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Enzo v. Gen-Probe, C.A. No. 12-104, D.I. 284 (Enzo I) and Enzo v. Abbott, C.A. No. 12-274, 

D.I. 467 (Enzo II) support a finding that the ’597 patent is not enabled.  “Enablement serves the 

dual function in the patent system of ensuring adequate disclosure of the claimed invention and of 

preventing claims broader than the disclosed invention.”  Enzo I at 6 (quoting MagSil Corp. v. Hitachi 

Glob. Storage Techs., Inc., 687 F.3d 1377, 1380–81 (Fed. Cir. 2012)).  The Court enforced that policy by 

applying several legal principles:  (1) claims lack enablement when a skilled artisan must make and 

test an unduly large number of molecules to find the ones that are effective as required by the 

claims; (2) the claim scope must be less than or equal to the scope of enablement; (3) the 

specification, not a skilled artisan’s knowledge, must provide the enabling disclosure; (4) a patentee’s 

expert testimony cannot preclude judgment as a matter of law in the face of key undisputed facts; 

and (5) a specification which does not enable a subset of the compounds used by a method claim 

cannot enable the claim.  These principles dictate a finding of non-enablement here, as in Enzo I-II. 

1.  The Enzo cases hold that claims are not enabled when a skilled artisan would have “no 

choice but to make and test a vast number of possible variants to the claimed invention” to 

determine which would work.  Enzo I, at 15.  The Enzo I claims covered any polynucleotide that met 

both a structural limitation (i.e., non-radioactive label attached to a phosphate group) and functional 

limitations (i.e., the polynucleotide was hybridizable and the label was detectable).  See id. at 2.  The 

parties’ briefing established that only a limited number of polynucleotides that met the structural 

limitation also met the functional limitations.  See C.A. No. 12-104, D.I. 235 at 15.  The specification 

did not teach “one how to select the length and sequence . . . or how to decide where to place” the 

label to make functioning polynucleotides.  Enzo I, at 14.  Enzo I held that this established lack of 

enablement as a matter of law.  Far from assisting with enablement, the functional limitation created 

only a trial-and-error research program, which is insufficient under Federal Circuit precedent. 

 Idenix’s claims are not enabled for the same reason.  Idenix’s patent claims a method 
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encompassing a set of nucleosides that meet a structural limitation and a functional limitation (i.e. the 

nucleoside is effective against HCV).  At Idenix’s urging, the structural limitations are extremely 

broad, encompassing any nucleoside with a sugar having a 2’-methyl up, any substituent but 

hydrogen at 2’ and 3’ down, and any substituent at the 1’ up, 3’ up, 4’ and 5’ positions.  Tr. 1576:14-

1577:21 (Secrist); Tr. 1865:6-1866:6 (Meier); D.I. 237 at 12.  Dr. Meier admits this encompasses 

“very -- a lot of compounds.”  Tr. 1918:8-11; see also Tr. 1577:4-25, 1724:2-9 (Secrist).  But Idenix 

claims that “only a small number of” the nucleosides covered by the structural limitations “could be 

active against HCV.”  D.I. 554 at 3-4.  Fully crediting Idenix’s evidence, the patent discloses only 

that nucleosides with a single prior art sugar from the 1960s (i.e., 2’-methyl up, 2’-OH down), with 

one of four naturally occurring bases, was “active” against HCV.  PX1525 at Fig. 1 & 139:61-142:61; 

Tr. 386:2-13; 431:10-13 (Sommadossi); Tr. 1863:11-15 (Meier).  It does not provide any other 

information to narrow the universe of 2’-methyl up nucleosides that must be made and tested to 

find the others that are effective.  Idenix embraced this lack of guidance, arguing the “key of this 

invention is the nucleosides that have a methyl group in the up orientation.”  Tr. 1866:23-25.   

Just as in Enzo I, a skilled artisan would have to make and test an unduly large universe of 

compounds to practice the full claim scope.  Idenix’s Director of Medicinal Chemistry admitted that 

“you don’t know whether a nucleotide will have activity against HCV until you make it and test it.”  

