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UNITED STATES DISTRICT COURT
DISTRICT OF NEW JERSEY

Civil Action No.: 10-2734 (CCC)(MF)

(consolidated)
IN RE BIOGEN 755 PATENT

LITIGATION OPINION

CECCHI, District Judge.

The Court held a five-week jury trial in this patent infringement action beginning on
January 18, 2018. On February 23, 2018, the jury returned a verdict finding that healthcare
professionals and/or patients directly infringe claims 1 and 2 of United States Patent No. 7,588,755
(the “*755 patent”) when they administer or self-administer the product Rebif® for the treatment
of multiple sclerosis (“MS”), that Defendants EMD Serono, Inc. (“Serono”) and Pfizer Inc.
(“Pfizer”) (collectively, “Defendants”) have contributed to the infringement of claims 1 and 2 by
selling or offering to sell Rebif®, that neither Serono nor Pfizer has actively induced the
infringement of claims 1 or 2, that claims 1, 2, and 3 of the ’755 patent are not invalid for
obviousness, lack of adequate written description, or lack of enablement, and that claims 1, 2, and
3 are invalid for anticipation. ECF No. 977 (“Verdict Form”).

Now pending before the Court are renewed motions for judgment as a matter of law
(“JMOL”) pursuant to Federal Rule of Civil Procedure 50(b) by Plaintiff Biogen MA Inc.
(“Biogen”) and Defendants. ECF Nos. 980, 982. Specifically, Biogen moves for JIMOL on the
issues of anticipation, induced infringement by Serono and Pfizer, certain defenses that were not

litigated at trial, and certain subsidiary damages-related issues. Biogen also moves conditionally
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and in the alternative for a new trial as to certain issues pursuant to Federal Rules of Civil
Procedure 50(c) and 59, respectively. Defendants move for JMOL on the issues of patent
eligibility, obviousness, enablement, written description, contributory infringement by Pfizer, and
lost profits damages.

The Court heard oral argument on June 6, 2018. The parties also submitted letters
following oral argument. ECF Nos. 1010, 1011, 1012, 1014, 1015, 1017, 1018. Having
considered the parties’ written submissions and oral presentations, and for the reasons discussed
below, Biogen’s JMOL motions with respe;:t to anticipation, induced infringement against Serono
and Pfizer, and certain non-litigated defenses are hereby GRANTED. The Court also
conditionally orders a new trial on anticipation and induced infringement against Serono and Pfizer
pursuant to Rule 50(c), and orders a new trial on all damages issues pursuant to Rule 59. Biogen’s
remaining JMOL motions and each of Defendants’ JMOL motions are hereby DENIED.

L BACKGROUND

On May 28,,2010, Biogen filed this patent infringement suit asserting claims of the *755
patent against Defendants, Bayer HealthCare Pharmaceuticals Inc. (“Bayer”), and Novartis
Pharmaceuticals Corp. (“Novartis”). C.A. No. 10-2760, ECF No. 1 (“Compl.”). Prior to trial,
Biogen’s infringement claims against Serono and Pfizer were severed from Biogen's infringement

claims against Bayer and Novartis.! ECF No. 743. Thus, only Biogen’s claims against Serono

! Biogen’s infringement claims against Bayer and Novartis are based on the sale of products
Betaseron® and Extavia® in the United States for the treatment of MS. Compl. If 50-73; C.A. No.
10-2760, ECF No. 61 (“Am. Compl.”) ] 60-83. The day before Biogen filed its lawsuit, on May
27, 2010, Bayer sued Biogen seeking a declaration that Bayer does not infringe the *755 patent
claims and that the *755 patent claims are invalid. ECF No. 1. On October 1, 2010, Bayer’s
declaratory judgment action and Biogen’s patent infringement suit were consolidated under Civil
Action No. 10-2734. ECF No. 37. On October 27, 2017, this Court granted Bayer’s and
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and Pfizer (and Serono and Pfizer’s defenses thereto) were tried before the jury and are the subject
of the instant motions.

The *755 patent claims a method for immunomodulation, or treating viral diseases, cancers,
or tumors, by administering to a patient a recombinant polypeptide—human interferon beta>—that
is produced by a non-human host transformed by a recombinant DNA molecule. The ’755 patent
includes three claims, of which only claim 1 is independent.>

Claim 1 of the *755 patent recites:
1. A method for immunomodulation or treating a viral conditions
[sic], a viral disease, cancers or tumors comprising the step of
administering to a patient in need of such treatment a
therapeutically effective amount of a composition comprising:

a recombinant polypeptide produced by a non-human host
transformed by a recombinant DNA molecule comprising a
DNA sequence selected from the group consisting of:

(a) DNA sequences which are capable of hybridizing to any of
the DNA inserts of G-pBR322(Pst)/HFIFl, G-pBR322(Pst)
/HFIF3 (DSM 1791), G-pBR322(Pst)/HFIF6 (DSM 1792),
and G-pBR322(Pst)/HFIF7 (DSM 1793) under hybridizing
conditions of 0.75 M NaCl at 68° C. and washing conditions
of 0.3 M NaCl at 68° C., and which code for a polypeptide
displaying antiviral activity, and

(b) DNA sequences which are degenerate as a result of the
genetic code to the DNA sequences defined in (a);

said DNA sequence being operatively linked to an expression
control sequence in the recombinant DNA molecule.

Defendants’ motions to sever Biogen’s claims against Serono and Pfizer from Biogen’s claims
against Bayer and Novartis. ECF No. 743.

2 This Opinion refers to human interferon beta as “interferon-p,” “IFN-B,” “beta interferon,”
“fibroblast interferon,” “HulFN-B,” and/or “HFIF.”

3 Claims 2 and 3 depend from claim 1 and are also method claims. The parties’ motions and this
Opinion focus on claim 1.
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The Court previously construed claim 1 of the 755 patent as reciting a “one-step method
of ‘administering’ to a patient in need the specified recombinant HuIFN-B.” ECF No. 403
(“Markman Op.”) at 17. The Court also determined that the “produced” and “transformed”
limitations of claim 1 are “merely descriptive of the recombinant polypeptide to be administered”
as opposed to separate steps that must be shown to prove infringement. Id. at 14-15.

Biogen’s infringement claims against Serono and Pfizer are based on the sale of
recombinant interferon-B product Rebif® in the United States for the treatment of MS. Compl.
99 32-49; Am. Compl. I 42-59. In their Answers, Defendants assert that the 755 patent claims
are invalid, not infringed, and/or unenforceable. C.A. No. 10-2760, ECF Nos. 56, 57, 75; ECF
Nos. 44, 71. The issues of infringement, validity, and damages were tried to a jury for a number
of weeks in January and February of 2018.* With respect to infringement, the jury was asked to
decide whether Serono and Pfizer were each liable for induced and contributory infringement of
claims 1 and 2 of the '755 patent (the “asserted claims™). With respect to validity, the jury was
asked to decide whether claims 1, 2, and 3 were invalid for obviousness, lack of adequate written
description, lack of enablement, or anticipation. Before the case was submitted to the jury, Biogen
and Defendants each moved for JMOL on a number of issues pursuant to Federal Rule of Civil
Procedure 50(a).> 2/9/18 Tr. at 168:21-169:15, 170:18-171:8, 172:4-18, 179:7-23; 2/21/18 Tr. at
20:23-22:3, 52:9-53:24, 62:23-64:5, 67:19-69:16. The Court reserved decision on all of the

parties’ Rule 50(a) motions. 2/9/18 Tr. at 183:11-12; 2/21/18 Tr. at 75:26-77:4.

4 Defendants withdrew their inequitable conduct defense at the beginning of the trial. ECF No.
941.

5 A Rule 50(a) JMOL motion “may be made at any time before the case is submitted to the jury.”
Fed. R. Civ. P. 50(a)(2). So long as the motion was made during trial, a party may submit a
renewed motion for JMOL after the trial. See Fed. R. Civ. P. 50(b); Rinehimer v. Cemcolift, Inc.,
292 F.3d 375, 383 (3d Cir. 2002).
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On February 23, 2018, the jury returned a verdict finding that healthcare professionals
and/or patients directly infringe the asserted claims of the ’755 patent when they administer or
self-administer Rebif® for the treatment of MS. Verdict Format 1, Q. 1. The jury also found that
neither Serono nor Pfizer has actively induced the direct infringement of the asserted claims. Id.
at 2-3, Qs. 2, 6. The jury further found that both Serono and Pfizer have contributed to the direct
infringement of the asserted claims by selling or offering to sell Rebif® in the United States. Id. at
3, Qs. 7, 8. With respect to validity, although the jury found that the *755 patent claims were not
invalid for obviousness, lack of adequate written description, or lack of enablement, (id. at 3-4,
Qs. 9-11), it found that the claims were anticipated by prior-art uses of naturally-occurring (or
fative), human interferon-f (id. at 4, Q. 12). Accordingly, the jury did not reach the issue of
damages, leaving the damages questions on the Verdict Form blank. Id. at 5-6, Qs. 13-18.

Following the verdict, on March 16, 2018 the Court held a telephone conference with the
parties to discuss a schedule for filing post-trial motions pursuant to Rule 50(b). In its Rule 50(b)
JMOL motions, Biogen asks the Court to enter judgment that the *755 patent claims are not
anticipated by prior-art uses of native, human interferon-p and that Serono and Pfizer have each
induced infringement of the asserted claims. ECF No. 980-1 (“Biogen Br.”). Biogen also seeks a
judgment in its favor on certain damages-related issues and as to certain non-litigated defenses.
Biogen further asks the Court to conditionally grant a new trial under Rule 50(c) for each of those
issues except for the non-litigated defenses, and alternatively moves for a new trial under Rule 59
for any of those issues on which the Court does not grant JMOL. Defendants oppose each of
Biogen’s motions. ECF No. 991 (“Defs. Opp.”). In their Rule 50(b) JMOL motions, Defendants
ask the Court to enter judgment that Pfizer has not contributed to the infringement of the asserted

claims, that the *755 patent claims are patent ineligible, that the 755 patent claims are invalid on
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the grounds of obviousness, lack of enablement, and lack of adequate written description, and that
Biogen is not entitled to lost profits damages. ECF No. 983 (“Defs. Br.”). Biogen opposes each
of Defendants’ motions. ECF No. 989 (“Biogen Opp.”). The Court heard oral argument on June
6, 2018 (“6/6/18 Tr.”).

II. LEGAL STANDARDS

A. Motion for Judgment as a Matter of Law

Judgment as a matter of law is appropriate if “the court finds that a reasonable jury would
not have a legally sufficient evidentiary basis to find for [a] party” on an issue. Fed. R. Civ. P.
50(a)(1). “If the court does not grant a motion for judgment as a matter of law made under Rule
50(a), the court is considered to have submitted the action to the jury subject to the court’s later
deciding the legal questions raised by the motion.” Fed. R. Civ. P. 50(b). In ruling on a Rule 50(b)
motion, “the court may: (1) allow judgment on the verdict, if the jury returned a verdict; (2) order
a new trial; or (3) direct the entry of judgment as a matter of law.” Id.

To prevail on a renewed motion for JIMOL under Rule 50(b) following a jury trial and
verdict, the moving party “must show that the jury’s findings, presumed or express, are not
supported by substantial evidence or, if they were, that the legal conclusion(s) implied by the jury’s
verdict cannot in law be supported by those findings.” Power Integrations, Inc. v. Fairchild
Semiconductor Int’l, Inc., 843 F.3d 1315, 1326 (Fed. Cir. 2016) (quoting Pannu v. Iolab Corp.,
155 F.3d 1344, 1348 (Fed. Cir. 1998)). ‘“Substantial evidence” is defined as “such relevant
evidence from the record taken as a whole as might be accepted by a reasonable mind as adequate
to support the finding under review.” Perkin-Elmer Corp. v. Computervision Corp., 732 F.2d 888,
893 (Fed. Cir. 1984) (citations omitted).

In the Third Circuit, JMOL “should be granted only if, viewing the evidence in the light

most favorable to the nonmovant and giving it the advantage of every fair and reasonable inference,
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there is insufficient evidence from which a jury reasonably could find” for the nonmovant.
Lightning Lube, Inc. v. Witco Corp., 4 F.3d 1153, 1166 (3d Cir. 1993) (citing Wittekamp v. Gulf
& Western Inc., 991 F.2d 1137, 1141 (3d Cir. 1993)). “The question is not whether there is literally
no evidence supporting the party against whom the motion is directed but whether there is evidence
upon which the jury could properly find a verdict for that party.” Id. (quoting Patzig v. O’Neil,
577 F.2d 841, 846 (3d Cir. 1978)). The district court “may not weigh the evidence, determine the
credibility of witnesses, or substitute its version of the facts for the jury’s version.” Id. (citation
omitted). While JMOL motions should be granted sp-aringly, “a scintilla of evidence is not enough
to sustain a verdict of liability.” Id. (citing Walter v. Holiday Inns, Inc., 985 F.2d 1232, 1238 (3d
Cir. 1993)). Moreover, “although the court should review the record as a whole, it must disregard
all evidence favorable to the moving party that the jury is not required to believe.” Reeves v.
Sanderson Plumbing Prods., Inc., 530 U.S. 133, 151 (2000) (citing 9A C. Wright & A. Miller,
Federal Practice and Procedure § 2529, p. 299 (2d ed. 1995)); Integra Lifésciences I, Ltd. v. Merck
KGaA, 496 F.3d 1334, 1345, (Fed. Cir. 2007). “That is, the court should give credence to the
evidence favoring the nonmovant as well as that evidence supporting the moving party that is
uncontradicted and unimpeached, at least to the extent that that evidence comes from disinterested
witnesses.” Reeves, 530 U.S. at 151 (internal quotation marks and citation omitted).

B. Motion for a New Trial

Rule 59(a) provides, in pertinent part, “[t]he court may, on motion, grant a new trial on all
or some of the issues—and to any party—as follows: . . . after a jury trial, for any reason for which
a new trial has heretofore been granted in an action at law in federal court.” Fed. R. Civ. P.
59(a)(1)(A). The most common reasons for granting a new trial include: (1) the verdict is against
the clear weight of the evidence, and a new trial must be granted to prevent a miscarriage of justice;

(2) newly discovered evidence exists that would likely alter the outcome of the trial; (3) improper
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conduct by an attorney or the court unfairly influenced the verdict; or (4) the verdict was facially
inconsistent. See Zarow-Smith v. N.J. Transit Rail Operations, Inc., 953 F. Supp. 581, 584-85
(D.N.J. 1997) (internal citations omitted). The decision to grant ot deny a new trial is committed
to the sound discretion of the district court. See Allied Chem. Corp. v. Daiflon, Inc., 449 U.S. 33,
36 (1980). In the Third Circuit, “new trials because the verdict is against the weight of the evidence
are proper only when the record shows that the jury’s verdict resulted in a miscarriage of justice
or where the verdict, on the record, cries out to be overturned or shocks [the] conscience.”
Williamson v. Consol. kail Corp., 926 F.2d 1344, 1353 (3d Cir. 1991).

Moreover, “[w]here the subject matter of the litigation is simple and within a layman’s
understanding, the district court is given less freedom to scrutinize the jury’s verdict than in a case
that deals with complex factual determinations.” Id. at 1352 (citing Lind v. Schenley Indus., Inc.,
278 F.2d 79, 90-91 (3d Cir. 1960)); see also Comcast Cable Commc’ns, LLC v. Sprint Commc’ns
Co., 262 F. Supp. 3d 118, 139 (E.D. Pa. 2017) (“Where a trial is long and complicated and deals
with a subject matter not lying within the ordinary knowledge of jurors a verdict should be
scrutinized more closely by the trial judge, [in ruling on a motion for new trial], than is necessary
where the litigation deals with material which is familiar and simple.” (quoting Lind, 278 F.2d at
90-91)).

Pursuant to Rule 50(c), “[i]f the court grants a renewed motion for judgment as a matter of
law, it must also conditionally rule on any motion for a new trial by determining whether a new
trial should be granted if the judgment is later vacated or reversed.” Fed. R. Civ. P. 50(c)(1). In
addition, the court “must state the grounds for conditionally granting or denying the motion for a

new trial.” Id.
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III. DISCUSSION

A. Biogen’s Post-Trial Motions

Biogen moves for JMOL under Rule 50(b) as to (1) anticipation; (2) induced infringement
by Pfizer; (3) induced infringement by Serono; (4) certain non-litigated defenses; and (5) certain
subsidiary damages-related issues. Biogen also moves conditionally for a new trial under Rule
50(c), and alternatively for a new trial under Rule 59, on anticipation, induced infringement by
Pfizer and Serono, and the subsidiary damages issues. The Court addresses each of Biogen’s
motions in turn with the exception of Biogen’s JMOL motion as to Defendants’ patent-ineligibility
defense, which the Court addresses with Defendants’ JMOL motion on that defense in Section
III.B.1 below.

1. Anticipation

(a) Applicable Legal Principles for Anticipation

A patent claim is invalid by reason of anticipation if “the invention was known or used by
others in this country, or patented or described in a printed publication in this or a foreign country,
before the invention thereof by the applicant for patent.” 35 U.S.C. § 102(a). “A prior art reference
anticipates a patent’s claim when the four corners of the document ‘describe every element of the
claimed invention, either expressly or inherently, such that a person of ordinary skill in the art
could practice the invention without undue experimentation.”” In re Hodges, 882 F.3d 1107, 1111
(Fed. Cir. 2018) (quoting Spansion, Inc. v. Int’l Trade Comm’n, 629 F.3d 1331, 1356 (Fed. Cir.
2010)); see also Summit 6, LLC v. Samsung Elecs. Co., 802 F.3d 1283, 1294 (Fed. Cir. 2015)
(“A claim is anticipated only if each and every element is found within a single prior art reference,
arranged as claimed.”). The party asserting the defense bears the burden of demonstrating
anticipation by clear and convincing evidence. See Summit 6, 802 F.3d at 1294 (citing Microsoft
Corp. v. i4i Ltd. P’ship, 564 U.S. 91, 95 (2011)). Anticipation is a question of fact. In re Hodges,

)
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882 F.3d at 1111 (citing Blue Calypso, LLC v. Groupon, Inc., 815 F.3d 1331, 1341 (Fed. Cir.
2016)).

Moreover, anticipation “requires the presence in a single prior art disclosure of all elements
of a claimed invention arranged as in the claim. A prior art disclosure that ‘almost’ meets that
standard may render the claim invalid under [35 U.S.C.] § 103; it does not ‘anticipate.”” Connell
v. Sears, Roebuck & Co., 722 F.2d 1542, 1548 (Fed. Cir. 1983) (internal citation omitted); see also
TF3 Ltd. v. Tre Milano, LLC, 894 F.3d 1366, 1374 (Fed. Cir. 2018) (“Claims cannot be
‘anticipated’ by devices that are not the same. Invalidity for anticipation requires that ‘[t]he

49

identical invention must be shown in as complete detail as contained in the patent claim.”” (citation
omitted)); Net MoneyIN, Inc. v. VeriSign, Inc., 545 F.3d 1359, 1371 (Fed. Cir. 2008)
(“[Dlifferences between the prior art reference and a claimed invention, however slight, invoke
the question of obviousness, not anticipation.”); Trintec Indus., Inc. v. Top-U.S.A. Corp., 295 F.3d
1292, 1296 (Fed. Cir. 2002) (noting that the “test for novelty” requires “strict identity”); Jamesbury
Corp. v. Litton Indus. Prods., Inc., 756 F.2d 1556, 1560 (Fed. Cir. 1985) (“[A]nticipation is not,
shown by a prior art disclosure which is only ‘substantially the same’ as the claimed invention.”),
overruled on other grounds, A.C. Aukerman Co. v. R.L. Chaides Constr. Co., 960 F.2d 1020 (Fed.
Cir. 1992) (en banc); 1 Donald S. Chisum, Chisum on Patents § 3.02[1] (2018) (noting that the
anticipation standard “is one of strict identity” and that “Federal Circuit decisions, explicitly or
implicitly, reject any standard of ‘substantial identity’”’ (citations omitted)).

The jury was instructed that “[f]or a claim to be invalid because it is not new” Defendants
“must show by clear and convincing evidence that all of the requirements of that claim were

present in a single previous device or method that was known of, used, or described in a single

previous printed publication or patent.” ECF No. 968 (“Final Jury Instructions”) at 29. The jury
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instructions also provide that “[t]o anticipate the invention, the prior art does not need [to] use the
same words as the claim, but all the requirements of the claim must have been disclosed, either
stated expressly or implied to a person of ordinary skill in the art in the technology of the invention,
so that looking at that one reference, that person could make and use the claimed invention.” Id.

