:22-1984:22.)  Dr. Secrist also admitted that, in this field, artisans were 
used to working with classes encompassing even billions of compounds.  (Tr. 1709:14-21.)  

In Wyeth, by contrast, it was undisputed that the 1992 state of the art was “unpredictable 
and poorly understood.”  720 F.3d at 1383, 1385-86.  The state of the art for the Enzo patents at 
their priority date of 1982—almost two decades before the ʼ597 patent—was likewise “new” and 
“highly unpredictable.”  Gen-Probe at *1, *6.  Back then, the “methods and principles of organic 
chemistry” required for the claims were “unknown.”  Id. at *5.  As the Court noted in the Enzo 
decisions, “the record indisputably establishes that ‘there was ignorance in the art about non-
radioactively labeling a nucleic acid probe … at a phosphate moiety before June 23, 1982,’” id. 
at *7 n.9, and that skilled artisans had “no” ability “to predict which chemical transformations,” 
types, or positions “would be likely to work,” Abbott at 19.  Indeed, even though the Enzo 
patents claimed polynucleotides up to 100,000 DNA nucleotides long, as of 1982 the maximum 
length for synthesizing a polynucleotide was 15 nucleotides.  Gen-Probe at *5.     

(4) Any experimentation here would not have been excessive.  Whether experimentation 
is “undue” depends on what is “ordinary in the field” at issue.  Falkner v. Inglis, 448 F.3d 1357, 
1365 (Fed. Cir. 2006).  Here, the jury heard copious evidence that the combination of narrow 
claims, specific disclosures, and well-known, routine tools in the art would not require excessive 
experimentation.  As the jury heard, reasonable estimates counted in weeks and months.  For 
instance, even if the number of compounds required for synthesis and screening to confirm HCV 
activity were viewed as “large” by comparison, the jury heard that it was routine in this industry 
to test large numbers of compounds.  (Tr. 1936:18-20; 1968:20-1969:2.)  Dr. DeFrancesco 
testified that, as of 2000, his lab tested over 100,000 compounds in the HCV polymerase assay 
and, in only a three-month period in 2000, tested 18,000-20,000 compounds in the HCV replicon 
assay.  (Tr. 1984:25-1985:13; 1988:23-1989:13.)  Further, a skilled artisan “is also a person of 
ordinary creativity, not an automaton.”  KSR Int’l Co. v. Teleflex Inc., 550 U.S. 398, 421 (2007).  
As Gilead’s Dr. Secrist testified, skilled artisans would not “check their common sense at the 
door” and make compounds they knew would be ineffective against HCV.  (Tr. 1723:5-20.)  
Instead, they would read the patent as Drs. Meier and DeFrancesco told the jury and as 
Pharmasset did at the time of its first view. 

In Wyeth and Enzo, by contrast, it would have taken centuries to identify the full claim 
scope, assuming POSAs even knew what to make.  In Wyeth, if “weeks” refers to a minimum of 
two weeks, testing even 20,000 of the “at least tens of thousands of candidate compounds” 
would have taken 769 years.  720 F.3d at 1385-86.  In Enzo, the trial-and-error process “would 
have taken even longer.”  Gen-Probe at *7.  Those uncontroverted facts do not exist here. 
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II. Highly Relevant Evidence Absent In Enzo And Wyeth Was Before The Jury Here 

This Court in Enzo determined that the uncontroverted evidence made the Enzo patents 
farther afield from enablement than the non-enabled patent claims in Wyeth.  The record here is 
far different—not only do the four factors (and all Wands factors) favor the jury’s enablement 
finding here, but the record also contains additional, compelling evidence that was entirely 
absent from those cases.  Here, the jury heard and received evidence that Pharmasset itself 
contemporaneously recognized that the ʼ597 patent specification disclosed the novel aspect of 
the claimed invention:  a class of 2’-methyl ribonucleosides active against HCV.  (PX0764.0023 
(grant application).)  Pharmasset founder Dr. Schinazi likewise testified that, upon reading 
Idenix’s patents, he understood Idenix “had 2’-methyl covered.” (Tr. 598:4-7.)  Also, a 2002 
article cited Idenix’s patented 2’-methyl up ribonucleosides as “a novel series of oral, once-daily 
nucleosides.”  (Tr. 1990:20-1992:20; PX0664.0011.)  But perhaps most compelling:  After 
reading the ʼ597 patent disclosure, Mr. Clark (a person of less than ordinary skill in the art) 
brought that document to Dr. Otto and proposed making a 2’-methyl, 2’-fluoro ribonucleoside 
for treating HCV—a compound within the class.  (Tr. 696:11-18.)  Mr. Clark expected this 
ribonucleoside to be active against HCV, and he made it in a few months using the synthetic 
routes disclosed in the ʼ597 patent specification along with a “well-known” tool.  (Tr. 977:14-
979:5; 979:18-980:1; 992:3-995:25.)  Gilead attempted to exclude much of this evidence as 
irrelevant to validity, but the Court disagreed.  (D.I. 471 at 5-6.)  This evidence is much more 
than the minimum quantum required to sustain the jury’s finding that skilled artisans reading the 
ʼ597 patent could identify the scope of the claims without undue experimentation; indeed, in the 
case of Mr. Clark, he did make and use Idenix’s invention, and did so with ease, even though he 
lacked the high level of a POSA’s skill. 