Tr. 1333:12-16.  As a result, conducting the trial-and-error process required by the claims would take 

longer than in Wyeth, even drawing all inferences in Idenix’s favor.  D.I. 536 at 8.  Idenix, a company 

devoted to making and testing nucleosides, considered making and screening 37 compounds per 

month “a lot,” Tr. 1201:18-1203:6, and Dr. Secrist testified, without contradiction, that an average 

chemist could make only 2-3 nucleosides a month.  Tr. 1562:19-1563:1; 1601:3-10.   

 Idenix asserts that only a small subset of 2’-methyl up nucleotides will be active, and 

therefore a skilled artisan would not consider the full “theoretical” claim scope.  Enzo made the 
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same argument, but the Court rejected it because a skilled artisan must test a vast number of variants 

to determine which ones met the claims’ functional requirements.  Enzo I, at 12.  The same is true 

here:  the only path in the ’597 patent for finding the allegedly “small” number of effective 

compounds within the claims’ structural limitations is a “trial-and-error process.” D.I. 565 at 3.  

Idenix also argued that the ’597 specification includes a list of potential substituents and two 

ways to make 2’-methyl up compounds.  E.g., D.I. 554 at 3-5.  But Enzo too had noted that its 

specification disclosed signaling moieties, chemical linkages, exemplary lengths and detectable labels 

as well as a prophetic example applying known chemistry for making a labeled polynucleotide.  Enzo 

I, at 12.  This Court rejected Enzo’s argument because the patent gave no specific guidance on what 

features to select or to avoid in order to yield functional compounds within the claims.  Enzo I, at 

14-15.  The same is true here.  Tr. 1865:12-1867:12 (Meier); 1586:2-1589:19 (Secrist). 

The Court’s analysis of the Wands factors in Enzo I-II is on point here.  The Court focused 

on the “unpredictable” nature of the art, in which synthesis and testing was needed to determine if a 

polynucleotide would actually work.  Enzo I, at 7.  This was the case even where Enzo argued that 

the patent pertained to a “decades-old field.”  Id. at 14.  Dr. Meier admitted that the “field” of 

“modified nucleosides for HCV” was in its “infancy in 2000-2001.”  Tr. 1927:23-1928:3.  Idenix’s 

records establish, and Dr. De Francesco did not dispute, that Idenix made “many” “2 methyl up OH 

down compounds” that “were not active.”  Tr. 1447:8-1451:6 (Seeger).  This was not an aberration.  

Pharmasset confirmed that not all 2’-methyl up compounds were effective for HCV, emphasizing 

that something more than just 2’-methyl up was necessary to achieve efficacy.  Tr. 1063:1-8.  Dr. 

Meier testified that, when he began his HCV research more than a decade after the ’597 patent, he 

“learned how unpredictable the field of nucleosides for HCV” was.  Tr. 1928:22-1929:11.  And 

Idenix admitted that “you don’t know whether a nucleotide will have activity against HCV until you 

make it and test it.”  Tr. 1333:12-16.  On these undisputed facts the ’597 patent is not enabled. 
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2.  Enzo I-II also reiterate the point that “the specification must teach those of skill in the art 

how to make and how to use the invention as broadly as it is claimed.”  Enzo I at 14 (emphasis in 

original).  Enzo’s patents were worse than Wyeth and Magsil, because the Enzo patents included only 

a prophetic example (Example V) that did not evidence “hybridizability and detectability.”  Id.  Even 

the presence of a few working embodiments does not satisfy the requirement that a patent enable 

the “use of the invention as broadly as it is claimed.”  Id.  Wyeth’s specification disclosed detailed in 

vitro and in vivo data on one molecule and there were four other known molecules with the same 

basic structure that also fell within the structural scope of the claim.  See 720 F.3d at 13823.  Magsil’s 

specification presented working embodiments that achieved resistance change levels above 10%, 

well within the scope of the claim and a significant advance over the prior art.  See 687 F.3d at 1381.  