(b) Parties’ Contentions

The jury found that the ’755 patent claims were anticipated by prior-art uses of native,
human interferon-f. Verdict Form at 4, Q. 12 (“Do you find, by clear and convincing evidence,
that the claims of the *755 patent are invalid as anticipated by prior art uses of native human
interferon-beta?”’). Biogen contends that the verdict cannot stand because no reasonable jury could
have found by clear and convincing evidence that the *755 patent claims were anticipated by the
prior art. According to Biogen, JMOL of no anticipation under Rule 50(b) is appropriate because
Defendants failed to identify a single prior-art reference that discloses all of the elements of the
755 patent claims. Biogen Br. at 13. Specifically, Biogen asserts that no reference discloses
treatment with a “therapeutically effective amount” (or any amount) of a composition comprising
“recombinant” interferon-} made in a “non-human host” that had been “transformed by a
recombinant DNA molecule.” Id. at 13-14. Instead, all therapeutic uses of interferon-p before the
priority date of June 6, 1980 employed the native protein.® Biogen further observes that, in stark
contrast to Defendants’ trial presentation of their obviousness defense, Defendants did not bring a
Rule 50(a) motion on anticipation at trial, “barely alluded to anticipation at trial,” and did not raise
anticipation in their summation. Id. at 5; see also 6/6/18 Tr. at 168:17-169:8. In Biogen’s view,

because the jury “did not focus on, and did not understand, the anticipation question,” as evidenced

6 Defendants dispute that Biogen is entitled to a priority date of June 6, 1980, but assume that date
applies for purposes of Biogen’s anticipation JMOL motion. Defs. Opp. at 8 n.2.

11
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by a jury question asked only one hour before the jury returned its verdict, the verdict represents a
“miscarriage of justice” warranting a new trial under Rule 59.” Biogen Br. at 6.

By contrast, Defendants contend that the evidence presented at trial supports the jury’s
verdict of anticipation. Defendants rely on the legal principle that a new source or process (i.e.,
recombinant DNA technology) for making an old product (i.e., interferon-p) in and of itself is
insufficient to confer novelty on the product, unless the new source or process confers both
structural and functional differences distinguishing the product from the prior art. Defs. Opp. at
1. Product claims that define a product by a particular procéss are referred to as “product-by-
process” claims.® Defendants contend that this principle applies to all types of claims having
source limitations, including the method of treatment claims of the *755 patent. 6/6/18 Tr. at 63:7-
64:2. Defendants further assert that evidence of either structural or functional identity between
native and recombinant interferon-f§ can support the jury’s anticipation verdict, and that there is
more than sufficient evidence of both in the record. See id. at 65:18-66:11.

Defendants principally rely on two allegedly-anticipatory publications, Kingham et al.,

Treatment of HBsAg-positive chronic active hepatitis with human fibroblast interferon, Gut.

7 The jury submitted a written note asking “Please explain Verdict Question #12 and its reference
to ‘native’ human interferon beta as the basis for anticipation.” ECF No. 976 at 5. In response to
the jury’s note, the parties agreed to provide the jury with a large-font printout of the same response
that was provided to the jury during trial and which contained the parties’ agreed-to definition of
“native/natural interferon beta (or IFN-B).” 2/23/18 Tr. at 13:7-14:6. That definition was as
follows: “Interferon beta protein that is produced naturally by human cells. Interferon beta was
historically called ‘fibroblast interferon’ because ‘fibroblasts’ are one type of cell in the human
body that produces interferon beta.” JQX-2; JQX-2A.

8 In support of this principle, Defendants primarily rely on a body of product-by-process case law,
including Cochrane v. Badische Anilin & Soda Fabrik, 111 U.S. 293 (1884), Purdue Pharma L.P.
v. Epic Pharma, LLC, 811 F.3d 1345 (Fed. Cir. 2016), Greenliant Systems, Inc. v. Xicor LLC, 692
F.3d 1261 (Fed. Cir. 2012), Amgen Inc. v. F. Hoffmann-La Roche Ltd., 580 F.3d 1340 (Fed. Cir.
2009), SmithKline Beecham Corp. v. Apotex Corp., 439 F.3d 1312 (Fed. Cir. 2006), and Cubist
Pharmaceuticals, Inc. v. Hospira, Inc., 75 F. Supp. 3d 641 (D. Del. 2014).
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19(2):91-4 (1978) (“Kingham”) (STX-1596) and Sundmacher et al., Human Leukocyte and
Fibroblast Interferon in a Combination Therapy of Dendritic Keratitis, Albrecht Von Graefes Arch
Klin Exp Ophthalmol. 208(4):229-33 (1978) (“Sundmacher”) (STX-1810). Defendants contend
that these publications disclose all of the elements of claim 1, specifically, the administration of
therapeutically effective amounts of native, human interferon-p proteins—which, in Defendants’
view, are identical to the recombinant interferon-B proteins of claim 1—to treat viral diseases.
Defs. Opp. at 7-8; 6/6/18 Tr. at 61:6-18.

In addition, Defendants rel-y on two comparative studies that, while not prior art, allegedly
demonstrate that the native interferon-f administered in Kingham and Sundmacher is structurally
identical to interferon-f made recombinantly in Chinese Hamster Ovary (“CHO”) cells: a study
by InterPharm Laboratories Ltd. entitled “Comparative Biochemical Analysis of Native Human
Fibroblast Interferon and Recombinant Beta Interferon Expressed by Chinese Hamster Ovary
Cells” (the “InterPharm Study”) (STX-1259),° and Kagawa et al., Comparative Study of the
Asparagine-linked Sugar Chains of Natural Human Interferon-pl and Recombinant Human
Interferon-f1 Produced by Three Different Mammalian Cells, J Biol Chem. 263(33):17508-15
(1988) (“Kagawa”) (STX-1587). In support of their position that native and recombinant
interferon-p are functionally identical, Defendants rely on the InterPharm Study, along with a
publication co-authored by Michel Revel, M.D., Ph.D., Professor Emeritus retired from the
Weizmann Institute of Science, entitled Chernajovsky et al., Efficient Constitutive Production of
Human Fibroblast Interferon by Hamster Cells Transformed with the IFN-B; Gene Fused to An

SV40 Early Promoter, DNA 3(4):297-308 (1984) (“Chernajovsky”) (STX-1439), and Dr. Revel’s

° The InterPharm Study was prepared no earlier than 1987. See STX-1259 (InterPharm Study) at
1, 14; 2/9/18 Tr. at 89:6-18 (Lodish).
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United States Patent No. 4,808,523 (the “Revel *523 patent”) (STX-1314). Defs. Opp. at 13. As
with the InterPharm Study and Kagawa, neither Chernajovsky nor the Revel *523 patent is prior
art.

Finally, Defendants rely on the expert testimony of Harvey Lodish, Ph.D., a Professor of
Biology and Biological Engineering at the Massachusetts Institute of Technology and member of
the Whitehead Institute for Biomedical Research. 2/8/18 PM Tr. at 48:21-49:1. Defendants
offered Dr. Lodish as an expert in the field of recombinant DNA technology and the production of
recc;mbinant therapeutic proteins. Id. at 57:9-16. In Defendants’ view, JMOL is inappropriate
because there was sufficient evidence in the record for the jury to conclude that native interferon-
B administered before June 6, 1980 and recombinant interferon-B made in CHO cells are

structurally identical, functionally identical, or both.

(c) Biogen Is Entitled to JIMOL of No Anticipation

In assessing the sufficiency of the evidence, the Court gives Defendants, as the verdict
winners, “the benefit of all logical inferences that could be drawn from the evidence presented,
resolve[s] all conflicts in the evidence in [Defendants’] favor dnd, in general, view[s] the record in
the light most favorable to [Defendants].” Williamson, 926 F.2d at 1348. After reviewing the
evidence presented at trial, the Court concludes that there is insufficient evidence to support the
jury’s verdict that the prior-art uses of native, human interferon- anticipate the 755 patent claims.

(1) Defendants Failed to Present as Evidence a Prior-Art Reference
Disclosing Each and Every Element of the *755 Patent Claims

The Court concludes that because Defendants failed to present as evidence a single prior-
art reference that describes the therapeutic use of a recombinant interferon-§ polypeptide made in
a non-human host, the jury could not have reasonably reached its verdict of anticipation. As

discussed above, the ’755 patent claims are method claims that require therapeutic use of a
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recombinant interferon-B polypeptide made in a non-human host. The Court instructed the jury
that a “recombinant polypeptide” is “a polypeptide produced by recombinant DNA engineering,”
that a “recombinant DNA molecule” must include “DNA from different genomes,” and that
“produced in a nonhuman host transformed by a recombinant DNA molecule” requires production
within “a transformed cell line that is not a human cell line.” Final Jury Instructions at 17.
Defendants failed to identify a single prior-art reference that discloses all of the elements of the
755 patent claims. Specifically, no reference in the record discloses treatment with a
“therapeutically effective amount” of a composition comprising a “recombinant” interferon-f
polypeptide produced in a “non-human host” that had been “transformed by a recombinant DNA
molecule.”

Instead, the expert testimony presented to the jury, including testimony by Defendants’
experts Dr. Lodish and Jordan Gutterman, M.D., the latter a Professor of Medicine at the
University of Texas MD Anderson Cancer Center, showed that all therapeutic uses of interferon-
B before the priority date of June 6, 1980 employed native, human interferon-B.!° See 2/13/18 AM
Tr. at 35:4-37:5 (Lodish) (explaining that before June 6, 1980, no one had made enough
recombinant interferon-f to treat a patient); 2/7/18 PM Tr. at 85:7-86:7 (Gutterman) (explaining
that studies of interferon-p in MS in the 1970s did not use “recombinant interferon” but instead
used “the native interferon produced from fibroblasts™); 2/15/18 PM Tr. at 66:12-16 (Garcia)

(agreeing that no prior-art publications “talked about the activity of recombinant beta interferon”).

10 A dditional testimony in the record showed that before June 6, 1980, native, human interferon-
was used and studied for the treatment of viruses, cancers, and other diseases, including MS. See,
e.g., 1/29/18 PM Tr. at 83:9-15 (Rudick); 2/7/18 AM Tr. at 43:9-44:13, 45:9-11, 91:21-92:11
(Gutterman); 2/7/18 PM Tr. at 46:20-47:2 (Gutterman); 2/9/18 Tr. at 77:16-79:7 (Lodish); 2/14/18
AM Tr. at 12:17-13:7 (Revel).

15

Appx21



Case 2:10-cv-62884-tH R Dlecventi@do1 FiBaee)24/18 Fitesi O824 BagelD: 61235

The 755 patent itself discloses that therapeutic use of native, human interferon-p was known in
the prior art, and describes how compositions of the native protein had been prepared. PTX0001
(*755 patent) at 2:53-4:22, 4:49-5:3. Although Defendants cite prior-art publications disclosing
therapeutic uses of interferon-B, those uses were limited to the native protein. See STX-1596
(Kingham) at 1 (disclosing use of native, human interferon-f for the treatment of hepatitis B virus);
STX-1810 (Sundmacher) at 1 (disclosing use of native, human interferon-B for the treatment of
dendritic keratitis virus). Defendants did not present any evidence or testimony as to the presence
in the prior art of therapeutic uses of recombinant interferon-p.

Accordingly, since Defendants failed to present as evidence a single prior-art reference that
discloses each and every element of the 755 patent claims, no reasonable jury could have found
by clear and convincing evidence that the claims were anticipated by the prior art. See Summit 6,
802 F.3d at 1294 (“A claim is anticipated only if each and every element is found within a single

prior art reference, arranged as claimed.”).

(2) JIMOL of No Anticipation Is Appropriate Even Applying Product-By-
Process Law

Even if the Court were to agree with Defendants that method of treatment claims having
source limitations should be analyzed in the same way as product-by-process claims for purposes
of anticipation, or that the Court should at least be guided by product-by-process law, the jury’s
verdict of anticipation still cannot stand. Giving Defendants the benefit of every fair and
reasonable inference that can be drawn from the record, as discussed below, there is insufficient
evidence to support a finding that the product of the ’755 patent claims (i.e., recombinant
interferon-p made, for example, in CHO cells) is the same as the product known and used in the

prior art (i.e., native interferon-p).
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(i) Native and Recombinant Interferon-8 Are Not Structurally Identical

The evidence presented at trial demonstrates that native interferon-p and recombinant
interferon-B are not structurally identical. As discussed above, “strict identity” is a requirement
for anticipation; that the prior art is “substantially identical,” “extremely similar,” or “very similar”
to the claimed invention is not enough. See Trintec, 295 F.3d at 1296 (noting that the “test for
novelty” requires “strict identity’”); Jamesbury, 756 F.2d at 1560 (“[A]nticipation is not shown by
a prior art disclosure which is only ‘substantially the same’ as the claimed invention.”); Connell,
722 F.2d at 1548 (rejecting argument that “it is sufficient for an anticipation if the general aspects
are the same and the differences in minor matters is only such as would suggest itself to one of
ordinary skill in the art” as “[t]hose statements relate to obviousness, not anticipation” (internal
quotation marks omitted)).

Although Defendants contend that the “most basic and obvious identicality between [native
and recombinant interferon-B] proteins is in the DNA,” (6/6/18 Tr. at 74:23-24), and that the
“amino acid sequence of both proteins is identical,” (id. at 75:20-21), the record evidence shows
that the proteins differ structurally in terms of their attached carbohydrate (or sugar) groups, also
referred to as glycosylation patterns. In denying Bayer’s Motion for Summary Judgment of
Invalidity No. 2 (Anticipation by the Treatment References), which Defendants joined, the Court
declined to find as a matter of law that “their shared amino acid sequence renders native interferon-
B and recombinant interferon-f the same for purposes of anticipation.” ECF No. 892 (“Summ. J.
Op.”) at 28. In reading the term “polypeptide” in the context of claim 1, the Court determined that
claim 1 requires the recombinant polypeptide to display “antiviral activity” and be administered in
a “therapeutically effective amount.” Id. The Court concluded that “for a polypeptide to display
biological activity, it must be folded into its appropriate three-dimensional structure.” Id. That

the native and recombinant interferon- proteins share the same linear amino acid sequence is not
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enough for purposes of anticipation. Rather, the appropriate analysis is to compare the three-
dimensional structure of the prior-art native interferon-f with the recombinant interferon-f of
claim 1, which include the structures of any attached carbohydrate groups.

Moreover, Defendants’ expert, Dr. Lodish, testified during his direct examination that the
native and recombinant proteins’ structures are not identical with respect to their carbohydrate
groups. Among the several opinions Dr. Lodish discussed during the three days on which he
testified was the brief statement that, in his view, native interferon-p and recombinant interferon-
P are, at best, “substantially identical.” 2/23/18 PM Tr. at 50:11-12. Specifically, during a short
portion of one afternoon session at trial, he testified that, based on his reading of the InterPharm
Study, “[t]here were minor differences in the structures of the sugars” of native and recombinant
interfefon-B, “but I wouldn’t call them identical, I would call the sugars extremely similar.”!

2/9/18 Tr. at 87:24-88:7; see also id. at 87:3-9 (explaining that although he did not perform a

comparison of native interferon-p in the prior art with recombinant interferon-p made in CHO

! Defendants point to the ultimate conclusion of the InterPharm Study: “Based on the above
sections, it can be concluded that recombinant beta interferon derived from CHO cells (RBIF) is
identical to human fibroblast interferon (HFIF).” STX-1259 (InterPharm Study) at 122. Although
the Court draws reasonable inferences in Defendants’ favor, contrary to Defendants’ assertion, the
statement under the “Conclusion” heading at the very end of the InterPharm Study falls short of
constituting clear and convincing evidence, particularly upon review of the document as a whole
and its more detailed statements and analyses underlying this conclusory statement. In particular,
the InterPharm Study reveals that the molecules in the recombinant interferon-f material are
structurally different from the molecules of the native material. See id. at 94 (concluding that the
glycosylation patterns are merely “very similar”); 6/6/18 Tr. at 27:18-29:21. Indeed, Defendants
elicited testimony by Dr. Lodish where he disagreed with the InterPharm Study’s ultimate
conclusion on page 122 of the document that the native and recombinant proteins are “identical,”
stating that he “wouldn’t call them identical.” 2/9/18 Tr. at 87:24-88:7. On JMOL, the Court
should not rely on conclusory statements that purport to controvert specific statements in the
record. See Koito Mfg. Co. v. Turn-Key-Tech LLC, 381 F.3d 1142, 1152 (Fed. Cir. 2004). A
reasonable jury would not rely solely on that single statement under the “Conclusion” heading in
the InterPharm Study and ignore contrary expert testimony and the detailed analyses throughout
the document.
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cells, he would characterize the amino acid sequences as “exactly” the same but the carbohydrates
as “virtually identical”); STX-1259 (InterPharm Study) at 94 (concluding that the sugar structures
of native and recombinant interferon- are merely “very similar”). Additional expert testimony in
the record offered a consistent interpretation of the InterPharm Study. See 2/15/18 PM Tr. at
101:9-102:15 (Garcia) (stating that with respect to the glycosylation patterns of the native and
recombinant proteins, “[iJn some cases they’re close, but they’re never identical,” and that it is
“pretty clear that the[] glycans have some significant differences”). Dr. Lodish also testified that
Kagawa show;:d that the sugar groups of the native and recombinant proteins in the study had
“small differences” that made them “extremely similar.” 2/9/18 Tr. at 88:9-25. These “minor”
and “small” differences matter for purposes of anticipation. See Net MoneyIN, 545 F.3d at 1371
(“[Dlifferences between the prior art reference and a claimed invention, however slight, invoke the
question of obviousness, not anticipation.” (emphasis added)).

In their opposition brief, Defendants explain that Dr. Lodish’s testimony was “not that the
individual polypeptides differed, but instead that the proportions of polypeptides containing
identical sugar structures in IFN-f} made naturally and recombinantly were ‘extremely similar,””
Defs. Opp. at 14 (quoting 2/9/18 Tr. at 87:14-88:25, 103:6-10 (Lodish)) (emphasis in original).
Defendants assert that the “prior art mixtures” of native interferon-p proteins encompass species
of proteins that are identical to species of recombinant interferon-p proteins covered by the *755
patent claims. See id. Defendants rely on Kagawa’s purported teaching that “IFN-f made
naturally is actually a mixture of proteins having distinct structures, and the same is true of IFN-8
made in CHO cells with recombinant DNA technology,” and that two such distinct structures

(Structures I and V) disclosed in Kagawa are “common to both native and CHO IFN-B.” Id. at 12-

13 (citing STX-1587 (Kagawa) at 4 (Table III)). In Defendants’ view, Kagawa shows that the
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“overwhelming majority of IFN-f§ made in CHO cells (95%) is structurally identical to specific
protein molecules found in IFN-B made naturally,” and the prior-art treatments disclosed in
Kingham and Sundmacher “therefore necessarily included the administration of specific IFN-
polypeptides (Structures I and V) that are structurally identical to IFN-B polypeptides made in
CHO cells and within the scope of the *755 patent claims.” Id. at 13 (emphasis in original).
Defendants contend that Biogen improperly focuses on Dr. Lodish’s testimony regarding structural
differences between the “mixtures” or “populations” of native and recombinant proteins as groups,
and that the “pertinent question is whether the prior art disclosed the administration of a
composition including any polypeptide with the same structure as any polypeptide whose use that
755 patent claims cover.” Id. at 14. In other words, in Defendants’ view, it is sufficient for
anticipation purposes if within a population of native interferon- proteins there are some
molecules that are the same as (i.e., atomically identical to) some molecules within a population

of recombinant interferon-p proteins even if the populations themselves are not identical.'> See

12 In their brief, Defendants cite the principle that a prior-art species can anticipate a claimed genus
that encompasses that species. See Defs. Opp. at 14. The Court is not persuaded that the law
Defendants cite applies in this case. In addition, the district court in Amgen rejected a similar
argument. As discussed below, Amgen involved patents related to the production of recombinant
protein erythropoietin (“EPO”). The defendant, Roche, argued that the source limitation of the
claim at issue (the claimed recombinant EPO is “purified from mammalian cells grown in culture”)
did not distinguish recombinant EPO over the prior-art urinary EPO. Amgen, Inc. v. F. Hoffman-
La Roche Ltd., 581 F. Supp. 2d 160, 197 (D. Mass. 2008), aff’d in part, vacated in part, remanded
sub nom. Amgen Inc., 580 F.3d 1340. Specifically, Roche argued that the source limitation was
“so vague that it embraces a myriad of hypothetical EPO structures that might be ‘structurally
indistinguishable . . . from human urinary EPO’” and therefore “any distinctions between human
and urinary EPO that are caused by differences in purification techniques cannot establish
novelty.” Id. (citation omitted). The court reiterated that Roche had the burden of proving that
urinary EPO “was in fact identical to the EPO described in” the claim, and concluded that the
“mere fact that some mammalian cell purified in some manner in some culture might produce some
glycoprotein structurally similar to [urinary] EPO hardly proves anticipation by clear and
convincing evidence.” Id. (emphasis in original); see also Amgen, 580 F.3d at 1364 (noting that
the district court “rejected Roche’s contention that . . . urinary EPO anticipated [the claim at issue]
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6/6/18 Tr. at 116:10-117:11, 138:2-22.