III. The Wands Factors Confirm The Jury’s Enablement Verdict 

 The differences between Enzo and here are also apparent in the Wands factors, which the 
Court considered in Enzo (Gen-Probe at *7; Abbott at 18) and which the jury applied in reaching 
its verdict here (see D.I. 516 at Instruction No. 6.5).  Based on the evidence submitted as 
discussed supra, a reasonable jury could have found, and here did find, enablement of the ’597 
patent claims under a Wands analysis: 
 
(1) unlike the excessive experimentation required in Enzo, the quantity of experimentation to 

arrive at the full scope of the ʼ597 claims was routine; the claims cover the use of a defined 
class that can easily be understood and made and tested by routine means; 

(2) unlike the insufficient guidance in Enzo’s patents, the ʼ597 patent provides detailed guidance 
and direction to avoid undue experimentation; it expressly discloses active compounds within 
the class, the target enzyme, what to make to find other active compounds within the class, 
routes for making such compounds, and biological data for such compounds; 

 
(3) unlike the undisputed lack of working examples in Enzo, the ʼ597 patent discloses many; 

 
(4) (& (5) & (7)) unlike the indisputably high unpredictability of the field of art in Enzo, here, 

although the ’597 invention itself was not predictable, the claims’ defined scope and the 
specification’s detailed guidance provide predictability to POSAs and can be identified and 
practiced with routine means for making and testing nucleosides for anti-HCV activity, as 
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Mr. Clark found with his 2’-methyl ribonucleoside; 
 

(6) unlike the inability of even highly skilled artisans to fill the significant gaps of Enzo’s 
patents, the highly skilled artisan here need rely only on the ’597 patent read with common 
sense and common knowledge in the field; 

 
(8) unlike the extremely broad claims in Enzo, the ʼ597 claims are narrowly focused to be 

commensurate with the novel concept.  
 

IV. Other Cases, Including Wands, Reinforce That The Jury Was Entitled To Reach Its 
Enablement Verdict And That Enzo And Wyeth Do Not Control  

 Because this Court in Enzo used Wyeth’s non-enablement holding as a yardstick, and 
found that Enzo’s claims were even less enabled than Wyeth’s, it may be useful for the Court to 
compare the present case to others where the evidence did show enablement.  Wands, the Federal 
Circuit’s seminal decision on enablement, is one.  That case not only set forth a framework for 
analyzing the significant factual underpinnings of enablement; it also provides an instructive 
yardstick of its own for evaluating the facts in this case.  The Wands invention, like Idenix’s, 
claimed methods using a particular class of compounds defined in part by their function:  
methods for detecting hepatitis B surface antigen (HBsAg), using immunoglobulin M (IgM) 
antibodies that demonstrate a “high affinity” for binding to HBsAg.  858 F.2d 731, 734 (Fed. Cir. 
1988).  Like here, the invention was enabled.  Although a POSA would need to experiment and 
screen to practice the full scope of the claims, and sometimes would fail to make high-affinity 
IgM antibodies falling with the claims, the court noted that the inventors’ disclosures “provide[d] 
considerable direction and guidance on how to practice their invention and present[ed] working 
examples.”  Id. at 738-40.  The court also noted that the nature of the art was such that ordinary 
artisans were “prepared to screen negative hybridomas in order to find one that makes the 
desired antibody.”  Id.  So, too, for the ʼ597 patent, even assuming screening was necessary. 
 
 Atlas Powder Co. v. E.I. du Pont de Nemours & Co., 750 F.2d 1569 (Fed. Cir. 1984), is 
also instructive.  There, the defendant argued that emulsion blasting claims consisting of a 
number of specific ingredients were not enabled because the specification simply listed different 
examples of each ingredient, amounting to “thousands of emulsions,” with no teaching as to 
which combinations would work.  Id. at 1576.  The Federal Circuit disagreed, finding that the 
patentee need not list all operable combinations and exclude all others because, based on the 
specification, “one skilled in the art would know how to select a salt and fuel and then apply 
‘Bancroft’s Rule’ to determine the proper emulsifier.”  Id.  Similarly, based on the ʼ597 patent, 
the skilled artisan would be able to—and in Mr. Clark’s case, actually did—make and test 
compounds falling within the claims without undue experimentation.  Likewise comparable to 
this case, whereas Enzo and Wyeth are not, are:  Alcon Research Ltd. v. Barr Labs., 745 F.3d 
1180, 1189 (Fed. Cir. 2014); Johns Hopkins Univ. v. CellPro, Inc., 152 F.3d 1342, 1359-60 (Fed. 
Cir. 1998); In re Angstadt, 537 F.2d 498, 502-04 (C.C.P.A. 1976); and GlaxoSmithKline LLC v. 
Banner Pharmacaps, No. 11-046-RGA, 2013 WL 4082232, at *8-13 (D. Del. Aug. 9, 2013). 
  

In sum, this case is a counterpoint to Enzo.  The well-supported verdict should be upheld. 
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Respectfully, 
 
       /s/ John G. Day 
 
       John G. Day (#2403) 
 
JGD/nml 
 
cc: (All Counsel of Record via electronic mail) 
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