But in each case the patent was invalid because the scope of its working examples did not match the 

breadth of the claims.  Enzo I held that the claims would still not be enabled even if Example V was 

actually carried out.  Enzo I, at 16 n.8.  “[T]he presence of one enabling embodiment would be 

insufficient to enable the entire scope of the claim.”  Enzo II at 19.  The same holds for the ’597 

patent.  Idenix’s witnesses testified that the specification disclosed four compounds, each of which 

have the identical 2’-methyl, OH sugar.  Yet Idenix claimed every 2’-methyl up nucleoside with any 

substituent except H at 2’ and 3’ down (including substituents not mentioned in the specification) 

that is effective to treat HCV.  Like the Enzo cases, the scope of the ’597 patent claims exceeds the 

contribution to public knowledge made by the patent specification. 

3.  The Enzo cases hold that “[i]t is the specification, not the knowledge of one skilled in the 

art, that must supply the novel aspects of an invention in order to constitute adequate enablement.”  

Enzo I, at 16.  Idenix tries to fill the void in its specification with testimony about Idenix’s strategy of 

“mimic[king]” –OH at 2’ down, steric hinderance, and electronegativity.  D.I. 554 at 4.  But the 

specification doesn’t even mention these concepts, much less disclose that “mimic[king]’” –OH at 2’ 

Case 1:14-cv-00846-LPS   Document 581   Filed 08/28/17   Page 6 of 8 PageID #: 37568



5 
 

down yields effective compounds, and none of its witnesses said otherwise.  Moreover, Idenix’s 

specification provides no guidance as to which substituents will mimic –OH at 2’ down or what to 

include at the other positions to yield a nucleoside that is actually effective against HCV.   

4.  Both Enzo cases find the claims lacked enablement as a matter of law despite the 

patentee’s expert testimony.  That testimony in Enzo I-II was insufficient because it did not dispute 

the facts that (a) an unduly large number of polynucleotides met the claims’ structural limitation, and 

(b) a skilled artisan must make and test each one to determine whether it fell within the claims 

functional limitations.  Idenix’s evidence has the same deficiencies.  For example, Idenix’s Dr. Meier 

claims that skilled artisans knew how to synthesize 2’-methyl up, but, just as in Enzo, Idenix’s experts 

relied on synthesis and screening as the way of finding active candidates.  D.I. 546 at 7-8.   

5.  Enzo II is relevant to Idenix’s ’597 patent given the lack of enablement of 2’-methyl, 

fluoro compounds in the specification, D.I. 536 at 9-11, which was also the basis on which the 

Federal Circuit invalidated Idenix’s narrower ’600 patent.  Enzo II held that “[a] specification that 

does not enable the narrower scope of polynucleotides claimed in the [Enzo I] patent cannot enable 

the broader scope of polynucleotides recited in the [Enzo II] patent.”  Id. at 17.  Here, the ’597 and 

’600 patents share the same generic disclosure of making 2’-methyl nucleosides.  D.I. 578 at 3.  Yet 

Storer v. Clark, 860 F.3d 1340 (Fed. Cir. 2017), held the narrower ’600 claims are invalid because the 

specification fails to enable making a 2’-methyl, fluoro nucleoside that Idenix says is within the 

scope of the ’597 claims.  Applying Enzo II, the broader ’597 patent claims that cover treating HCV 

with other “effective” 2’-methyl nucleosides in addition to 2’-methyl, fluoro must also be invalid.  

That the ’597 patent claims cover a treatment method rather than a product is irrelevant.  As in Enzo 

II, a skilled artisan can practice the claimed method only if they can make the claimed nucleosides.  

Idenix’s failure to enable—in the specification—making a 2’-methyl, fluoro nucleoside is fatal to its 

case because the ’597 patent does not enable “the full scope of the invention.”  Enzo II at 7.
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Respectfully submitted, 

/s/ Douglas E. McCann 

Douglas E. McCann (#3852) 

DEM:pfc 

cc:  All Counsel of Record – via e-filing 
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