Even if the Court were to accept Defendants’ anticipation theory, the anticipation evidence
remains critically deficient. Defendants have not cited any testimony, from Dr. Lodish or
otherwise, stating that as between two populations—native interferon-p proteins in the prior art
and recombinant interferon-f proteins—there is a molecule or subset of molecules that is identical
between them. See id. at 120:7-23, 123:7-22, 130:9-132:23, 133:7-136:13, 139:4-140:24, 143:25-
145:16. The few lines of trial testimony from Dr. Lodish upon which Defendants rely neither
expressly nor implicitly elucidate this theory for the jury. Based on a review of the record, it does
not appear that the particular arguments that Defendants have raised post-trial to uphold the
anticipation verdict were, in fact, presented to the jury either through expert testimony, during
summation, or otherwise. Although Defendants assert that “the InterPharm report and the
Kingham or Sundmacher papers . . . would be sufficient in and of itself to support this jury verdict,”
(id. at 77:3-8), neither Dr. Lodish nor any other witness at trial testified as to the presence in the
prior art of the particular protein structures identified in the InterPharm Study or any ofthe other
post-June 6, 1980 references. In other words, there was no evidence presented to the jury “linking”
the prior-art use of native, human interferon-p as disclosed in Kingham, Sundmacher, or any other
prior-art reference with the InterPharm Study, Kagawa, Chernajovsky, or the Revel *523 patent.
See id. at 22:12-23:3. Without any evidence or testimony in the record mentioning, let alone

explaining, that there is a molecule that exists in both the prior-art native interferon- population

because at least some of the recombinant EPO would be structurally indistinguishable from urinary
EPO”). In other words, even if there may be some molecules that are identical between non-
identical populations, that fact alone does not suffice to anticipate.
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and the recombinant interferon-f§ population, it cannot fairly be concluded that the jury drew such
an inference in reaching its verdict.

The evidence Defendants cite in support of their anticipation theory is deficient in other
respects as well. For instance, there appears to be no evidence or testimony that the native
interferon-f proteins used in the prior art are the same as the native proteins studied in the post-
June 6, 1980 publications. Absent from the record is any evidence of the carbohydrate structure
of a single native interferon-B protein used for treatment in the prior art. Sundmacher does not
disclose the structure of the native interferon-B material, including its glycosylatioﬁ pattern, nor is
it clear what cell lines were used in the study. Kingham similarly does not disclose the
glycosylation pattern of the native interferon-§ produced from the human fetal lung fibroblast cells
used in the study. Moreover, there was no testimony from any witness regarding the structures of
the native proteins discussed in either of those prior-art publications. Also absent from the record
is any testimony that all native, human interferon-f proteins are structurally identical. Indeed, the
InterPharm Study and Kagawa disclose different compositions for native, human interferon-8
proteins. See 6/6/18 Tr. at 104:14-106:9; STX-1587 (Kagawa) at 4; STX-1259 (InterPharm Study)
at 67 (stating that “[a]n analysis of oligosaccharide [or carbohydrate] structures on the same protein
from different species and even different tissues reveals that major variations frequently exist™ and
that “a homogeneous cell population” produces “an astonishing array of different oligosaccharide
structures”). Furthermore, the InterPharm Study offers almost no information about the precise
native, human interferon-f proteins used in the study, whether those proteins pre-dated the priority
date, or whether the study used the same cell line or cell type as that used in either Kingham or

Sundmacher.
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In sum, Defendants bore the burden of proving by clear and convincing evidence that the
native, human interferon-f in the prior art was in fact identical to the recombinant interferon-p of
the *755 patent claims. Given the above-mentioned deficiencies in the evidence, no reasonable
jury could find that Defendants et their burden.

(ii) Native and Recombinant Interferon-f3 Are Not Functionally Identical

The evidence presented at trial also demonstrates that native, human interferon-f§ and
recombinant interferon-f are not functionally identical. Although Dr. Lodish testified that the
functional characteristics of native interferon-p and récombinant interferon-f made in CHO cells
are “‘very similar, if not identical,” (2/9/18 Tr. at 87:10-13), as discussed above, “strict identity” is
required for anticipation. Defendants rely on the InterPharm Study, Chernajovksy, and the Revel
’523 patent as evidence of functional identity. See Defs. Opp. at 13; STX-1439 (Chernajovsky) at
2 (stating that recombinant interferon-p “appears identical in size, activity, and immunospecificity
to the native human IFN-B; glycoprotein”); STX-1314 (Revel 523 patent) at 10 (stating that
“expression of the DNA coding for pre-IFN-B1 in hamster cells leads to the secretion of a protein
which is electrophoretically identical to the natural glycoprotein and which gives, upon
purification by immunoaffinity on monoclonal antibodies, the same specific activity as the IFN-
B1 purified from human fibroblasts™). As discussed above, however, there was no evidence
presented to the jury “linking” the prior-art use of native, human interfeton-f disclosed in Kingham
and Sundmacher with the InterPharm Study, Chernajovsky, or the Revel *523 patent.

Moreover, the jury heard fact and expert testimony regarding the different biological
effects that native interferon-f and recombinant interferon-p have on the human body. Biogen’s
expert, Revere Kinkel, M.D., a neurologist at the University of California San Diego, testified
regarding the role of neutralizing antibodies in interferon-f treatment. 1/29/18 PM Tr. at 12:16-

15:18. Dr. Kinkel explained that neutralizing antibodies are proteins that bind to interferon and
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prevent it from binding to its receptor and having its intended effect. Id. at 14:3-8. Dr. Kinkel
opined that the closer a recombinant protein resembles the native protein, the lower the
development of neutralizing antibodies. Id. at 13:1-10. Dr. Kinkel also testified about the
differences among the various recombinant interferon-f drug products Betaseron®, Extavia®,
Rebif®, Avonex®, and Plegridy® in terms of the incidence of neutralizing antibodies. Id. at 14:9-
15:18.

The evidence presented at trial also showed that recombinant interferon-p can be made in
much larger quantities z;nd much more easily than native, human interferon-f can be obtained.
See, e.g., PTX0001 (*755 patent) at 4:10-13, 4:49-61, 6:64-67. In particular, the 755 patent
explains that interferon-f§ “produced by human cell lines grown in tissue culture” resulted in a “low
yield, expensive process.” Id. at 4:49-50; see also id. at 4:11-13 (noting that “the antitumor and
anticancer applications of IFN- have been severely hampered by lack of an adequate supply of
purified IFN-B”). This problem was eventually solved by

locating and separating DNA sequences that code for the expression
of HulFN-f in an appropriate host thereby providing DNA
sequences, recombinant DNA molecule and methods by means of

which a host is transferred to produce a polypeptide displaying an
immunological or biological activity of human fibroblast interferon.

Id. at 6:48-53. By virtue of this discovery, it was “possible to obtain polypeptides displaying an
immunological or biological activity of HuIFN-P for use in antiviral, antitumor or anticancer
agents and methods,” and the invention “allow[ed] the production of these polypeptides in amounts
and by methods” that were not previously available “for use in antiviral and antitumor or anticancer
agents and methods and immunomodulation.” Id. at 6:54-7:7; see also Amgen Inc. v. F. Hoffmann-
La Roche Ltd., 580 F.3d 1340, 1364 (Fed. Cir. 2009) (referring to functional differences between
the prior-art native protein and claimed recombinant protein that formed the basis of the district

court’s finding of no anticipation, including the recombinant protein’s “ability to be mass
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produced”). Defendants did not offer contrary evidence with respect to these particular functional
differences. See Reeves, 530 U.S. at 151 (explaining that while the district court “must disregard
all evidence favorable to the moving party that the jury is not required to believe” it should “give
credence” to the “evidence supporting the moving party that is uncontradicted and unimpeached”).
Furthermore, although the evidence establishes functional differences, it appears that
structural differences alone may suffice to impart novelty. This case is similar to Amgen, Inc. v.
F. Hoffiman-La Roche Ltd., 581 F. Supp. 2d 160 (D. Mass. 2008), which involved patents related
to the production of a protein called erythropoietin, also known as EPO, using recombinant DNA
technology. The claims at issue covered EPO and pharmaceutical compositions thereof and
included source limitations—i.e., the EPO was “purified from mammalian cells grown in culture”
or was the “product of . . . expression in a mammalian host cell.” Id. at 193, 206. The district
court concluded, and the Federal Circuit affirmed, that the claims to recombinant EPO were not
anticipated by the prior-art native EPO that had been isolated from human urine based on
differences in carbohydrate structures between the recombinant protein and the native protein.'
Id. at 195; Amgen, 580 F.3d at 1367-69. Those “structural distinctions,” which were “attributable
to recombinant EPO’s source,” meant that “no reasonable jury could find that the recombinant
EPO described in the asserted claims . . . was an old product.” Amgen, 580 F.3d at 1368-69.
Notably, the Federal Circuit made no mention of functional differences in affirming the

anticipation rulings. After analyzing and finding sufficient bases to uphold those rulings, the

13 The defendant Roche brought an anticipation challenge against two patents. With respect to the
first patent, the district court granted the plaintiff’s Rule 50(a) JMOL motion of no anticipation
rather than submit the issue to the jury. Amgen, 580 F.3d at 1364. The issue of anticipation as to
the second patent was sent to the jury, and the district court sustained the jury’s verdict of no
anticipation. Id. The Federal Circuit upheld both anticipation rulings. Id. at 1367-69.
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Federal Circuit then addressed the defendant Roche’s challenge to the district court’s decision to
construe the source limitations differently in the validity and infringement contexts. Id. at 1369-
70. In so doing, the Federal Circuit noted that the district court had found, based on the record in
the case, that “urinary EPO and recombinant EPO were structurally and functionally different.”
Id. at 1370. Although Defendants focus on this language from the decision, the holding of novelty
in Amgen was based on structural differences, and at no point in its decision did the Federal Circuit
state that functional differences were required.'* See United Therapeutics Corp. v. Sandoz, Inc.,
Nos. 12-1617, 13-316, 2014 WL 4259153, at *52 (D.N.J. Aug. 29, 2014) (“Structural differences
alone may distinguish the prior art.” (citing Greenliant Sys., Inc. v. Xicor LLC, 692 F.3d 1261,
1269-71 (Fed. Cir. 2012))); Manual of Patent Examihing Procedure § 2113 (9th ed. Rev. Aug.
2017) (“The structure implied by the process steps should be considered when assessing the

patentability of product-by-process claims over the prior art, especially where the product can only

14 Defendants also cite Purdue, Greenliant, and Cubist to support their position that both structural
and functional differences are required to defeat anticipation. These cases merely reiterate the
principle announced in Amgen that structural and functional differences are “relevant as evidence
of no anticipation” and decide validity based on the particular facts of each case; they do not
impose a requirement to show both structural and functional differences. Greenliant quotes the
language from Amgen, but also cites the Manual of Patent Examining Procedure in stating that,
consistent with Federal Circuit precedent, the United States Patent and Trademark Office (“PTQO”)
“in determining patentability considers the process in which a product is formed if that process
imparts distinctive structural characteristics.” 692 F.3d at 1268 (emphasis added). In that case,
the applicant told the PTO that its claimed invention had distinct structural characteristics as
compared to the prior art, which the Federal Circuit relied on in determining whether the claims at
issue were invalid under the rule against recapture. See id. at 1269-72. The Federal Circuit in
Purdue concluded that since the source limitation at issue “impart[ed] no structural or functional
differences,” the district court “did not err in disregarding the process limitation in its obviousness
determination.” 811 F.3d at 1354 (emphasis added). Finally, in Cubist, the patentee argued that
the claimed “composition free from [two impurities] [was] structurally and functionally different
from the prior art composition.” 75 F. Supp. 3d at 668-69. In other words, in Cubist it was argued
that the low level of impurity of the claimed invention was both a structural and a functional
difference, and the district court found there was no difference, either structurally or functionally.
Id. at 669.
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be defined by the process steps by which the product is made, or where the manufacturing process
steps would be expected to impart distinctive structural characteristics to the final product.”
(emphasis added)); 3 Donald S. Chisum, Chisum on Patents § 8.05[3] (2018) (“Even though a
product may be claimed in terms of the process of making it, the product still must be new in
structural terms in order to meet the novelty requirement.” (emphasis added) (citing Cochrane v.
Badische Anilin & Soda Fabrik, 111 U.S. 293 (1884); SmithKline Beecham Corp. v. Apotex Corp.,

439 F.3d 1312 (Fed. Cir. 2006))).">

(3) Product-By-Process Law Should Not Apply in Analyzing the Validity of
the *755 Patent Method of Treatment Claims

The Court has addressed the issues raised in Biogen’s JMOL motion under the framework
proposed by Biogen. The Court has also addressed those issues under the framework proposed by
Defendants. Under either approach, the Court has concluded that there is legally insufficient
evidence to support the jury’s verdict of anticipation. Nevertheless, for the following reasons, the
Court concludes that Biogen’s proposed framework is more appropriate in this case.

As an initial matter, there appears to be no binding prececient supporting Defendants’
position that the anticipation inquiry of product-by-process claims governs the analysis of method
of treatment claims that include source limitations, such as claim 1 of the ’755 patent. The parties

agree that claim 1 includes a source limitation, i.e., the interferon-f§ protein is made by recombinant

15 Defendants argue that in Amgen, unlike in this case, the structural differences in terms of
carbohydrate compositions between native and recombinant EPO led to functional differences in
terms of specific activity and stability in the human body. 6/6/18 Tr. at 69:2-70:11, 156:8-16.
Biogen disagrees with Defendants’ assertion that the evidence in this case shows that glycosylation
of interferon-f is unimportant. Id. at 158:1-17. According to Biogen, the evidence shows that
structural differences in terms of glycosylation patterns lead to functional differences in terms of
efficacy. See id. As discussed above, the record evidence reveals structural and functional
differences between native and recombinant interferon-B. Moreover, Amgen does not appear to
require that structural differences result in functional differences.
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DNA technology. In its claim construction Opinion, this Court stated that it was “unclear that
[the] method of treatment claim can be treated as a product-by-process claim,” and that it was
“aware of no binding precedent requiring method of treatment claims to be treated as product-by-
process claims in the claim construction context.” Markman Op. at 14. Since the Court’s claim
construction ruling, Defendants have not identified cases that would warrant this Court to apply
the framework for assessing novelty of product-by-process claims to method of treatment claims.'®
Even beyond the absence of binding precedent, the Court is persuaded by Biogen’s
argument that given the particular principles underlying produ-ct—by-process law, the framework
Defendants propose should not apply to assessing the validity of the *755 patent method of
treatment claims.!” The product-by-process doctrine allows patentees to draft claims to a product
by reference to the process by which the product is made where the product’s characteristics are
unknown or otherwise cannot be described. See In re Thorpe, 777 F.2d 695, 697 (Fed. Cir. 1985).
As the Federal Circuit explained:
Product-by-process claims are not specifically discussed in the
patent statute. The practice and governing law have developed in

response to the need to enable an applicant to claim an otherwise
patentable product that resists definition by other than the process

16 Defendants cite Leggett v. Standard Oil Co., 149 U.S. 287 (1893) as an example where product-
by-process law was purportedly applied to method claims. The Court is not persuaded that Leggett
compels the application of product-by-process law in the determination of validity of method
claims. Indeed, the Court agrees with Biogen’s reading of Leggett as a straightforward anticipation
case, which Defendants ask this Court to apply in a way that no court appears to have previously
done. Specifically, the claims in Leggett were directed to a process of coating or lining the inside
of barrels with unsolidified glue to make the barrels waterproof. Id. at 288-89. The Supreme
Court concluded that the claims were anticipated, noting that the process of lining barrels with
glue that had not previously been solidified had been practiced in the prior art. Id. at 295-97
(noting that others in the industry were using liquid glue that had never been dried in the same
manner as claimed). In other words, the identical process had been practiced in the prior art.

17 Moreover, as discussed below with respect to the issue of patent eligibility under 35 U.S.C.
§ 101, fundamental policy differences inform how the law treats method of treatment claims as
opposed to product claims, at least in the context of patent eligibility.
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by which it is made. For this reason, even though product-by-
process claims are limited by and defined by the process,
determination of patentability is based on the product itself.

Id. (citations omitted). The purpose of the doctrine is to prevent foreclosing inventors “from the
benefits of the patent system simply because a product is difficult to describe in words, or its
structure is insufficiently understood.” SmithKline, 439 F.3d at 1315. For purposes of
infringement, the product-by-process claim will only cover products that are made by the claimed
process, whereas for purposes of validity, the “focus is on the product and not on the process of
making it.” Amgen, 580 F.3d at 1569-70 (citations omitted); see also id. at 1370 (“[A] product in
the prior art made by a different process can anticipate a product-by-process claim, but an accused
product made by a different process cannot infringe a product-by-process claim.”).

Claim 1 of the *755 patent, by contrast, is not directed to a product that the inventor, Dr.
Walter Charles Fiers, was unable to describe in words or where the product’s structure was not
sufficiently understood. Rather, the purpose of the invention, consistent with the stated goal of the
*755 patent, was to solve the problem in the prior art that the viability of certain medical treatments
was hindered by insufficient supply. See PTX0001 (*755 patent) at 4:10-13; 6:54-7:7. The
principles that inform product-by-process law as set forth in Thorpe, SmithKline, and Amgen do
not apply in this context. See 6/6/18 Tr. at 12:10-11 (explaining that the *755 patent “is not taking
advantage of a legal procedure to overcome a lack of information”). The Court agrees with Biogen
that since the source limitation of claim 1 “lies at the heart of the benefit of this invention,” it
should be given “force and effect in the anticipation analysis.” Id. at 12:7-10.

The procedural posture dictates that the Court may only consider whether Defendants
presented sufficient evidence to support the jury’s conclusion. Even viewing the evidence in the
light most favorable to Defendants, the Court concludes that there is insufficient evidence from

which the jury reasonably could have found that the ’755 patent claims were anticipated by the
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prior-art uses of native, human interferon-p. Accordingly, the Court grants Biogen’s Rule 50(b)
JMOL motion of no anticipation and vacates the jury’s verdict in favor of Defendants.

(d) Biogen Is Entitled to a Conditional New Trial on Anticipation

For the same reasons the Court grants Biogen’s JMOL motion, the Court conditionally
orders a new trial on anticipation pursuant to Rule 50(c)(1). Additional considerations warrant
granting Biogen’s request for a new trial on the issue of anticipation. The Court recognizes that
the five-week trial in this case was “long and complicated,” required complex factual
deter;ninations on multiple infringement, validity, and damages issues, was noticeably focused on
issues other than anticipation, and involved scientific concepts that are not the “subject matter . . .
lying within the ordinary knowledge of jurors.” Lind, 278 F.2d at 90-91. Thus, the jury verdict
deserves close scrutiny. See Comecast, 262 F. Supp. 3d at 139 (applying “close scrutiny” to the
verdict and conditionally granting a new trial under Rule 50(c)(1) following a 14-day patent trial
involving “the complexities of cellular networks”). The jury spent the vast majority of the trial
hearing fact and expert testimony on issues other than anticipation; indeed, in contrast with their
other invalidity theories, Defendants did not mention anticipation or Question 12 of the Verdict
Form once in their summation. Moreover, although a jury is free to draw reasonable inferences
from the evidence presented, here the verdict of anticipation appears to rest on a number of
inferences that Defendants did not argue to the jury. See Roebuck v. Drexel Univ., 852 F.2d 715,
735-36 (3d Cir. 1988).

Upon consideration of the overall setting of the trial, the character of the evidence, and the
complexity of the legal principles that the jury was asked to apply to the facts, the Court concludes
that the jury’s determination that the ’755 patent claims are invalid for anticipation is against the
weight of the evidence and therefore warrants the conditional grant of a new trial on the issue of

anticipation pursuant to Rule 50(c)(1). Biogen’s alternative request for a new trial under Rule 59
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is denied as moot.

2. Induced Infringement By Pfizer and Serono

Biogen seeks JMOL of induced infringement against Pfizer and Serono. As to the
questions of direct infringement by healthcare professionals and/or patients and contributory
infringement by Pfizer and Serono, the jury found in favor of Biogen. Defendants have not
challenged the jury’s finding of direct infringement or its finding of contributory infringement by
Serono. Nevertheless, because the legal principles for, and specific elements of, each type of
infringement are instructive to the following analysis regarding the issue of induced infringement,

the Court discusses those principles and elements below.

(a) Applicable Legal Principles for Direct, Induced, and Contributory
Infringement

Section 271(a) of the Patent Act governs direct infringement and provides that “whoever
without authority makes, uses, offers to sell, or sells any patented invention, within the United
States . . . during the term of the patent therefor, infringes the patent.” 35 U.S.C. § 271(a). Section
271(b) of the Patent Act governs induced infringement and provides that “[w]hoever actively
induces infringement of a patent shall be liable as an infringer.” 35 U.S.C. § 271(b). In order to
prevail on an inducement claim, the patentee rhust establish “first that there has been direct
infringement, and second that the alleged infringer knowingly induced infringement and possessed
specific intent to encourage another’s infringement.” ACCO Brands, Inc. v. ABA Locks Mfrs. Co.,
501 F.3d 1307, 1312 (Fed. Cir. 2007) (quoting Minn. Mining & Mfg. Co. v. Chemque, Inc., 303
F.3d 1294, 1304-05 (Fed. Cir. 2002)). “‘To prove inducement of infringement, the patentee must
[Jshow that the accused inducer took an affirmative act to encourage infringement with the
knowledge that the induced acts constitute patent infringement.” Power Integrations, 843 F.3d at

1332 (quoting Astornet Techs. Inc. v. BAE Sys., Inc., 802 F.3d 1271, 1279 (Fed. Cir. 2015)).
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In addition, a reasonable, good-faith belief in noninfringement can negate the specific
intent required for induced infringement. See Commil USA, LLC v. Cisco Sys., Inc., 720 F.3d
1361, 1367-68 (Fed. Cir. 2013) (“[I]t is clear that a good-faith belief of non-infringement is
relevant evidence that tends to show that an accused inducer lacked the intent required to be held
liable for induced infringement.” (citations omitted)), vacated and remanded on other grounds,
135 S. Ct. 1920 (2015). This defense applies where such a belief is based on a reasonable reading
of the patent claims, even if that reading is later found to be incorrect.'® See Commil, 135 S. Ct.
at 1928.

Section 271(c) of the Patent Act governs contributory infringement and provides that:

[w]hoever offers to sell or sells within the United States or imports

into the United States a component of a patented machine,

manufacture, combination or composition, or a material or apparatus

for use in practicing a patented process, constituting a material part

of the invention, knowing the same to be especially made or

especially adapted for use in an infringement of such patent, and not

a staple article or commodity of commerce suitable for substantial

noninfringing use, shall be liable as a contributory infringer.
35 US.C. § 271(c). Unlike induced infringement, contributory infringemeﬁt under § 271(c)
requires “only proof of a defendant’s knowledge, not intent, that his activity cause infringement.”
Lifetime Indus., Inc. v. Trim-Lok, Inc., 869 F.3d 1372, 1381 (Fed. Cir. 2017) (emphasis in original)
(citation omitted); see also Commil, 135 S. Ct. at 1926 (“[Clontributory infringement requires

knowledge of the patent in suit and knowledge of patent infringement.” (citation omitted)). The

patentee bears the burden of proving infringement by a preponderance of the evidence. See Octane

'8 During trial, the Court ruled that although a good-faith belief in a rejected claim construction
can be asserted as a defense to negate the specific intent required to induce infringement, such a
belief is not a defense to negate the lesser knowledge requirement of contributory infringement.
2/20/18 PM Tr. at 10:1-8.
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Fitness, LLC v. ICON Health & Fitness, Inc., 134 S. Ct. 1749, 1758 (2014); Seal-Flex, Inc. v.

Athletic Track & Ct. Constr., 172 F.3d 836, 842 (Fed. Cir. 1999).

(b) Induced Infringement By Pfizer

(1) Parties’ Contentions

The jury found that Pfizer has not “actively induced healthcare professionals and/or
patients to directly infringe the asserted claims of the *755 patent.” Verdict Form at 3, Q. 6. Biogen
seeks to overturn the verdict of no induced infringement by emphasizing the jury’s direct
infringement and contributory infringement verdicts. Specifically, Biogen argues that in finding
direct infringement, the jury inherently found that Rebif® (interferon-B) treats MS through
immunomodulation, an element of claim 1, because MS is indisputably an autoimmune disease
and is not a viral condition, a viral disease, a cancer, or a tumor. See Biogen Br. at 23 (citing
1/29/18 AM Tr. at 102:22-103:21 (Kinkel)); 6/6/18 Tr. at 238:8-10; see also PTX0001 (*755
patent) at 49:59-60 (“A method for immunomodulation or treating a viral condition[], a viral
disease, cancers or tumors . . . .” (emphasis added)). Biogen also contends that in finding
contributory infringement, the jury necessarily found that Pfizer “knew that Rebif was being used
by healthcare professionals and/or patients in a manner that infringes a claim of the *755 patent”
and that “Rebif has no substantial, non-infringing use.” Final Jury Instructions at 24 (emphasis
added); see also 6/6/18 Tr. at 238:15-21. Biogen argues that, when considered together, these two
findings indicate that the jury agreed with Biogen that Pfizer knows how Rebif® works and that
Pfizer knows it works through immunomodulation. According to Biogen, with respect to
inducement, the only question remaining for the jury to decide was whether Pfizer intended for
Rebif® to work through immunomodulation. See Final Jury Instructions at 22 (instructing jury
that to be liable for induced infringernent, Pfizer must have “specifically intend[ed] to cause the

infringing acts by healthcare professionals and/or patients”).
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In Biogen’s view, the verdict in Pfizer’s favor cannot stand because no reasonable jury
could have concluded that Pfizer lacked the specific intent to induce infringement. Biogen
contends that the jury heard ample evidence that Pfizer had the specific intent to induce the direct
infringement of the *755 patent claims—i.e., Pfizer specifically intended that Rebif® be used to
treat MS through immunomodulation, as opposed to through some other way. Biogen Br. at 21-
27. In particular, Biogen cites the testimony of its expert Dr. Kinkel, who opined that there is a
consensus in the scientific community that Rebif® works through immunomodulation to treat MS.
Id. at 23 (citing 1/29/18 AM Tr. at 121:11:17, 127:6-9; 1/29/18 PM Tr. at 33:25-34:7). Biogen
also cites as proof that Pfizer intends that Rebif® works through immunomodulation an internal
Pfizer presentation entitled “Rebif Business Review,” which characterizes Rebif® and other
interferon-P products as “immunomodulatory agents” (PTX0659 at 87), and diagrams the “MOA”
(mechanism of action) of interferon-f in treating MS as modulating the immune response (id. at
14). Biogen Br. at 24-25; see also 1/29/18 PM Tr. at 32:18-33:24 (Kinkel). Biogen further cites
the Rebif® Biologics License Application (“BLA”), submitted to the United States Food and Drug
Administration (“FDA”), which identifies three proposed mechanisms of action for interferon-§
“in influencing MS disease,” all of which “result in modulation of the immune process, which
leads to reduction in disease activity,” (PTX0059 at 163), and states that interferon-p “exerts a
number of immunoregulatory effects on cells of MS patients” and “seems to act by regulating
excessive immune responses in the local inflammation sites in MS,” (PTX0061 at 19-20). Biogen
Br. at 25-26; see also 1/29/18 PM Tr. at 23:17-24:18 (Kinkel). Biogen also cites the testimony of
Defendants’ expert Dr. Gutterman, who agreed that it was known that interferon-p is
immunomodulatory, may play a role in the regulation of the immune response, and can be both

immunopotentiating and immunosuppressant depending on the time and dose of application. See
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2/7/18 PM Tr. at 36:25-37:4, 45:6-13, 46:16-19. Biogen contends that Defendants failed to present
any rebuttal fact or expert testimony regarding—or any alternative, non-immunomodulatory
hypothesis for—how Rebif® works to treat MS to support a verdict that Pfizer lacked the requisite
intent. See 6/6/18 Tr. at 239:1-6. Thus, in Biogen’s view, no reasonable jury could conclude that
Pfizer did not intend that Rebif® be used for immunomodulation in the treatment of MS.
Defendants nevertheless contend that the Court should not disturb the verdict of no
inducement by Pfizer. Defendants reiterate that it is Biogen, not Defendants, who bore the burden
of proving indllcement. Defs. Opp. at 22. While Defendants do not dispute that interferon-8 has
immunomodulatory properties, in their view, “Biogen had to prove that [Defendants] specifically
intended immunomodulation to be that mechanism of action” by which interferon-p treats MS.
6/6/18 Tr. at 258:7-15. To support the jury’s finding that Pfizer lacked the specific intent to induce
infringement, Defendants cite the Rebif® package insert label, which states that the “mechanism(s)
by which REBIF (interferon beta-l1a) exerts its therapeutic effects in patients with multiple
sclerosis is unknown,” (PTX0582 at 11), and Dr. Kinkel’s testimony that “all of the labels for the
FDA-approved interferon beta drugs, [Biogen'’s interferon-f product] Avonex included, state that
the mechanism of action is unknown” (1/29/18 PM Tr. at 49:16-50:5, 55:18-56:2). Defs. Opp. at
23. Defendants characterize this evidence as proof that it is unknown whether the various
immunomodulatory properties of interferon-B work to treat MS, and that Biogen’s cited evidence
“actually emphasizes the uncertainty in the field as to what causes MS and how IFN-J treats it.”
Id. at 22. Defendants also rely on the testimony of Giampiero De Luca, Serono’s former Chief
Intellectual Property Counsel, in which he questions whether patients know that interferon-
immunomodulates when it treats MS. Id. at 23 (citing 8/15/12 De Luca Dep. Tr. at 168:25-169:6,

169:13-23). Defendants argue that the jury was entitled to credit this testimony and evidence and
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conclude that Biogen failed to meet its burden of establishing Pfizer’s specific intent.

(2) Biogen Is Entitled to JMOL of Induced Infringement By Pfizer

Having reviewed the record under the appropriate standard, including drawing all
reasonable inferences in favor of Defendants as the non-movants, the Court concludes that no
reasonable jury could have found that Pfizer lacked the specific intent to induce infringement. In
reviewing the entirety of the record evidence, the Court has “give[n] credence to the evidence
favoring” Defendants as well as evidence supporting Biogen that is “uncontradicted and
unimpeached.” Reeves, 530 U.S. at 151; Integra Lifesciences, 496 F.3d at 1345.

Whether Pfizer “took action after the time the 755 patent issued specifically intending to
cause the infringing acts by healthcare professionals and/or patients” is the only element in the
inducement inquiry that does not overlap with direct or contributory infringement. Final Jury
Instructions at 22. Defendants’ argument in support of the inducement verdict, which relies
primarily on the language in the Rebif® label and other interferon-B product labels, goes to a
different question that the jury resolved against Pfizer. Specifically, in finding contributory
infringement, the jury rejected Defendants’ argument that Pfizer does not know that Rebif® works
through immunomodulation to treat MS.! Moreover, the language in the interferon-p product
labels cited by Defendants regarding interferon-p’s mechanism of action is far outweighed by and,
in fact, is consistent with the record evidence of intent; what is “unknown” is only the precise
mechanism(s) involved. See 1/29/18 AM Tr. at 122:21-23 (Kinkel) (“A mechanism of action is

the precise way that a particular drug has its effect.”). When asked: *[I]s there any serious debate

19 The only other purportedly supportive evidence Defendants cite is Mr. De Luca’s testimony.
Defendants have not pointed to any evidence in the record showing that Pfizer was aware of or
was influenced by Serono principal Mr. De Luca’s statements, nor have they provided a sufficient
explanation as to how his testimony bears on Pfizer’s state of mind.
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in the scientific community about whether interferon-beta is immunomodulatory in treating
multiple sclerosis?” Dr. Kinkel answered: “No, there is not.” Id. at 127:6-9. While it is true that
the jury may disregard evidence on disputed propositions, see Reeves, 530 U.S. at 151, here there
was no contrary testimony or evidence that the jury could have credited over this testimony.
Although Defendants do not bear the burden of proving noninfringement, no fact or expert
witnesses testified that Pfizer lacked specific intent or to “any degree of agnosticism or ignorance
or skepticism on the part of Pfizer.” 6/6/18 Tr. at 285:25-286:1. No contrary hypothesis was
advanced or was supported by the record. In the absence of contrary evidence, the jury was not
free to disregard the evidence of Pfizer’s intent proffered by Bipgen. Therefore, no reasonable
jury could have concluded that Pfizer did not intend that Rebif® be used to treat MS through
immunomodulation.

Accordingly, the Court grants Biogen’s Rule 50(b) JMOL motion as to induced
infringement by Pfizer and vacates the jury’s verdict in favor of Pfizer. For the same reasons that
the Court grants Biogen’s JMOL motion, the Court concludes that the jury’s verdict is against the
clear weight of the evidence and conditionally orders a new trial on induced infringement by Pfizer
pursuant to Rule 50(c)(1). Biogen’s alternative request for a new trial under Rule 59 is denied as
moot.

(c) Induced Infringement By Serono

(1) Parties’ Contentions

The jury found that Serono has not “actively induced healthcare professionals and/or
patients to directly infringe the asserted claims of the *755 patent.” Verdict Form at 2, Q. 2. As
with Pfizer, Biogen seeks to overturn the verdict of no induced infringement by emphasizing the
jury’s direct infringement and contributory infringement verdicts. The Verdict Form, as prepared

and supplied by the parties, included the following four questions with regard to Serono’s alleged
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inducement, which have been conformed to show the jury’s response:

2. Do you find, by a preponderance of the evidence, that Serono has
actively induced healthcare professionals and/or patients to directly
infringe the asserted claims of the *755 patent?

Yesi o (for Biogen)
No (for Serono)

If your answer to Question 2 is “Yes”, continue to Question 3. If
your answer is “No”, do not continue to Question 3, but instead
proceed to Question 6.

3. Do you find, by a preponderance of the evidence, that it is.
unreasonable to read the ’755 patent claims to require three steps

(transformation of the non-human host cell, production of the

recombinant polypeptide, and administration) as opposed to only a

single step (of administration)?

Yes (for Biogen)

No (for Serono)

4. Do you find, by a preponderance of the evidence, that for at least
some time period Serono lacked a good faith belief that its acts did
not induce direct infringement of the asserted claims of the 755
patent?

Yes (for Biogen)
No ___ (for Serono)

5. If you find that Serono lacked a (1) reasonable and (2) good faith
belief that its acts did not induce direct infringement, over what span
of time do you find that Serono lacked such a belief?
Please specify:
Verdict Form at 2. The Verdict Form instructed the jury to skip Questions 3, 4, and 5 if it answered
“No” to Question 2. Id. The jury answered “No” to Question 2 and left blank Questions 3, 4, and
5, which address whether Serono reasonably believed in good faith that the *755 patent claims

require three steps (transformation of the non-human host cell, production of the recombinant

polypeptide, and administration to a patient), a proposed construction that the Court rejected during
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claim construction.?’ See Markman Op. at 17 (construing claim 1 as reciting a “one-step method
of ‘administering’ to a patient in need the specified recombinant HuIFN-B”).

As with the jury’s inducement verdict in favor of Pfizer, Biogen contends that the jury’s
verdict of no inducement by Serono cannot stand because no reasonable jury could have concluded
that Serono lacked the specific intent to induce infringement. In Biogen’s view, the jury’s answer
of “No” to Question 2 indicates that it ruled on Defendants’ immunomodulation theory as it did
for Pfizer, and did not reach Serono’s reasonable, good-faith belief defense. Biogen contends that
the latter theory cannot support a verdict of no inducen;ent in any case, given that Serono conceded
during trial that it relinquished its belief of noninfringement following the Court’s March 28, 2016
claim construction ruling. ECF No. 1003 (“Biogen Reply”) at 12-13; 6/6/18 Tr. at 247:8-9, 248:4-
18, 250:8-12, 287:21-288:21. With respect to Defendants’ immunomodulation theory, Biogen
argues that in finding contributory infringement by Serono, as it did with Pfizer, the jury rejected
Defendants’ argument that Serono does not know that Rebif® works through immunomodulation
to treat MS. As affirmative evidence supporting an inducement finding, Biogen cites (i) the Rebif®
BLA’s sections that Biogen cited in challenging the inducement verdict for Pfizer; (ii) Serono’s
internal presentation entitled “Interferon-p Pharmacokinetics, Pharmacodynamics and Mechanism
of Action,” which recounts seven facets of “Immunomodulatory Activity of IFN” and diagrams
how interferon-p affects the immune response in MS (PTX0227 at 26-29); (iii) an article by Dr.
Revel, who was involved in the development of Rebif® on behalf of Serono, entitled Interferon-p
in the treatment of relapsing-remitting multiple sclerosis, Pharmacol Ther. 100(1):49-62 (2003),

which states that the “anti-inflammatory and immunomodulatory effects of interferon-f are the

20 Defendants did not advance a reasonable, good-faith belief defense in response to Biogen’s
inducement claim against Pfizer.
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predominant mechanisms responsible for its effectiveness as a MS [disease-modifying drug]”
(PTX1055 at 4); and (iv) Serono’s failure to call an expert witness to present any alternative, non-
immunomodulatory hypothesis for interferon-f’s mechanism of action in treating MS. Biogen Br.
at 31-32.

In response, Defendants assert that sufficient evidence supports the verdict of no
inducement by Serono. Specifically, Defendants contend that the jury heard evidence that Serono
(i) did not believe that interferon-§ treats MS through immunomodulation, based on the same
evidence discussed abov.e with respect to Pﬁzer’é intent, including the testimony of Mr. De Luca;
and (ii) reasonably believed that the ’755 patent claims require multiple steps that Serono never
carried out, based on the independent assessments of the claims by Mr. De Luca and Henry Einav,
the latter an Israeli patent attorney employed by, and responsible for patent prosecution and patent
licensing for, Serono (2/8/18 AM Tr. at 7:12-14, 8:16-25 (Einav)), and the advice of United States
patent attorneys Roger Browdy and John White. Defs. Opp. at 23-27. In Defendants’ view,
Question 2 of the Verdict Form is not limited to any particular noninfringement theory. Defendants
also contend that, contrary to Biogen’s assertion, Serono did not relinquish its belief in
noninfringement after the Court’s claim construction decision, and the jury could have concluded
that Serono’s belief was reasonable. 6/6/18 Tr. at 265:9-18, 267:6-10. According to Defendants,
a reasonable jury considering this evidence could have concluded that Biogen failed to meet its

burden of establishing that Serono specifically intended to cause direct infringement.

(2) Biogen Is Entitled to JMOL of Induced Infringement By Serono

Having reviewed the record under the appropriate standard, including drawing all
reasonable inferences in favor of Defendants as the non-movants, the Court concludes that no
reasonable jury could have found that Serono lacked the specific intent to induce infringement.

As discussed above with respect to Pfizer, by finding direct infringement of the *755 patent claims,
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the jury found that Rebif® treats MS through immunomodulation. By finding that Serono
contributed to the infringement of the *755 patent claims, the jury necessarily found that Serono
“knew that Rebif was being used by healthcare professionals and/or patients in a manner that
infringes a claim of the 755 patent” and that “Rebif has no substantial, non-infringing use.” Final
Jury Instructions at 24 (emphasis added). As discussed above with respect to Pfizer, because no
other mechanism of action was suggested in the record, the jury could not therefore have
reasonably inferred any other mechanism of action by which Rebif® treats MS. Accordingly,
JMOL of inducement against Serono is appropriate because no reasonable jury could have
concluded that Serono did not intend that Rebif® be used for immunomodulation in the treatment
of MS.

The Court therefore turns to Defendants’ other basis to uphold the verdict. As discussed
above, the parties offer competing interpretations of Verdict Form Questions 2 through 5. On the
one hand, Biogen reads the jury having not answered Questions 3, 4, and 5 as showing that the
jury did not reach the issue of Serono’s reasonable, good-faith belief of noninfringement in making
its determination of induced infringement. The jury was directed by the Verdict Form to answer
Question 3, 4, and 5 only if it answered “Yes” to Question 2. See Verdict Form at 2. In other
words, only if the jury found that Serono induced infringement did it then need to decide whether,
and for what period of time, Serono had a valid defense to rebut such a finding of liability. See id.
On the other hand, under Defendants’ reading of the Verdict Form, despite having not answered
Questions 3, 4, and 5, the jury could have still considered Serono’s reasonable, good-faith belief
defense in answering Question 2 because that question includes no limitation as to the bases for

finding (or not finding) liability for inducement.
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The Court is disinclined to give credence to non-answers by the jury. In addition, the
directive on the Verdict Form to bypass Questions 3, 4, and 5 essentially instructed the jury to only
consider Serono’s reasonable, good-faith belief defense in the event it found that Serono had
actively induced infringement. However, even if the Court were to agree with Defendants’
interpretation of the Verdict Form—that the jury did, in fact, conclude that Serono did not induce
infringement because the jury found that Serono held a reasonable, good-faith belief in
noninfringement—the jury’s verdict still cannot stand because it is not supported by substantial
evidence. The jury heard evidence that as of March of 2016, when the: Court issued its claim
construction decision construing claim 1 as a one-step method, Serono no longer believed in its
three-step claim construction. See 2/8/18 AM Tr. at 73:11-74:21 (Einav); 2/8/18 PM Tr. at 15:4-
21 (Einav) (testifying that prior to the Court’s claim construction ruling, Serono “believed for all
that time that we are talking about a three-step process,” and that subsequent to the Court’s claim
construction it acknowledged that this ruling “is the law and this is what we accept and this is what
we understand”). Thus, substantial evidence does not support a finding that Serono held its belief ,
of noninfringement at all times following the issuance of the 755 patent on September 15, 2009.

Accordingly, the Court grants Biogen’s Rule 50(b) JMOL motion as to induced
infringement by Serono and vacates the jury’s verdict in favor of Serono. For the same reasons
that the Court grants Biogen's JMOL motion, the Court concludes that the jury’s verdict is against
the clear weight of the evidence and conditionally orders a new trial on induced infringement by
Serono pursuant to Rule 50(c)(1). Biogen’s alternative request for a new trial under Rule 59 is

denied as moot.
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3. Invalidity Defenses Not Litigated

(a) Applicable Legal Principles

“Under Rule 50, a court should render judgment as a matter of law when ‘a party has been
fully heard on an issue and there is no legally sufficient evidentiary basis for a reasonable jury to
find for that party on that issue.”” Reeves, 530 U.S. at 149 (quoting Fed. R. Civ. P. 50(a)). “A
court should not render judgment with respect to claims ‘reference[d] in the complaint’ but not
raised in the pretrial statement or litigated at trial; ‘a reference in the complaint is not sufficient to
support a judgment.”” Alcon Research Ltd. v. Barr Labs., Inc., 745 F.3d 1180, 1193 (Fed.' Cir.
2014) (quoting 800 Adept, Inc. v. Murex Sec., Ltd., 539 F.3d 1354, 1367-68 (Fed. Cir. 2008)).

“While waiver, as a general principle, is not unique to patent law,” courts in the Third
Circuit have applied Federal Circuit precedent to the question of whether a patent-law-specific
defense is waived. See, e.g., Cubist Pharms., Inc. v. Hospira, Inc., 75 F. Supp. 3d 641, 673-74 (D.
Del. 2014); Allergan Inc. v. Barr Labs., Inc., 808 F. Supp. 2d 715, 735 (D. Del. 2011), aff’d, 501
F. App’x 965 (Fed. Cir. 2013). Courts in other circuits also apply Federal Circuit precedent to
evaluate the waiver of validity defenses in patent cases. See, e.g., Asetek Danmark A/S v. CMI
USA, Inc., 100 F. Supp. 3d 871, 892 (N.D. Cal. 2015); Fractus, S.A. v. Samsung Elecs. Co., 876
F. Supp. 2d 802, 838 (E.D. Tex. 2012).

(b) Parties’ Contentions

Biogen seeks a judgment as to certain affirmative defenses that Defendants included in
their Answers but purportedly “discarded” at trial: (1) obviousness-type double patenting; (2)

anticipation based on United States Patent No. 5,460,811 (the “Goeddel patent”); and (3) improper
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inventorship under 35 U.S.C. §§ 116, 256.2! Biogen contends that while Defendants maintained
these invalidity defenses after the December 13, 2017 deadline by which to withdraw claims and
defenses, Defendants did not present evidence or otherwise pursue these defenses at trial. Biogen
Br. at 33; ECF No. 1011 at 1. According to Biogen, JMOL is warranted because having pled and
maintained these defenses, Defendants were obligated to (and ultimately failed to) prove them by
clear and convincing evidence at trial. Biogen Br. at 34; 6/6/18 Tr. at 298:21-23 (“[Defendants]
lose on the merits for their failure to prove an issue as to which they bear the burden. They chose
not to do it.”). Biogen contends that in any future trial on liabilit-y, Defendants “cannot then decide
to raise these defenses which they deemed not good enough to make the cut the first time.” ECF
No. 1011 at 1.

In response, Defendants concede that they did not present any evidence in support of these
defenses at trial. However, Defendants contend that Biogen’s request is inappropriate because a
Rule 50 JMOL motion is limited to issues on which “a party has been fully heard . . . during a jury
trial.” Defs. Opp. at 28 (quoting Fed. R. Civ. P. 50(a)(1)). According to Defendants, Biogen
improperly seeks an advisory opinion on issues that were not litigated. Id. Defendants contend
that while they “will live with whatever the consequences are of [the] fact” that they chose not to
actively litigate their defenses at trial “should there be another liability trial in this matter,” there
is “no reason for the Court to decide now that [Defendants] waived these invalidity defenses.”

ECF No. 1017 at 2 (emphasis in original). Defendants contend that their defenses are not yet ripe

21 Biogen also seeks JMOL on Defendants’ defense of patent ineligibility under 35 U.S.C. § 101.
The Court addresses Biogen’s JMOL motion with respect to Defendants’ defense of patent
ineligibility in Section IIL.B.1 below. Although Defendants raised their defense of patent
ineligibility on a Rule 50(a) JMOL motion before the verdict, Defendants did not seek JMOL as
to improper inventorship, obviousness-type double patenting, or anticipation based on the Goeddel
patent.
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for adjudication and “may never become ripe,” and that the “legal effect of not pursuing these

defenses will be determined if and when it becomes relevant.” Id.

(c) Defendants Waived Their Non-Litigated Defenses

Given that Defendants had the opportunity to either present evidence on their invalidity
defenses or else withdraw these defenses, and yet chose inaction, a finding of waiver is appropriate.
See Acorda Therapeutics, Inc. v. Roxane Labs., Inc., No. 14-882, 2017 WL 1199767, at *28 (D.
Del. Mar. 31, 2017) (concluding that the defendants’ enablement and written description defenses
“could likely be found to have b:aen waived” where “none of the experts testified at trial” about
those defenses); Asetek, 100 F. Supp. 3d at 891-94 (finding waiver of written description and
indefiniteness defenses where the defendant “adduced no evidence on” those defenses at trial);
Fractus, 876 F. Supp. 2d at 838-39 (finding that the defendant waived its indefiniteness argument
by failing to present testimony or other evidence in support of the defense at trial).

The Federal Circuit has explained that “[i]t is a claimant’s burden to keep the district court
clearly apprised of what parts of its claim it wishes to pursue and which parts, if any, it wishes to
reserve for another day.” Silicon Graphics, Inc. v. ATI Techs., Inc., 607 F.3d 784, 801 (Fed. Cir.
2010). Here, “it was incumbent on [Defendants] to expressly request” that the Court “dismiss
[their defenses] without prejudice.” Id. Defendants did not notify the Court to withdraw or request
dismissal of these defenses, with or without prejudice. Defendants did not notify Biogen of the
withdrawal of any of these defenses, despite the deadline set forth in the pre-trial schedule. ECF
No. 866 at 5. Although Defendants joined Bayer’s Motion for Summary Judgment of Invalidity
No. 4 (Anticipation by the Goeddel Patent), (see ECF Nos. 513, 531), which the Court denied,
(Summ. J. Op. at 35), waiver has been found in similar circumstances where a party has declined
to pursue defenses at trial after denial of summary judgment on those defenses. See Lisle Corp. v.

A.J. Mfg. Co., 398 F.3d 1306, 1317 (Fed. Cir. 2005). Moreover, Defendants do not appear to cite
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cases permitting a defendant to seek to assert defenses they elected not to prove in a first trial.
Because Defendants had a full chance to pursue these defenses at trial, they will be held to have
waived them. See Silicon Graphics, 607 F.3d at 801 (affirming decision to deem invalidity
counterclaims not pursued at trial as “withdrawn or abandoned” where the defendants did not
explain how it would serve judicial economy to permit them to “keep their untried claims alive”).

The Court also finds in the alternative that, even if Defendants had not waived their
defenses of obviousness-type double patenting and anticipation by the Goeddel patent, Defendants
failed—to present clear and convincing evidence that the *755 patent claims are invalid on either of
those two grounds. The Court has “assessed both what the parties expected to try given their
statements and conduct and what they actually litigated at trial.” Alcon Research, 745 F.3d at
1193. The parties’ pretrial submissions demonstrate that Defendants placed certain defenses at
issue for the trial. For instance, the Joint Pretrial Statement lists anticipation and obviousness-type
double patenting as “joint issues of fact to be litigated.”?? ECF No. 916 at 10-11. Defendants’
Trial Brief similarly contends that the *755 patent claims are anticipated by the Goeddel patent.
ECF No. 901 at 2. In addition, Dr. Lodish listed “Anticipation by the Goeddel patent” among the
eight topics of his testimony, and said “we’1l come to [it] later,” (2/8/18 PM Tr. at 50:15-51:3), but
did not offer testimony about the defense. Although Defendants appeared to put obviousness-type
double patenting and anticipation by the Goeddel patent at issue, Defendants did not include these
defenses in the Final Jury Instructions or Verdict Form. Defendants failed to present any evidence

in support of these defenses at trial for the jury to consider.

2 Anticipation is a question of fact, In re Hodges, 882 F.3d 1107, 1111 (Fed. Cir. 2018), and
obviousness-type double patenting is a question of law based on underlying factual inquiries, Eli
Lilly & Co. v. Teva Parenteral Meds., Inc., 689 F.3d 1368, 1376 (Fed. Cir. 2012).
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Contrary to Defendants’ assertion, Alcon Research does not preclude the Court deciding
the merits of their non-litigated defenses. In Alcon Research, the defendant sought JIMOL of
noninfringement for two patents where the plaintiff “neither put forward evidence of infringement
nor formally obtained a dismissal of the claims involving those patents from its complaint prior to
trial.” 745 F.3d at 1192. The district court denied the defendant’s JMOL motion, finding that “the
claims regarding the [two] patents were no longer in the case as of the time of the trial and . . .
essentially deeming [the plaintiff’s] complaint as amended to remove them.” Id. at 1193. Notably,
the plaintiff had informed the defendant before trial “of its decision to drop its claims” for those
patents, the defendant “subsequently omitted them from the pretrial order,” and those patents were
not litigated “or fairly placed in issue” at trial. Id.

Unlike the plaintiff in Alcon Research, Defendants (i) did not provide pre-trial notice to
their adversary that they were withdrawing any of the challenged defenses; and (ii) included their
obviousness-type double patenting and anticipation by the Goeddel patent defenses in their pretrial
submissions to the Court. Alcon Research does not appear to preclude the entry of JMOL where
a defendant chooses not to adduce evidence in such circumstances. Indeed, courts have stated that
entry of judgment would be appropriate in these circumstances. See, e.g., Innogenetics, N.V. v.
Abbott Labs., 512 F.3d 1363, 1371 (Fed. Cir. 2008) (affirming entry of JMOL of literal
infringement where the defendant was deemed “fully heard on the issue of literal infringement” as
the defendant had forfeited its noninfringement argument by not raising the issue sufficiently in
advance of the start of trial and there was “no legally sufficient evidentiary basis for a reasonable
jury to find for [the defendant] on that issue™); Acorda, 2017 WL 1199767, at *29 (concluding that
“assuming the defenses have not been waived, Defendants have failed to meet their burden to

prove, by clear and convincing evidence, that the [patent-in-suit] is invalid due to lack of
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enablement or written description”); Asetek, 100 F. Supp. 3d at 893-94 (noting that where the
defendant listed indefiniteness in its pre-trial papers but did not litigate its indefiniteness defense
at trial, even absent waiver, the court “would be compelled to find that [the defendant] did not
carry its burden to prove, by clear and convincing evidence, that [the] patents are invalid for
indefiniteness”); Fractus, 876 F. Supp. 2d at 838-39 (concluding that where the defendant listed
its indefiniteness defense in the pretrial order but “failed to present any explicit indefiniteness
evidence at trial” and “failed to make a single reference to indefiniteness during trial,” even absent
waiver, the defendant failed to present clear and convincing evidence on the defense). The issues
of whether the 755 patent claims are invalid for obviousness-type double patenting and
anticipation by the Goeddel patent were “fairly placed in issue,” and were not akin to the
infringement claims in Alcon Research that were merely “referenced in the complaint” and later
withdrawn. Accordingly, the Court agrees with Biogen that “[h]aving pleaded and maintained”
these defenses, “Defendants bore the burden of proving them by clear and convincing evidence”
and “failed to do so.” Biogen Br. at 34.

With respect to Defendants’ improper inventorship defense, as with their defenses of
obviousness-type double patenting and anticipation by the Goeddel patent, Defendants pled this
defense in their Answers but did not request a jury instruction or Verdict Form question on this
defense, did not move for JMOL on this defense, did not seek to withdraw this defense before trial,
and did not present any evidence of this defense during trial. Unlike the other challenged defenses,
however, Defendants did not identify their inventorship defense in the Joint Pretrial Statement or
their Trial Brief. Given that Defendants did not raise this defense in their pretrial submissions and
did not otherwise pursue this defense in the case, the Court considers Defendants’ improper

inventorship defense abandoned but finds that an entry of judgment on this defense based on an
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alleged failure of proof is inappropriate. See Apple, Inc. v. Samsung Elecs. Co., 67 F. Supp. 3d
1100, 1116-17 (N.D. Cal. 2014) (concluding that because the defendant “raised [certain] defenses
in its Answer but did not raise them in the pretrial statement nor litigate them at trial,” these
defenses were “abandoned” but “no judgment may be rendered on these defenses” in favor of the
plaintiff), aff’d, 816 F.3d 788 (Fed. Cir. 2016), vacated in part on reh’g en banc, 839 F.3d 1034
(Fed. Cir. 2016); Silicon Graphics, Inc. v. ATI Techs., Inc., 573 F. Supp. 2d 1108, 1113-14 (W.D.
Wisc. 2008) (entering judgment in favor of the plaintiff with respect to only the defendants’
invalidity counterclaims that were pursued at trial, but deeming “aba:ndoned or waived” the
remaining counterclaims “[bJecause defendants had a full chance to try all of their claims of
invalidity™), aff'd, 607 F.3d 784 (Fed. Cir. 2010).

In sum, the Court concludes that the defenses of obviousness-type double patenting,
anticipation by the Goeddel patent, and improper inventorship that Defendants could have asserted
against the *755 patent claims but did not litigate at trial, as indicated above, are deemed waived.

4. Subsidiary Damages Issues

(a) Applicable Legal Principles for Patent Damages

A patent owner, upon a finding that a patent is infringed, is entitled to recover “damages
adequate to compensate for the infringement, but in no event less than a reasonable royalty.” 35
U.S.C. § 284. Having prevailed on liability, a patent owner may receive a reasonable royalty or
lost profits. See Asetek Danmark A/S v. CMI USA Inc., 852 F.3d 1352, 1362 (Fed. Cir. 2017). “To
recover lost profits, a patent owner must prove a causal relation between the infringement and its
loss of profits.” Georgetown Rail Equip. Co. v. Holland L.P., 867 F.3d 1229, 1240 (Fed. Cir.
2017) (internal quotation marks and citation omitted). In other words, the patent owner must show
a reasonable probability that, “but for” the infringing activity, it would have made the additional

profits enjoyed by the infringer. Micro Chem., Inc. v. Lextron, Inc., 318 F.3d 1119, 1122 (Fed.
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Cir. 2003); Mentor Graphics Corp. v. EVE-USA, Inc., 851 F.3d 1275, 1285 (Fed. Cir. 2017)
(“[T]he fact finder’s job is to determine what would the patent holder have made (what would his
profits have been) if the infringer had not infringed.”), reh’g en banc denied, 870 F.3d 1298 (Fed.
Cir. 2017), cert. dismissed, No. 17-804, 2018 WL 3978434 (U.S. Aug. 17, 2018).

There is “no particular required method to prove but for causation” in patent cases. Mentor
Graphics, 851 F.3d at 1284. One “useful, but non-exclusive” method to establish the patent
owner’s entitlement to lost profits is the test first articulated in Panduit Corp. v. Stahlin Bros. Fibre
Works, Inc., 575 F.2d 1152 (6th Cir. 1978). Id. (citation omitted). The Panduit test requires the
patent owner to show: (1) demand for the patented product; (2) absence of acceptable non-
infringing alternatives; (3) manufacturing and marketing capability to exploit the demand; and
(4) the amount of profit it would have made. Id. at 1285 (citing Panduit, 575 F.2d at 1156). Once
the patent owner makes a prima facie showing under Panduit, it can be reasonably inferred that
the lost profits claimed were caused by the infringing sales, and the burden shifts to the infringer
to show that the inference is unreasonable for some or all of the lost sales. See Rite-Hite Corp. V.
Kelley Co., 56 F.3d 1538, 1545 (Fed. Cir. 1995) (en banc).

The Federal Circuit has instructed that the “but for” inquiry “requires a reconstruction of
the market, as it would have developed absent the infringing product, to determine what the
patentee ‘would . . . have made.”” Grain Processing Corp. v. Am. Maize-Prod. Co., 185 F.3d
1341, 1350 (Fed. Cir. 1999) (citation omitted). “[A] fair and accurate reconstruction of the ‘but
for’ market also must take into account, where relevant, alternative actions the infringer
foreseeably would have undertaken had he not infringed.” Id. at 1350-51. Consistent with this
standard, this Court instructed the jury that it “must take into account, where relevant, alternative

actions that Serono would have undertaken had it not infringed.” Final Jury Instructions at 43.
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“The goal of lost profit damages is to place the patentee in the same position it would have
occupied had there been no infringement.” Mentor Graphics, 851 F.3d at 1285. The question of
legal compensability is one “to be determined on the facts of each case upon mixed considerations
of logic, common sense, justice, policy and precedent.” Altana Pharma AG v. Teva Pharms. USA,
Inc., No. 04-2355, 2013 WL 12157873, at *6 (D.N.J. Jan. 11, 2013) (quoting Rite-Hite, 56 F.3d at
1546). While the availability of lost profits presents a question of law, Rite-Hite, 56 F.3d at 1544,
whether acceptable non-infringing alternatives exist, which may reduce or preclude a lost profits
damages award, presents a question of fact, Minn. Mining & Mfg. Co. v. Johnson & Joh;zsan
Orthopaedics, Inc., 976 F.2d 1559, 1577 (Fed. Cir. 1992) (citing Radio Steel & Mfg. Co. v. MTD
Prod., Inc., 788 F.2d 1554, 1556 (Fed. Cir. 1986)).

(b) Parties’ Contentions

The jury did not reach the damages questions on the Verdict Form because it found that
the *755 patent claims were invalid as anticipated over the prior-art uses of native, human
interferon-B. See Verdict Form at 5-6, Qs. 13-18. Rule 50(b) permits, post-trial JMOL motions as
to issues “not decided by a verdict.” Fed. R. Civ. P. 50(b). Biogen requests that if the Court enters
JMOL in its favor on anticipation, the Court should schedule a new trial on damages. In addition,
Biogen asks that the Court either (1) enter judgment in its favor as to three subsidiary damages-
related issues and conditionally grant a new trial under Rule 50(c); or (2) in the alternative, grant
a new trial on all damages issues under Rule 59. Biogen Br. at 35.

With respect to the first subsidiary damages issue, in seeking JMOL, Biogen reiterates
essentially the same argument it made in opposition to Defendants’ motion for partial summary
judgment as to Biogen’s claim of lost profits. As discussed in the Court’s Opinion denying
Defendants’ summary judgment motion, the parties’ dispute with respect to Biogen’s entitlement

to lost profits damages concerns a Nonsuit and Option Agreement, entered into by Serono and
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Biogen in October of 2000 (STX-0166). ECF No. 884 at 2. That agreement gave Serono certain
rights, including an option to obtain a license to the patent application that later issued as the *755
patent. Serono’s option to obtain a license to the *755 patent was available to Serono when the
*755 patent issued in September of 2009. It appears that, to date, Serono has not exercised its
option, and the option remains available.

As it did on summary judgment, Biogen contends that exercising the option under the
Nonsuit and Option Agreement is not an “alternative action,” and that “licensed Rebif” is not a
non-infringing alternative. Biogen Br. at 35-37. Biogen asgerts that “the Federal Circuit and
various district courts have rejected the notion that the mere right to take a license precludes
recovery of lost profits.” Id. at 36 (citations omitted). Biogen cites Immersion Corp. v. HTC
Corp., No. 12-259, 2015 WL 834209, at *5 (D. Del. Feb. 24, 2015) as an example where a court
rejects as “inconsistent with the premise of the lost profits analysis™ the argument that in the but-
for world, infringement can be “factored out” by assuming that the infringer would have exercised
a license to make the otherwise-infringing sales. Second, Biogen also seeks a judgment in its favor
that Biogen had the “capacity to manufacture and sell enough product to meet demand if
Defendants had not been taking Biogen’s market share.” Biogen Br. at 37-38. Third, Biogen seeks
a judgment in its favor that Biogen sells Avonex®, Plegridy®, and Tecfidera® to Biogen U.S. Corp.
and profits on those sales. Id. at 38-39.

In opposition, Defendants contend that none of Biogen's cited cases “involved a unilateral
‘right’ to participate in the market,” and disagree with Biogen’s interpretation of the Immersion
court’s decision, Which, in Defendants’ view, merely “rejected as ‘too far’ the argument that the
defendant would have taken a license not only to the patents, but to non-infringing products as

well.” Defs. Opp. at 29 (citing Immersion, 2015 WL 834209, at *5). With respect to Biogen’s
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capacity to meet demand, Defendants contend that the jury was free to discard or disbelieve
Biogen’s evidence. Id. With respect to Biogen’s profits from sales to Biogen U.S. Corp.,
Defendants contend that this argument was contradicted by the testimony of Biogen’s Senior
Director of Tax, Mr. Eric Tisch, that Biogen “sells only the drug substance for further processing”
and that the “transfer price on which Biogen’s $4.56 billion in purported lost profits depends is set
unilaterally by Biogen MA Inc. to achieve tax benefits and could be changed at any time.” Id.

(citing 1/31/18 Tr. at 63:12-64:9, 80:19-82:14).

(c) Biogen Is Not Entitled to JMOL as to Subsidiary Damages Issues

The Court declined to conclude on summary judgment that the Nonsuit and Option
Agreement precludes Biogen’s claim of lost profits as a matter of law. In particular, the Court
determined that Serono’s motion raised genuine issues of material fact that were appropriate for a
jury’s consideration. ECF No. 884 at 10-12. As observed in this Court’s prior decision, other
district courts faced with arguments similar to those Defendants raised have sent the issue to the
jury for resolution. See Cardiac Pacemakers, Inc. v. St. Jude Med., Inc., 418 F. Supp. 2d 1021,
1038 (S.D. Ind. 2006), aff’d in part, rev’d in part and remanded, 576 F.3d 1348 (Fed. Cir. 2009);
GlobespanVirata, Inc. v. Texas Instruments, Inc., No. 03-2854, ECF No. 239 (D.N.J. Nov. 7,
2005). No new authority has been cited that would compel this Court to rule as a matter of law

that Defendants’ theory of lost profits is foreclosed.” Although the district court in Immersion

23 Immersion Corp. v. HTC Corp. involved a motion to exclude expert testimony as opposed to a
summary judgment or JMOL motion. The license agreement at issue, if accepted, would have
licensed the patents-in-suit as well as certain of the plaintiff’s software. No. 12-259, 2015 WL
834209, at *3 (D. Del. Feb. 24, 2015). The plaintiff’s damages expert’s lost-profits opinion was
based on a hypothetical “but for” world in which the defendant took a license to the patents and
the plaintiff’s non-patented software. The district court determined that this opinion went “too
far” and was “not a viable theory” because it included as recoverable lost profits “whatever profits
would have been made if Defendants licensed the software.” Id. at *5 (after citing the proposition
that the Patent Act “protects the right to exclude, not the right to exploit,” rejecting the expert’s
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questioned the correctness of a damages theory Biogen contends is similar to the one Defendants
have advanced, noting that “no case accepting this sort of lost profits analysis” had been cited, the
court also noted “[t]o be fair, there is also no case rejecting this sort of lost profits analysis.” 2015
WL 834209, at *5 n.7. In addition, during the trial both sides presented evidence in support of
their positions on the subsidiary damages issues raised in Biogen’s motion, and the jury did not
reach the question of damages. In light of the Court’s rulings on the parties’ JIMOL motions, the
issue of damages still remains for resolution. The Court finds that Biogen’s alternative request of
havir;g a new jury decide all damages issues as part of determining the amount of damages is the
most prudent course of action. Accordingly, the Court denies Biogen’s Rule 50(b) JMOL motion
as to the subsidiary damages issues and grants Biogen’s alternative request for a new trial on all
damages issues pursuant to Rule 59.

B. Defendants’ Post-Trial Motions

Defendants move for JMOL under Rule 50(b) as to (1) patent ineligibility; (2) obviousness;
(3) lack of enablement and lack of adequate written description; (4) contributory infringement by
Pfizer; and (5) lost profits damages. The Court addresses each of Defendants’ motions in turn.
The Court also addresses Biogen’s JIMOL motion as to Defendants’ patent-ineligibility defense,
specifically, Biogen’s contention that Defendants waived their defense and that, even absent

waiver, Defendants’ defense fails on the merits.

lost-profits analysis that “in essence, begins with the infringer taking a license, and then asks, what
else would the infringer have bought from the patent holder?” (quoting King Instruments v.
Perego, 65 F.3d 941, 949 (Fed. Cir. 1995))).
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1. Patent Eligibility (Defendants’ and Biogen’s Motions)

(a) Applicable Legal Principles for Patent Eligibility

Section 101 of the Patent Act states that “[w]hoever invents or discovers any new and
useful process, machine, manufacture, or composition of matter, or any new and useful
improvement thereof” may obtain a patent. 35 U.S,C. § 101. This provision contains certain
“implicit exceptions”: laws of nature, natural phenomena, and abstract ideas. Berkheimer v. HP
Inc., 881 F.3d 1360, 1366 (Fed. Cir. 2018) (“Because patent protection does not extend to claims
that monopolize the ‘building blocks of human ingenuity,” claims directed to laws of nature,
natural phenomena, and abstract ideas are not patent eligible.” (quoting Alice Corp. Pty. Ltd. v.
CLS Bank Int’l, 134 S. Ct. 2347, 2354 (2014))), denying en banc reh’g, 890 F.3d 1369 (Fed. Cir.
2018). As with enablement, obviousness, and indefiniteness, “whether a claim recites patent
eligible subject matter is a question of law which may contain underlying facts.” Id. at 1368
(citations omitted); see also Aatrix Software, Inc. v. Green Shades Software, Inc., 882 F.3d 1121,
1128 (Fed. Cir. 2018), denying en banc reh’g, 890 F.3d 1354 (Fed. Cir. 2018).

In Mayo Collaborative Services v. Prometheus Laboratories, Inc., 566 U.S. 66 (2012), and
as later reiterated in Alice, the Supreme Court established a two-step test to determine whether
claimed subject matter is patent eligible under § 101: (1) the court determines whether the claims
at issue are directed to a patent-ineligible concept (i.e., a law of nature, a natural phenomenon, or
an abstract idea) and, if so, (2) the court must “consider the elements of each claim both
individually and ‘as an ordered combination’ to determine whether the additional elements
‘transform the nature of the claim’ into a patent-eligible application.” Alice, 134 S. Ct. at 2355
(quoting Mayo, 566 U.S. at 77-79). “While each step involves its own separate inquiry,” they may
“involve overlapping scrutiny of the content of the claims.” Interval Licensing LLC v. AOL, Inc.,

896 F.3d 1335, 1342 (Fed. Cir. 2018) (quoting Elec. Power Grp., LLC v. Alstom S.A., 830 F.3d
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1350, 1353 (Fed. Cir. 2016)).

The Supreme Court has explained that laws of nature, natural phenomena, and abstract
ideas are not patentable because “they are the basic tools of scientific and technological work,”
Mayo, 566 U.S. at 71 (citation omitted), even if the claimed subject matter is “[g]roundbreaking,
innovative, or even brilliant,” Ass’n for Molecular Pathology v. Myriad Genetics, Inc., 569 U.S.
576, 591 (2013) (“Myriad I’). The Supreme Court has cautioned, however, that “too broad an
interpretation of” ineligible subject matter “could eviscerate patent law” because “all inventions at
some level embody, use, reflect, rest upon, or apply laws of nature, natural phenomena, or abstract
ideas.” Mayo, 566 U.S. at 71. Thus, with respect to the first step of the Alice inquiry, “it is not
enough to merely identify a patent-ineligible concept underlying the claim; we must determine
whether that patent-ineligible concept is what the claim is ‘directed to.”” Vanda Pharms. Inc. v.
West-Ward Pharms. Int’l Ltd., 887 F.3d 1117, 1134 (Fed. Cir. 2018) (quoting Rapid Litig. Mgmt.
Ltd. v. CellzDirect, Inc., 827 F.3d 1042, 1050 (Fed. Cir. 2016)); see also Internet Patents Corp. v.
Active Network, Inc., 790 F.3d 1343, 1346 (Fed. Cir. 2015) (“Under step one.. . . the claims are
considered in their entirety to ascertain whether their character as a whole is directed to excluded
subject matter.”).

In addition, the Supreme Court has described the second step of the Alice inquiry as a
search for an “inventive concept”—i.e., an element or combination of elements that is “sufficient
to ensure that the patent in practice amounts to significantly more than a patent upon the [ineligible
concept] itself.” Alice, 134 S. Ct. at 2355 (quoting Mayo, 566 U.S. at 73). The “inventive concept
must be evident in the claims.” RecogniCorp, LLC v. Nintendo Co., 855 F.3d 1322, 1327 (Fed.
Cir. 2017); see also Alice, 134 S. Ct. at 2357 (“[W]e must examine the elements of the claim to

21

determine whether it contains an ‘inventive concept.””). The second step is satisfied when the
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claim limitations “involve more than performance of ‘well-understood, routine, [and] conventional
activities previously known to the industry.”” Berkheimer, 881 F.3d at 1367 (citation omitted).
“IWlhether a claim element or combination of elements is well-understood, routine and
conventional to a skilled artisan in the relevant field is a question of fact” that must be proven by
clear and convincing evidence. Id. at 1368 (citing Microsaft, 564 U.S. at 95); see also Berkheimer,
890 F.3d at 1371 (Moore, J., concurring) (“Because the patent challenger bears the burden of
demonstrating that the claims lack patent eligibility . . . there must be evidence supporting a finding
that the additional elements were well-understood, routine, and convent-ional.” (internal citation
omitted)). In addition, whether a “particular technology is well-understood, routine, and
conventional goes beyond what was simply known in the prior art” and the “mere fact that
something is disclosed in a piece of prior art, for example, does not mean it was well-understood,

routine, and conventional.” Berkheimer, 881 F.3d at 1369.

(b) Waiver of Defendants’ Patent-Ineligibility Defense

As a threshold matter, Biogen contends, that the Court need not reach the merits of
Defendants’ patent-ineligibility challenge on the ground that the defense, which allegedly rests on
disputed facts, was never presented to the jury and is therefore waived. Biogen points out that
while the Joint Pretrial Statement lists patent eligibility among the issues of law to be litigated,
(ECF No. 916 at 13), and Defendants’ Trial Brief similarly contends that the *755 patent claims
are patent ineligible, (ECF No. 901 at 2), Defendants did not seek resolution before or during the

trial of disputed facts upon which the defense rests.>* Biogen Opp. at 8-11. Specifically, Biogen

24 Biogen notes that, as a point of comparison, the factual inquiries underpinning Defendants’ other
legal defense of obviousness were included in the “Issues of Fact to be Litigated” section of the
Joint Pretrial Statement and Defendants actively litigated that defense to the jury during the trial.
See ECF No. 916 at 11; 6/6/18 Tr. at 182:14-183:3; id. at 192:18-24 (arguing that “by not putting
anything in the Joint Pretrial Statement about the facts that might be implicated by the eligibility
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asserts that Defendants did not move for summary judgment on this defense, nor did they present
this defense tp the jury. Biogen further contends that Defendants’ decision to raise their patent-
ineligibly defense in a Rule 50(a) motion is prejudicial to Biogen because it deprived Biogen of
the ability to develop a record to effectively respond to Defendants’ arguments. See 6/6/18 Tr. at
187:15-19.

By contrast, Defendants contend that questions of law such as patent eligibility are
“regularly vetted in a Rule 50 motion when not presented to the jury” and that any facts underlying
the legal defense are undisputed. ECF No. i017 at 3. In Defendants’ view, the “Section 101 issue
is a straightforward legal issue for the Court that can be determined on the face of the patent and
the patent claims alone.” 6/6/18 Tr. at 199:22-25; see also id. at 199:6-9 (disputing that there are
“facts that need to be adjudicated in connection with” determining whether the claims are patent
eligible). Defendants also point out that “well-known model jury instructions lack any mention of
eligibility.” ECF No. 1002 (“Defs. Reply”) at 4; see also 6/6/18 Tr. at 197:15-18,

The Court declines to preclude Defendants from raising a patent-eligibility challenge based
on an alleged waiver. Unlike their defenses of obviousness-type double patenting, anticipation by
the Goeddel patent, and improper inventorship, Defendants moved under Rule 50(a) for JMOL as
to patent ineligibility during trial. The cases Biogen cites do not appear to compel a finding of
waiver under these circumstances, given that in those cases either the movant had not moved for

JMOL during trial or its Rule 50(a) motion provided insufficient notice of the precise legal

defense, that was a waiver”), In response, Defendants argue that by not listing the factual inquiries
of their patent-ineligibility defense in the Joint Pretrial Statement, they were being transparent
about their position as to the legal nature of the defense, and that Biogen could have listed any
underlying factual inquiries of the defense in the “Issues of Fact to be Litigated” section of the
Joint Pretrial Statement but chose not to. See 6/6/18 Tr. at 192:5-17, 213:23-214:9.
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challenge, an argument that Biogen does not appear to make.”> Moreover, as Defendants note, “as
a procedural matter, the Federal Circuit has observed frequently that § 101 disputes may be
amenable to resolution on motions for judgment on the pleadings, motions to dismiss, or summary
judgment.” TriPlay, Inc. v. WhatsApp Inc., No. 13-1703, 2018 WL 1479027, at *6 (D. Del. Mar.
27, 2018), reconsideration denied, 2018 WL 3545500 (D. Del. July 24, 2018); see also
Berkheimer, 881 F.3d at 1368 (noting that “not every § 101 determination contains genuine
disputes over the underlying facts material to the § 101 inquiry”); Exergen Corp. v. Kaz USA, Inc.,
725.F. App’x. 959, 963-68 (Fed. Cir. 2018) (affirming denial of a post-trial motion of § 101
ineligibility and noting that no factual or legal issues regarding the defense were submitted to the
jury);?6 Chamberlain Grp., Inc. v. Techtronic Indus. Co., 315 F. Supp. 3d 977, 986-90 (N.D. Il
2018) (addressing as a legal matter and denying a Rule 50(b) JMOL motion on § 101 ineligibility
following jury trial). Furthermore, the parties agree that it is an open question as to whether the
Seventh Amendment applies to the factual underpinnings of a patent-eligibility challenge. See

6/6/18 Tr. at 185:1-3, 197:18-22; Biogen Opp. at 9; Exergen, 725 F. App’x at 968.

%5 See Erfindergemeinschaft UroPep GbR v. Eli Lilly & Co., 276 F. Supp. 3d 629, 654 (E.D. Tex.
2017) (finding waiver of written-description theory where the defendant’s “general statement” in
its oral Rule 50(a) motion was “not sufficient to provide notice” to the plaintiff of the defendant’s
“entirely new theory”); Asetek Danmark A/S v. CMI USA, Inc., 100 F. Supp. 3d 871, 893-94 (N.D.
Cal. 2015) (finding that the defendant waived indefiniteness defense based in part on the
defendant’s failure to seek JMOL on the defense during trial, which could have prompted the
plaintiff to submit rebuttal evidence on the issue); Fractus, S.A. v. Samsung Elecs. Co., 876 F.
Supp. 2d 802, 838-39 (E.D. Tex. 2012) (finding waiver where the defendant did not move for
JMOL regarding indefiniteness at the close of its case-in-chief or at the close of the evidence and
therefore deprived the plaintiff of the opportunity to substantively respond with its own testimony
or evidence).

26 The Court notes that in Exergen Corp. v. Kaz USA, Inc., the defendant had “acquiesced in the
district court’s resolution of any underlying fact questions” of the § 101 determination and through
the joint pretrial submission the parties “agreed that the district court may, in its discretion, opt to
send fact issues to the jury or not.” 725 F. App’x 959, 968 (Fed. Cir. 2018).
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Given these circumstances, the Court is disinclined to deny Defendants’ motion on the
ground that it is procedurally improper. The Court therefore addresses Biogen’s alternative
argument that, even if Defendants’ defense were properly preserved, entry of JIMOL that the *755
patent claims are patent eligible is appropriate because Defendants have not carried their burden

of proving, by clear and convincing evidence, that the *755 patent claims are patent ineligible.

(c) Parties’ Contentions on Patent Eligibility

Defendants contend that the *755 patent claims are ineligible under 35 U.S.C. § 101 and
therefore invalid. Defendants frame their patent-ineligibility defense as an issue of law for the
Court to decide and contend that the Court can reach its decision based on the face of the *755
patent alone. 6/6/18 Tr. at 199:4-9, 199:22-25. With respect to the first step of the Alice inquiry,
in Defendants’ view, the claims “cover a natural phenomenon and abstract idea” because they are
“directed to a method of treatment which uses the same IFN- polypeptide as that found in nature
to perform the same function that it performs in nature.”?’ Defs. Br. at 1-2; see also 6/6/18 Tr. at
175:5-177:1. Relying on In re BRCAI- & BRCA2-Based Hereditary Cancer Test Patent
Litigation, 774 F.3d 755 (Fed. Cir. 2014) (“Myriad IT”) and In re Roslin Institute (Edinburgh), 750
F.3d 1333 (Fed. Cir. 2014), Defendarts contend that the fact that the claimed interferon-§ protein
to be administered is made recombinantly does not, standing alone, render it or its use patent
eligible given that the recombinant and native interferon-p proteins share the same linear array of
amino acids. Defs. Br. at 5-6. In addition, Defendants contend that the claims recite “abstract
ideas” because they are “directed to the idea—but not any particular manner—of using a product

of nature (recombinant human IFN-B) to perform the same function that it perfornis in nature

27 During oral argument, Defendants indicated that all three categories of patent-ineligible subject
matter apply. 6/6/18 Tr. at 224:21-225:8.
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(treating viral diseases).” Id. at 7 (citations omitted).

With respect to the second step of the Alice inquiry, Defendants assert that the claims do
not contain an inventive concept because they add no improvement or anything else new in terms
of treatment. Id. at 7-10. In Defendants’ view, the concept of administering a therapeutically
effective amount of a “preexisting polypeptide” to a patient in need of treatment for certain
diseases does not render the claims patent eligible because “practitioners had long administered
native human IFN-J to patients to treat these diseases.” Id. at 1-2; see also Defs. Reply at 3
(arguing that the claims lack an inventive concept because they “provide no unconventional
manipulation of or improvement to the known methods of treating viruses with IFN-B”).

In response, Biogen argues that Defendants’ § 101 challenge lacks legal support. With
respect to the first step of the Alice inquiry, according to Biogen, method of treatment claims,
including those involving the administration of naturally-occurring products, have consistently
been held patent eligible. Biogen Opp. at 12-17. Biogen also asserts that the claims exclude
treatment with native interferon-p and are instead limited to treatment with recombinant interferon-
B made in a non-human host, and thus “pose[] no Section 101 concerns.” Id. at 6; see also id. at
14-16. Biogen further contends that there is no legal support for Defendants’ proposition that a
method of treatment with a man-made protein is ineligible for patenting if that protein is identical
to a naturally-occurring protein, and that even if there were support for such a proposition, the
undisputed trial evidence shows that the three-dimensional proteins of native and recombinant
interferon-f are not identical. Id. at 16-17.

With respect to step two of the Alice inquiry, Biogen contends that a jury could have
reasonably found based on the record evidence that determining whether recombinant interferon-

f made in a non-human host had biological activity akin to that of the native protein and could
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thus be used as a therapeutic agent was anything but “routine and conventional.” Id. at 2, 17-19.
On this point, Biogen argues that the jury heard ample evidence that the “best molecular biologists
labored—in a worldwide, round-the-clock race” to express recombinant interferon-f§ and to “prove
that the expressed protein had biological activity like native interferon-beta and thus could be used
as a therapeutic treatment.” Id. at 18 (citations omitted). In Biogen’s view, “routine and
conventional is a harder standard to meet than obvious,” (6/6/18 Tr. at 219:7-8), and here, the jury
heard ample evidence on, and rejected, Defendants’ obviousness defense. Biogen Opp. at 19 (“[I]t
is simply not possible for the subject matter of a patent claim to be both non—(;bvious but yet

19y

sufficiently well known to be ‘routine and conventional.”””). Thus, according to Biogen, even if
the evidence and arguments Defendants raise in their JMOL motion were presented to the jury, a
reasonable jury could conclude that Defendants failed to establish by clear and convincing

evidence that the ’755 patent claims are patent ineligible.

(d) The *755 Patent Claims Are Patent Eligible

Under step one of the Alice inquiry, the Court determines whether the ’755 patent claims
are directed to a patent-ineligible concept. In doing so, the Court looks at the “focus” of the claims
and their “character as a whole.” Elec. Power, 830 F.3d at 1353. In addition, consistent with the
parties’ approach in their briefs, the Court “compare[s] the claims at issue with claims that have
been considered in the now considerably large body of decisions applying § 101.” TriPlay, 2018
WL 1479027, at *6 (citation omitted). Based on a review of the 755 patent claims and relevant
case law, the Court concludes that the *755 patent claims are not directed to a patent-ineligible
concept.

Underlying Defendants’ patent-ineligibility argument is the premise that naturally-
occurring interferon-B and recombinant interferon-f share the same linear sequence of amino

acids. In Defendants’ view, under Myriad Il and Roslin, this shared amino-acid sequence alone
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renders recombinant interferon-f ineligible under § 101. See Defs. Br. at 6 (Defendants contending
that “like the clones in Roslin and the DNA strands in Myriad II, the recombinant IFN-§ whose
use the *755 patent covers is an ‘exact genetic cop[y] of patent ineligible subject matter’ that is not
‘distinct in any relevant way’ from its native counterpart” (quoting Roslin, 750 F.3d at 1337,
1339)). In their brief, Defendants rely on the parties’ agreed-to construction of the word
“polypeptide” and contend, without apparent citation to the factual record, that the “linear
sequence folds into the therapeutically effective conformation the claims employ just as native
IFN-B does in the body.” Id. at 3. The Court a]reaciy rejected this argument in its anticipation
analysis at the summary judgment stage, see Summ. J. Op. at 28, and in Section ITI.A.1 of this
Opinion, in concluding that the fact that native and recombinant interferon-} share the same amino-
acid sequence (or primary structure) does not render them the same. The Court finds this argument
unavailing in the patent-eligibility context as well. The *755 patent claims encompass not only the
amino-acid sequence but also the three-dimensional structure of the polypeptide, including any
attached carbohydrate groups,.that is necessary for the polypeptide to display biological activity
and be used in medical treatment as required by the claims. As discussed above with respect to
Biogen’s anticipation JMOL motion, the record evidence shows that the three-dimensional native
and recombinant interferon-p proteins are not the same. See, e.g., 2/9/18 Tr. at 87:24-88:7 (Lodish)
(testifying that the InterPharm Study revealed differences in the structures of the sugars of native
and recombinant interferon-f and that he “wouldn’t call them identical”); 2/15/18 PM Tr. at 48:21-
23 (Garcia) (“[R]ecombinant interferon beta is not identical to native interferon beta.”); id. at
100:5-101:2 (explaining that the sugar groups of native and recombinant interferon-f are “not
identical, because the enzymes and the machinery used to add and trim and process these

glycosylations are different in the animal cells than they are in the human cells”).
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Moreover, there is a distinction in the case law with regard to the patentability of method
of treatment claims on the one hand and product claims and claims directed to methods of diagnosis
on the other. As discussed above, the ’755 patent claims a method for immunomodulation, or
treating viral diseases, cancers, or tumors, by administering to a patient a “therapeutically effective
amount” of a composition comprising a “recombinant” interferon-f polypeptide produced in a
“non-human host” that had been “transformed by a recombinant DNA molecule.” The Court
previously construed claim 1 of the 755 patent as reciting a “one-step method of ‘administering’
to a patient in need the s'peciﬂed recombinant HuIFN-B.” Markman Op. at 17. Recent decisions
by the Supreme Court and Federal Circuit addressing § 101 in the contexts of genetics and medical
treatment inform this Court’s analysis. With respect to the distinction drawn in the case law
between method of treatments claims and other types of claims and its impact on this case, this
Court looks first to the Supreme Court’s Mayo decision. The Supreme Court in Mayo held that a
claim directed to a diagnostic method for “optimizing™ the dosage of certain drugs by
administering those drugs to a patient and measuring the level of metabolites in the blood, wherein
the level of metabolites indicated whether to adjust the dosage, recited a natural law. 566 U.S. at
74-77. The next year, the Supreme Court in Myriad I held that a “naturally occurring DNA
segment is a product of nature and not patent eligible merely because it has been isolated.” 569
U.S. at 580. Importantly, the Supreme Court differentiated product claims (i.e., claims directed to
physical things such as genetic material) from method claims, noting that “method claims” and
“patents on new applications of knowledge about [particular] genes” were “not implicated by [its]
decision.” Id. at 595.

Earlier this year, the Federal Circuit in Vanda examined the Supreme Court’s Mayo and

Myriad I decisions in determining the patent eligibility of a method of treatment claim involving
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the step of “determining” with a genotyping assay, and then “administering” a certain amount of
drug based on that determination in order to “treat a particular disease.” 887 F.3d at 1134. Relying
in part on the Supreme Court’s distinction in Myriad I between method claims and claims to
“naturally occurring” products, the Federal Circuit concluded that the claimed method of treatment
was patent eligible under the first step of the Alice analysis. Id. at 1136. In addition, the Federal
Circuit evaluated the method of treatment claims as a whole and determined that, unlike the claims
in Mayo, the claims were “directed to a method of using” a drug to treat a particular disease rather
than being “directed to” a natural relationship that occurs in the human body. Id. at 1135.
Defendants attempt to analogize claim 1 of the 755 patent to the claims at issue in Mayo,
(6/6/18 Tr. at 230:12-25), but the claims in Mayo were directed to a diagnostic method and not to
the application of a drug to treat a particular disease. While the Mayo claims recited a step of
administering a drug to a patient, that step was performed in order to gather data about the natural
relationships, and thus was ancillary to the overall diagnostic focus of the claims.?® As the Federal
Circuit recognized in Vanda, method of treatment claims (which apply natural relationships as
opposed to being “directed to” them) were identified by the Supreme Court as not being implicated
by its Mayo and Myriad decisions because they *‘confine their reach to particular applications.”
887 F.3d at 1135; see also CellzDirect, 827 F.3d at 1049 (citing “treating headaches with aspirin”
as an example of a patent-eligible claim); Pernix Ireland Pain DAC v. Alvogen Malta Operations
Ltd.,No. 16-139, 2018 WL 2768655, at *2 (D. Del. June 8, 2018) (“A claim to a method of treating

an illness is typically more than an expression of a natural law; if it were otherwise, pharmaceutical

28 For the same reasons, Ariosa Diagnostics, Inc. v. Sequenom, Inc,, 788 F.3d 1371 (Fed. Cir. 2015)
and Genetic Technologies Limited v. Merial L.L.C., 818 F.3d 1369 (Fed. Cir. 2016), which, like
Mayo, involved claims to methods of diagnoses rather than methods of treatment, are inapposite.
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patents would be hard to come by, as most methods of treatment using pharmaceuticals consist
simply of the administration of a drug that affects the human body in a manner that is dictated by
laws of nature.”). Moreover, on June 7, 2018, the PTO issued a Memorandum providing guidance
on the examination of method of treatment claims in view of the Federal Circuit’s Vanda decision.
ECF No. 1010, Ex. 1. The Memorandum states that “*method of treatment’ claims that practically
apply natural relationships should be considered patent eligible,” and that “it is not necessary for
‘method of treatment’ claims that practically apply natural relationships to include nonroutine or
unconventional steps to be considered patent eligible under 35 U.S.C. § 101.” Id. at 2-3. While
not binding on this Court, the PTO’s guidance is nevertheless persuasive.

The method claims at issue in this case are thus also distinguishable from the claims held
ineligible in Myriad II and Roslin. Myriad II and Roslin involved claims not to methods of
treatment but rather to man-made, physical things that were identical to products of nature. For
example, in Myriad II, the Federal Circuit held that the claimed single-stranded DNA primers,
which had the same structure and function as naturally-occurring primers, were not patent eligible. .
774 F.3d at 760. That same year, the Federal Circuit held unpatentable claims to a genetic copy
of a naturally-occurring organism—Dolly, a cloned sheep—because she “is an exact genetic
replica of another sheep and does not possess ‘markedly different characteristics from any [farm
animals) found in nature.”” In re Roslin, 750 F.3d at 1337 (quoting Diamond v. Chakrabarty, 447
U.S. 303, 310 (1980)). Here, the claims at issue are method of tteatment claims, not claims to
DNA or polypeptides. Moreover, as stated above, based on the record evidence no reasonable jury

could conclude that the recombinant protein administered in the claimed method is identical to the
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protein found in nature.?

The Court has undertaken step one of the Alice inquiry as a legal issue based on a review
of the *755 patent claims, as Defendants propose, and concludes that the claims are not directed to
a patent-ineligible concept. Therefore, the Court need not reach step two of the Alice inquiry. See
Vanda, 887 F.3d at 1134 (“If the claims are not directed to a patent ineligible concept at step one,
we need not address step two of the inquiry.” (citation omitted)). Accordingly, the Court denies
Defendants’ Rule 50(b) JMOL motion and grants Biogen’s Rule 50(b) JMOL motion on this
defense. _

Even if the Court were to proceed to step two of the Alice inquiry, for example, based on a
finding that the ’755 patent claims are directed to a product of nature, it would still deny
Defendants’ motion. The dispute at step two turns on whether the elements or combination of
elements of the claims were “well-understood, routine, and conventional as of June 6, 1980. The
Court agrees with Biogen that the evidence presented at trial, even if not adduced for the specific
purpose of establishing that step two was met, nonetheless bears on this question. See 6/6/18 Tr.

at 218:14-220:1, 219:7-13; see also Exergen Corp. v. Kaz USA, Inc., 172 F. Supp. 3d 366, 367 (D.

2 Defendants also cite Boehringer Ingelheim Pharmaceuticals, Inc. v. HEC Pharm Co., in which
a claim to administering a drug (DPP-I inhibitor) for treating and/or preventing metabolic diseases
was held patent ineligible. No. 15-5982, 2016 WL 7177704, at ¥*9 (D.N.J. Dec. 8, 2016). This
Court notes that the Boehringer court itself rejected the defendants’ characterization of the method
claim at issue as a natural law like those in Mayo, holding instead that “the act of administering
the DPP-IV inhibitor . . . is an abstract idea.” Id. Here, Defendants have not persuaded this Court
that claims to methods requiring the physical act of administering a drug to treat a patient are
“abstract ideas,” which the Federal Circuit has described as “methods which can be performed
mentally, or which are the equivalent of human mental work.” CyberSource Corp. v. Retail
Decisions, Inc., 654 F.3d 1366, 1371 (Fed. Cir. 2011). In any event, Boehringer pre-dates Vanda
and the Federal Circuit’s detailed discussion of the “distinction between method of treatment
claims and those in Mayo.” Vanda Pharms. Inc. v. West-Ward Pharms. Int’l Ltd., 887 F.3d 1117,
1135 (Fed. Cir. 2018).
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Mass. 2016) (denying judgment of invalidity under § 101 “with the benefit of the evidence
presented at the well-litigated jury trial” and “[g]uided by the jury’s verdict, and by the pleadings
specific to th[e] case”), aff'd, 725 F. App’x 959 (Fed. Cir. 2018); Internet Patents, 790 F.3d at
1347 (noting that a “pragmatic analysis of § 101 is facilitated by considerations analogous to those
of §§ 102 and 103 as applied to the particular case”). The Court has looked to the additional claim
elements individually and as an ordered combination. The claims require methods of treatment
using recombinantly-expressed interferon-f shown to have the biological activity like that of the
native protein. The patent specification discloses the benefits ;)f the claimed method over prior-
art treatments using the native protein, see PTX0001 (755 patent) at 4:10-13; 6:54-7:7, and does
not state or even suggest that expressing a biologically-active protein sufficient for therapeutic use
by employing recombinant DNA technology was well-known, routine, or conventional.
Moreover, as discussed in Section ITIL.B.2 below, there is legally sufficient evidence in the record
to support the jury’s finding that the claimed method would not have been obvious to a person of
ordinary skill in the art (“POSA”) as of June 6, 1980 in view of the work of several scientists
working at that time to express biologically-active recombinant interferon-B. See 2/20/18 AM Tr.
at 82:17-83:1 (Green) (opining that since the “best people in the world” were “working day and
night spending months and months” trying to produce biologically-active recombinant interferon-
B, this would not have been “routine” to a POSA); see also 1/25/18 PM Tr. at 102:12-103:15
(Derynck); 2/5/18 Tr. at 136:17-137:21 (Taniguchi); 5/7/12 Goeddel Dep. Tr. at 79:24-80:18.
Based on a review of the claims, the specification, and other evidence and testimony in the record,
and guided by the jury’s verdict on obviousness, the Court concludes that Defendants have not met

their burden of proving by clear and convincing evidence that the claim elements merely involve

the “performance of ‘well-understood, routine, [and] conventional activities previously known to
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the industry.”” Berkheimer, 881 F.3d at 1367.
2. Obviousness

(a) Applicable Legal Principles for Obviousness

A patent claim is invalid if “the differences between the subject matter sought to be
patented and the prior art are such that the subject matter as a whole would have been obvious at
the time the invention was made to a person having ordinary skill in the art to which said subject
matter pertains.” 35 U.S.C. § 103(a). Obviousness is a legal conclusion based on underlying
factual determinations, including '(1) the scope and content of the prior art; (2) the differences
between the claims and the prior art; (3) the level of ordinary skill in the art; and (4) objective
indicia of non-obviousness. See Purdue Pharma L.P. v. Epic Pharma, LLC, 811 F.3d 1345, 1351
(Fed. Cir. 2016). Prior art under 35 U.S.C. § 102(g) may serve as prior art in an obviousness
analysis under § 103. See Tyco Healthcare Grp. LP v. Ethicon Endo-Surgery, Inc., 774 F.3d 968,
977 (Fed. Cir. 2014). Section 102(g) states, in relevant part:

A person shall be entitled to a patent unless . . . before such person’s
invention thereof, the invention was made in this country by another
inventor who had not abandoned, suppressed, or concealed it. In
determining priority of invention under this subsection, there shall
be considered not only the respective dates of conception and
reduction to practice of the invention, but also the reasonable

diligence of one who was first to conceive and last to reduce to
practice, from a time prior to conception by the other.

35 U.S.C. § 102(g)(2).

The jury was instructed that it “must determine the date of the invention for the alleged
prior art” which “can be the date when the invention of the prior art was reduced to practice or
when the invention was conceived provided the inventors were diligent in reducing the invention
to practice.” Final Jury Instructions at 29. The jury was also instructed that:

Conception is the mental part of an inventive act, i.e., the formation
in the mind of the inventor of a definite and permanent idea of the
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complete and operative invention, enough that one skilled in the art
could understand the invention as it is thereafter to be applied in
practice. An idea is definite and permanent when the inventor has a
specific, settled idea, a particular solution to the problem at hand,
not just a general goal or research plan he hopes to pursue. Where
the idea is in constant flux, it is not definite and permanent. A
conception is not complete if the subsequent course of
experimentation, especially experimental failures, reveals
uncertainty that so undermines the specificity of the inventor’s idea
that it is not yet a definite and permanent reflection of the complete
invention as it will be used in practice.

Id. at 29-30; see also Burroughs Wellcome Co. v. Barr Labs., Inc., 40 F.3d 1223, 1228 (Fed. Cir.
1994)-. The jury was further instructed that a “claimed invention is ‘reduced to practice’ when it
has been constructed/used/tested sufficiently to show that it will work for its intended purpose or
when the inventor files a patent application.” Final Jury Instructions at 30.

Finally, “because obviousness, like any other ground of invalidity, must be established by
clear and convincing evidence,” the defendant’s burden on a JMOL motion is “doubly high: it
must show that no reasonable jury could have failed to conclude that [the defendant’s] case had
been established by clear and convincing evidence.” Boehringer Ingelheim Vetmedica, Inc. v.
Schering-Plough Corp., 320 F.3d 1339, 1353 (Fed. Cir. 2003) (internal citation omitted).

(b) Parties’ Contentions

The jury found that the *755 patent claims were not “invalid as obvious in view of the
activities of Dr. Tadatsugu Taniguchi, Dr. Jan Viléek, Dr. David Goeddel, or other prior art.”
Verdict Form at 3, Q. 9. Defendants assert that there is an insufficient evidentiary basis to uphold
the jury’s finding that the *755 patent claims are not invalid for obviousness, and that Defendants

“presented largely uncontested evidence” that the claims would have been obvious to a POSA as
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of June 6, 1980.% Defs. Br. at 11.

Defendants identify three “separate and independent” grounds on which they contend the
jury should have found the 755 patent claims invalid for obviousness. Id. at 10. First, Defendants
rely on the scientific work of Tadatsugu Taniguchi, Ph.D. at Harvard University prior to June 6,
1980. Specifically, Defendants rely on Dr. Taniguchi’s synthesis of the “117 plasmid” that was
designed to produce mature, biologically-active, recombinant human interferon-$ in Escherichia
Coli (“E. coli”) bacteria cells, and they identify “at least three occasions” before June 6, 1980 on
which the 117 plasmid purportedly “produced positive results demonstrating the production of
biologically active recombinant IFN-B in E. coli in controlled experiments.” Id. at 11-12.
Defendants cite New York University School of Medicine Professor Jan Viléek, M.D., Ph.D.’s
trial testimony that his blinded cytopathic effect assay of Dr. Taniguchi’s plasma samples provided
“ultimate proof” that Dr. Taniguchi had produced biologically-active recombinant interferon-f in
E. coli in May of 1980. Id. at 12.

Second, Defendants rely on the scientific work of David Goeddel, Ph.D. at Genentech, Inc.
prior to June 6, 1980. Specifically, Defendants rely on Dr. Goeddel’s synthesis of the “Trp-69
plasmid” designed to produce mature, biologically-active recombinant interferon-f in E. coli, and
they identify “at least three occasions” before June 6, 1980 on which Dr. Goeddel purportedly
“observed biological activity in experiments testing the product of this plasmid.” Id. at 14.

According to Defendants, the uncontroverted evidence at trial showed that Dr. Taniguchi’s and

% Dr, Lodish defined a POSA as a person with a “Ph.D. in molecular biology research or
comparable work experience or a B.S. in biology, biochemistry, or molecular biology having two
or more years in standard laboratory techniques of molecular biology.” PDX15-5. Biogen’s
experts offered opinions at trial based on that definition of a POSA. See 2/15/18 PM Tr. at 49:3-
24 (Garcia); 2/20/18 AM Tr. at 26:10-16, 76:20-77:19 (Green).
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Dr. Goeddel’s plasmids could be “scaled up, purified, formulated, and administered using
techniques well known by 1980.” Id. at 15.

Third, Defendants rely on the publication of the DNA sequence for interferon-p and the
alleged admissions made by Biogen in an affidavit by *755 patent inventor Dr. Fiers, dated
November 19, 2001, which Biogen submitted to the Canadian Patent Office during a conflict
proceeding involving Dr. Fiers’s Canadian Application No. 374,378 (the “Fiers Affidavit”) (STX-
0002). In particular, Defendants contend that Biogen admitted that, with the interferon-B DNA
sequence in hand, as of June 6, 1980 a POSA would have expected to be able to produce mature,
biologically-active, recombinant human interferon-f in E. coli that could be used for treating
tumors and viruses in humans. Id. at 16-17.

In response, Biogen argues that none of the three grounds identified by Defendants merit
overturning the verdict, and that Defendants’ cited evidence is far from uncontested. Biogen
contends that there is more than sufficient evidence to support the jury’s finding that neither Dr.
Taniguchi nor Dr. Goeddel had made the claimed invention prior to June 6, 1980 and,
consequently, a POSA would not have found the *755 patent claims obvious in light of the work
of these scientists. Biogen Opp. at 20-23. Biogen also asserts that the jury was free to credit the
evidence presented by Biogen, including testimony by its experts Michael Green, M.D., Ph.D., a
Professor and Chair of the Department of Molecular, Cell, and Cancer Biology at the University
of Massachusetts Medical School and Director of the school’s Cancer Center (ECF No. 916 at 16;
1/29/18 AM Tr. at 18:15-22), and Christopher Garcia, Ph.D., a Professor of Molecular and Cellular
Physiology and a Professor of Structural Biology at Stanford University (ECF No. 916 at 21-22;
2/15/18 PM Tr. at 41:22-25). In Biogen’s view, the jury was free to believe Dr. Green’s and Dr.

Garcia’s testimony that a POSA would not have known or reasonably expected that recombinantly-
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produced interferon-B would be biologically active. Biogen Opp. at 24. Biogen further contends
that Defendants walked the jury through the Fiers Affidavit on multiple occasions and in great
detail during the trial, and that the jury was free to reject Defendants’ obviousness arguments based
thereon. Id. at 24-25.

(c) Defendants Are Not Entitled to JMOL of Obviousness

The Court finds that substantial evidence supports the jury’s verdict that the 755 patent
claims are not invalid for obviousness. The jury was presented with ample fact testimony, expert
testimony, and exhibits pertaining to Defendants’ obviousness defense: In particular, the jury
heard testimony and evidence concerning Dr. Taniguchi’s series of experiments carried out prior
to June 6, 1980 to test for biological activity of recombinant human interferon- made in E. coli.
In making its obviousness determination, the jury was free to weigh the evidence of Dr.
Taniguchi’s individual experiments that Defendants highlight in their brief against the contrary
evidence that certain of Dr. Taniguchi’s other experiments yielded false positives, inconclusive
results, or results showing no biological activity.  See, e.g., Dr. Taniguchi’s Laboratory Notebook
(PTX0411) at 6-33, 36-63; 2/5/18 Tr. at 142:2-144:4, 160:5-166:16, 167:1-20 (Taniguchi); 1/24/12
Weissmann Dep. Tr. at 138:2-139:5 (Dr. Taniguchi’s mentor testifying that Dr. Taniguchi “did not
get expression of biologically-active protein™). For instance, as recorded in Dr. Taniguchi’s
laboratory notebook page dated June 4 and 5, 1980, one of Dr. Taniguchi’s experiments yielded a
false positive where the result was marked “should be negative.” PTX0411 at 53; see also 2/13/18
AM Tr. at 25:24-28:13 (Lodish) (testifying that false positives can be due to contaminants). In
addition, the jury reasonably could have discounted Dr. Viléek’s testimony concerning Dr.
Taniguchi’s allegedly favorable results in light of this contrary evidence, and/or credited Dr.
Vilgek’s other testimony that it was “very possible” that they were still testing for biological

activity of recombinant interferon- after June 6, 1980. 2/6/18 PM Tr. at 51:13-18.
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Similarly, the jury was free to weigh the evidence of Dr. Goeddel’s three pre-June 6, 1980
experiments that purportedly confirmed biological activity against the contrary evidence that over
100 of Dr. Goeddel’s assays, conducted before and after June 6, 1980, were inconclusive or yielded
negative results. See 2/20/18 AM Tr. at 64:22-65:7, 65:16-68:17, 69:21-70:4 (Green). For
instance, in an experiment on May 20, 1980 upon which Defendants rely and about which Dr.
Goeddel had recorded “Looks good!” in his laboratory notebook, Dr. Goeddel detected activity
only in a mixed pool of clones that would require further, clone-by-clone testing. See Dr.
Goeddel’s Laboratory Notebook (STX-00-53) at 16; 2/20/18 AM Tr. at 65:12-66:17 (Green)
(testifying that Dr. Goeddel’s written comment about his preliminary result when read in the
context of the laboratory notebook page was merely an “instruction to keep working” rather than
a “declaration of victory”). Dr. Green testified that these results were not conclusive, (2/20/18
AM Tr. at 66:12-24), and in fact, when Dr. Goeddel assayed individual clones eight days later, all
of his results were negative, (id. at 66:25-67:4; STX-0053 at 20). The jury also saw evidence that
in later experiments.in May of 1980, Dr. Goeddel noted that his assay was “not a good assay,”
(STX-0053 at 20), and that the “cells look unhealthy,” (PTX0029A at 3375). See 2/20/18 AM Tr.
at 67:5-11 (Green); see also id. at 71:20-22 (Green) (testifying that there was “no doubt in [his]
mind” that Dr. Goeddel did not possess recombinant interferon-B prior to June 6, 1980). Thus,
there was sufficient evidence for a reasonable jury to find that Dr. Taniguchi and Dr. Goeddel had

not made biologically-active, recombinant interferon-p by June 6, 1980.%

31 Defendants assert that, conception aside, prior invention under § 102(g) can occur “if the prior
inventor ‘reduced to practice’ his or her invention before the priority date of the challenged
claims.” Defs. Reply at 6. Defendants contend that evidence of “a successful experiment” is
sufficient to show a prior invention was “reduced to practice” under § 102(g), and that here, the
record evidence showed that both Dr. Taniguchi and Dr. Goeddel “actually produced mature
human IFN-B recombinantly in E. coli on multiple occasions” before June 6, 1980. Id. at 7.
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Defendants contend, however, that the testimony of their experts Dr. Lodish and Dr.
Gutterman “provided substantial evidence” that a POSA would have reasonably expected to be
able to produce recombinant interferon-f in E. coli and that the protein produced would have the
biological activity of native interferon-§. Defs. Br. at 16. Contrary to Defendants” assertion, on
a Rule 50(b) JMOL motion, the question is not whether substantial evidence supports the moving
party’s position, but rather whether substantial evidence supports the jury’s verdict. See Power
Integrations, 843 F.3d at 1326 (noting that on a JIMOL motion, the moving party “must show that
the jury’s ﬁndings, presumed or express, are not suppotted by substantial evidence”). Here, the
jury heard contrary testimony from Biogen’s experts, Dr. Green and Dr. Garcia, that a POSA
would not have had a reasonable expectation that recombinantly-produced interferon-p would be
biologically active. See 2/20/18 AM Tr. at 75:8-19, 76:9-80:2 (Green); 2/15/18 PM Tr. at 61:23-
64:13, 67:10-71:21, 72:24-73:23 (Garcia). For instance, Dr. Green testified that he met the

definition of a POSA in 1980 and that, in his opinion, “the notion of going from the DNA sequence,

getting an expression vector and having any expectation that it would express biologically active

Defendants quote the standard from the doctrine of simultaneous conception and reduction to
practice—namely, that “[i]n some instances, an inventor is unable to establish a conception until
he has reduced the invention to practice through a successful experiment.” Amgen, Inc. v. Chugai
Pharm. Co., 927 F.2d 1200, 1206 (Fed. Cir. 1991). The jury was instructed, however, that an
invention is “reduced to practice” when it has been “constructed/used/tested sufficiently to show
that it will work for its intended purpose or when the inventor files a patent application.” Final
Jury Instructions at 30. Defendants have not sufficiently explained why the jury should have
disregarded negative or inconclusive test results and, in any event, the jury was free to disbelieve
Defendants’ witnesses that any of Dr. Taniguchi’s or Dr. Goeddel’s preliminary, pre-June 6, 1980
experiments, when viewed in the context of the series of follow-up experiments, constituted “a
successful experiment.” Viewing the evidence in the light most favorable to Biogen, including
testimony by Dr. Taniguchi himself that reproducibility of experiments is important for confirming
results, (2/5/18 Tr. at 48:22-49:21), under either Defendants’ proposed standard in their motion or
the standard set forth in the jury instructions, a reasonable jury could find that Defendants failed
to show by clear and convincing evidence that either Dr. Taniguchi or Dr. Goeddel had reduced to
practice the claimed invention prior to June 6, 1980.
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glycosylated protein was well beyond [his] capacity” and “certainly would have taken much more
than routine experimentation.” 2/20/18 AM Tr. at 76:20-77:19; see also id. at 26:10-16. In
addition, Dr. Garcia testified that as of 1980, “no human glycoprotein had ever been expressed in
E. coli before,” (2/15/18 PM Tr. at 58:1-10), and it was an “open question” whether E. coli’s
“primitive simple protein synthesis machinery” would be able to produce interferon-p that folds
into the appropriate three-dimensional structure to render it biologically active, (id. at 64:4-13).

“[Flaced with competing expert testimony,” the jury was free to disbelieve Defendants’
experts and credit Biogen’s experts. Intellectual Ventures I LLC v. Motorola Mobility LLC, 870
F.3d 1320, 1327 (Fed. Cir. 2017) (affirming district court’s decision denying JMOL where
substantial evidence supported jury’s verdict that patent claim was not obvious); see also
MobileMedia Ideas LLC v. Apple Inc., 780 F.3d 1159, 1168 (Fed. Cir. 2015) (“[W]hen there is
conflicting testimony at trial, and the evidence overall does not make only one finding on the point
reasonable, the jury is permitted to make credibility determinations and believe the witness it
considers more trustworthy.” (citation omitted)); Edwards Lifesciences AG v. CoreValve, Inc., 699
F.3d 1305, 1313 (Fed. Cir. 2012) (noting that when “testimony at trial [is] in direct conflict,” the
court deciding a JMOL motion “may not weigh the evidence, determine the credibility of
witnesses, or substitute its version of the facts for the jury’s version” (quoting Lightning Lube, 4
F.3d at 1166)). Where, as here, there is “substantial evidence for a reasonable jury finding,” it is
not this Court’s “function to second guess or reevaluate the weight given to that evidence.”
MobileMedia, 780 F.3d at 1168 (citation omitted).

Furthermore, as the Court stated in its decisions denying Defendants’ Motion for Summary
Judgment of Invalidity Under 35 U.S.C. § 103 and denying-in-part Biogen’s Motion In Limine

No. 3, the jury was permitted to consider the Fiers Affidavit along with other record evidence in
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making its obviousness determination. Summ. J. Op. at 9-11; ECF No. 906 at 6-7. The Court
concluded that there were genuine issues of material fact “regarding the content of the documeént
and context in which it was submitted that [were] appropriate for a jury’s consideration in the first
instance.” Summ. J. Op. at 9. The Court subsequently declined to preclude any section of the
Fiers Affidavit, including those sections that Biogen characterized as legal argument. ECF No.
906 at 6. At trial, the jury heard ample expert testimony and other evidence regarding the Fiers
Affidavit and nonetheless rejected Defendants’ obviousness defense. In short, the Court denied
Defendants’ summary judgment motion due to genuine factual disputes, and the jury later resolved
those disputes against Defendants. For the reasons set forth in the Court’s earlier decisions, the
Court declines to hold as a matter of law that the statements in the Fiers Affidavit are binding
admissions on Biogen as to the obviousness of the *755 patent claims that warrant overturning the
jury’s verdict. No new authority has been cited that provides that a district court may substitute
an obviousness conclusion drawn by a party or inventor in a foreign proceeding in place of its own
analysis. See Summ. J. Op. at 9-10. Moreover, as the Court previously stated, “[t]he obviousness
inquiry is undertaken from the perspective of a POSA” and the Federal Circuit “prohibits
conducting an obviousness inquiry from the inventor’s point of view.” Id. at 10 n.8 (citing Arkie
Lures, Inc. v. Gene Larew Tackle, Inc., 119 F.3d 953, 956 (Fed. Cir. 1997)).

Viewing the evidence in the light most favorable to Biogen, the Court finds that substantial
evidence supports the jury’s finding that the ’755 patent claims are not invalid for obviousness.
Accordingly, the Court denies Defendants’ Rule 50(b) JMOL motion as to obviousness.

3. Enablement and Written Description

(a) Applicable Legal Principles for Enablement and Written Description

The first paragraph of 35 U.S.C. § 112 requires, inter alia, that the specification of a patent

enable any person skilled in the art to which it pertains to make and use the full scope of the
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claimed invention. See Warner-Lambert Co. v. Teva Pharms. USA, Inc.,418 F.3d 1326, 1336-37
(Fed. Cir. 2005). To invalidate a patent for lack of enablement, “a challenger must show by clear
and convincing evidence that a [POSA] would not be able to practice the claimed invention without
undue experimentation.” Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1309 (Fed. Cir. 2015)
(internal quotation marks and citation omitted). “Enablement is determined as of the effective
filing date of the patent’s application.” ALZA Corp. v. Andrx Pharms., LLC, 603 F.3d 935, 940
(Fed. Cir. 2010) (citation omitted). Enablement is a question of law based on underlying factual
inquiries. See In re Wands, 858 F.2d 731, 737 (Fed. Cir. 1988) (noting that the an;llysis of undue
experimentation “is not a single, simple factual determination, but rather is a conclusion reached
by weighing many factual considerations”). The factors that a court may consider in determining
whether a disclosure would require undue experimentation are: “(1) the quantity of
experimentation necessary, (2) the amount of direction or guidance presented, (3) the presence or
absence of working examples, (4) the nature of the invention, (5) the state of the prior art, (6) the
relative skill of those in the art, (7) the predictability or unpredictability of the art, and (8) the
breadth of the claims.” Id.

The written description requirement mandates that “the disclosure of the application relied
upon reasonably conveys to those skilled in the art that the inventor had possession of the claimed
subject matter as of the filing date.” Ariad Pharms., Inc. v. Eli Lilly & Co., 598 F.3d 1336, 1351
(Fed. Cir. 2010) (en banc) (citation omitted). “[T]he level of detail required to satisfy the written
description requirement varies depending on the nature and scope of the claims and on the
complexity and predictability of the relevant technology.” Id. (citation omitted). Compliance with
the written description requirement is a question of fact that must be assessed on a case-by-case

basis. See Allergan, 796 F.3d at 1308 (citing Alcon Research, 745 F.3d at 1190).
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Consistent with the Court’s rulings denying Defendants’ Motion for Summary Judgment
of Invalidity Under 35 U.S.C. § 112 and Bayer’s Motion for Summary Judgment of Invalidity No.
3 (Lack of Written Description), the jury was instructed that “it is the method of treatment that
must be [described and enabled], not the proteins to be used or the way they are made.” Final Jury
Instructions at 36, 38; see also Summ. J. Op. at 14 (“[T]he Court finds that it is not the genus of
expression systems that must be enabled and described, it is the method of treatment that must be
enabled and described.”); id. at 30 (“[T]he Court concludes that it is not the recombinant
polypeptides themselves that must meet the written deécn’ption requirement.”).

(b) Parties’ Contentions

The jury found that the *755 patent claims were neither invalid for lack of enablement nor
for lack of adequate written description. Verdict Form at 4, Qs. 10-11. Defendants contend that
judgment of invalidity for lack of enablement and lack of adequate written description should be
entered. Specifically, Defendants assert that the evidence and testimony presented at trial
established that the 755 patent fails to enable and describe expression of recombinant interferon-
B polypeptides in the full range of “non-human hosts” for administration to human patients. Defs.
Br. at 19-21. Defendants also contend that the *755 patent fails to eriable and describe the claimed
methods of treatment “using the wide scope of the claimed variant polypeptides.” Id. at 21-22.
Lastly, Defendants assert that the ’755 patent fails to enable and describe the claimed method of
immunomodulation because it does not “teach how to selectively obtain” either upregulation or
downregulation of the immune system using recombinant interferon-, nor does it disclose a use
of recombinant interferon-f polypeptides in a method of immunomodulation. Id. at 22-23; see
also Defs. Reply at 8.

Biogen contends, in response, that sufficient evidence supports the jury’s verdict that the

claims were neither invalid for lack of enablement nor for lack of adequate written description,
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and that Defendants merely rehash the arguments raised (and rejected) on summary judgment.
Biogen Opp. at 26. Biogen also asserts that Defendants recount their own experts’ testimony but
omit the contrary evidence on which the jury was entitled to rely. Id. at 26-32.

(c) Defendants Are Not Entitled to JMOL of Lack of Enablement or Lack of
Adequate Written Description

The Court finds that substantial evidence supports the jury’s verdict that the claims are not
invalid for lack of enablement or lack of adequate written description. Defendants’ motion appears
to focus on the scope of the non-human hosts and recombinant polypeptides. As this Court stated
in its decision denying Defendants’ Motion for Summary Judgment of Invalidity Under 35 U.S.C.
§ 112, it is not the genus of non-human hosts or recombinant polypeptides that must be enabled
and described, it is the method of treatment that must be enabled and described. Summ. J, Op. at
14. Even if Defendants’ proposed framework were correct, however, there is ample evidence in
the record for a reasonable jury to conclude that the claims are not invalid for either lack of
enablement or lack of adequate written description.

(1) Non-Human Hosts

With respect to Defendants’ contention as to the *755 patent’s purported failure to enable
expression of recombinant polypeptides in non-human hosts other than E. coli for administration
to a patient, Defendants cite Dr. Lodish’s trial testimony. They omit, however, the fact that the
jury also heard testimony from Biogen’s expert, Dr. Green, regarding the availability of non-
human hosts other than E. coli as of June 6, 1980 as identified in the literature and the ’755 patent
itself. See 2/20/18 AM Tr. at 26:21-27:8, 106:25-111:13; PTX0001 (*755 patent) at 13:54-64.
Additionally, the jury heard evidence that Defendants’ own expert, Dr. Lodish, previously testified
in a separate lawsuit that “[b]y February 25, 1980 many types of cells had been used as host cells,

and workers of ordinary skill in the art had various types of cultured cells that could be used as
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host cells in transformation experiments.” Initial Expert Report of Harvey F. Lodish, Ph.D. dated
August 27, 2004 in In re Columbia University Patent Litigation, No. 04-MD-01592 (D. Mass.)
(PTX1069) at 24; see also 2/20/18 AM Tr. at 109:3-110:18 (Green). Citing various pre-1980
publications, Dr. Lodish had testified in the prior lawsuit that “[s]everal types of human, mouse,
and Chinese hamster cell lines, including Chinese Hamster Ovary cells lines, were in routine use.”
PTX1069 at 24; see also id. at 28 (stating that “it was known by February 25, 1980 that one could
cause . . . foreign DNA encoding a protein to be expressed in a cultured mammalian cell”). During
trial in this case, Dr. Green informed the jury that he was “in complete agreement” with Dr.
Lodish’s previous statements.’? 2/20/18 AM Tr. at 110:13-18.

With respect to written description, although Defendants again rely on Dr. Lodish’s
testimony regarding the ’755 patent’s purported failure to adequately describe methods of
treatment using recombinant polypeptides produced in hosts other than E. coli, the jury also heard
Dr. Green’s testimony that the *755 patent specification expressly describes other host cells that
could be used besides E. coli, including Pseudomonas, Bacillus subtilis, Bacillus

stearothermophilus and other bacilli, yeasts and other fungi, and plant and animal cells. See id. at

32 In their JMOL motion, Defendants rely on the same Federal Circuit decisions they cited in their
summary judgment motion to support their argument that the *755 patent claims cannot be enabled
as a matter of law: Monsanto Co. v. Syngenta Seeds, Inc., 503 F.3d 1352 (Fed. Cir. 2007), Plant
Genetic Systems, N.V. v. DeKalb Genetics Corp., 315 F.3d 1335 (Fed. Cir. 2003), Adang v.
Fischhoff, 286 F.3d 1346 (Fed. Cir. 2002), In re Goodman, 11 F.3d 1046 (Fed. Cir. 1993), and In
re Vaeck, 947 F.2d 488 (Fed. Cir. 1991). See Defs. Br. at 19. Defendants contend that in these
cases, the Federal Circuit held invalid for lack of enablement claims that were “directed to a genus
of host cells that was far narrower than that claimed in the. ’755 patent” and with later priority
dates. Id. As this Court stated in its decision denying Defendants’ summary judgment motion,
these cases “merely reaffirm the fact-specific nature of [the enablement] inquiry.” Summ. J. Op.
at 16. The jury heard evidence and testimony regarding Defendants’ enablement defense and
resolved the factual disputes against Defendants. This Court declines to find on a JMOL motion
that the *755 patent claims are not enabled as a matter of law based on the cited authority.
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110:24-111:13; PTX0001 (*755 patent) at 13:54-59. Faced with conflicting expert testimony on
these issues, the jury was “permitted to make credibility determinations and believe the witness it

consider[ed] more trustworthy.” MobileMedia, 780 F.3d at 1168.

(2) Recombinant Polypeptides

With respect to Defendants’ argument that the *755 patent fails to enable and describe the
full range of claimed recombinant interferon-f polypeptides, Biogen’s expert, Dr. Garcia, testified
that the *755 patent describes the structures likely to be common to the polypeptides meeting the
limitations of claim 1, informs the reader “what kinds of changes you can make to the polypeptides
while staying within the scope of the patent,” including “common optimization” techniques, and
“discloses a whole montage of possible tests that one could use to assess the function and the
activity of the beta interferon.” 2/15/18 PM Tr. at 86:9-89:2. In addition, Dr. Green and Dr. Garcia
each described to the jury the various tests for biological activity disclosed in the *755 patent. See
2/20/18 AM Tr. at 30:23-33:5 (Green); 2/15/18 PM Tr. at 88:5-89:2 (Garcia); see also 2/7/18 PM
Tr. at 62:15-18 (Gutterman) (agreeing that the *755 patent offers “extensive teaching” about how -
to test whether any individual polypeptide has the required biological activity). Moreover, Dr.
Green opined that the patent describes and enables the therapeutic use of recombinant interferon-
beta-like proteins. 2/20/18 AM Tr. at 23:8-12. Again, while Defendants cite expert testimony
favorable to their § 112 invalidity defenses, as discussed above with respect to the jury’s
obviousness determination, faced with competing expert testimony, the jury was free to disbelieve
Defendants’ experts and credit Biogen’s experts. See Intellectual Ventures, 870 F.3d at 1327,
MobileMedia, 780 F.3d at 1168; Edwards Lifesciences, 699 F.3d at 1313.

(3) Immunomodulation

Sufficient evidence also supports the jury’s finding that the *755 patent énables and

describes the use of recombinant interferon-p polypeptides for immunomodulation. The Court
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provided the jury with its definition of the term “immunomodulation” as *“regulation of the immune
system by immunopotentiation (up-regulation) or immunosuppression (down-regulation).” Final
Jury Instructions at 17. The *755 patent discloses that interferon- may “play a role in regulation
of the immune response” and “can be both immunopotentiating and immunosuppressive in vivo
and in vitro.” PTX0001 (*755 patent) at 3:33-36. The jury was free to reject Dr. Gutterman’s
testimony that “a clinician would need to know how to ‘selectively obtain’ upregulation or
downregulation of the immune system in order to use IFN-f in a therapeutically effective manner.”
Defs. Br. at 22 (citing 2/7/18 AM Tr. at 75:13-19 (Gutterman)). Contrary to Defendants’ asse;'tion,
there is no requirement that immunomodulation means exclusively up-regulation of exclusively
down-regulation, and the jury was not asked to determine whether, in treating MS, interferon-f
acts by only up-regulation or only down-regulation. Moreover, the jury heard expert testimony
and was presented with evidence, including Pfizer’s and Serono’s own internal presentations and
statements to the FDA, showing that interferon-B upregulates some parts of the immune system
and downregulates others in treating MS. See, e.g., 1/29/18 PM Tr. at 22:17-19, 23:17-29:11,
32:14-33:24, 38:19-24, 40:9-42:2 (Kinkel); PTX0059 (Rebif® BLA) at 163; PTX0061 (Rebif®
BLA) at 19-20; PTX0227 (Serono presentation) at 1, 26-29; PTX0659 (Pfizer presentation) at 14,
87; PTX0056 (Betaseron® Product License Application) at 77-78, 922. The jury was free to
believe this evidence and testimony in reaching its verdict on Defendants’ § 112 defenses. Finally,
a reasonable jury could have also credited the evidence that the issue of whether the patent
sufficiently describes and enables the full scope of the claims was before the PTO when it issued
the patent. See, e.g., 2/15/18 PM Tr. at 99:2-11 (Garcia); 2/20/18 AM Tr. at 111:9-13 (Green);
2/7/18 AM Tr. at 94:24-95:24 (Gutterman); see also Microsoft, 564 U.S. at 111.

Viewing the evidence in the light most favorable to Biogen, the Court finds that substantial
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evidence supports the jury’s finding that the *755 patent claims are not invalid for lack of
enablement or lack of adequate written description. Accordingly, the Court denies Defendants’
Rule 50(b) JMOL motion as to enablement and written descriptiof.

4. Contributory Infringement By Pfizer

(a) Applicable Legal Principles for Contributory Infringement

Section 271(c) of the Patent Act deems a “contributory infringer” one who “offers to sell
or sells” within the United States a “component of a patented machine, manufacture, combination
or composition, or a material or apparatus for use in practicing a patented process, constituting a
material part of the invention, knowing the same to be especially made or especially adapted for
use in an infringement of such patent, and not a staple article or commodity of commerce suitable
for substantial noninfringing use.” 35 U.S.C. § 271(c). The patentee bears the burden of proving
contributory infringement by a preponderance of the evidence. See Octane Fitness, 134 S. Ct. at
1758; Seal-Flex, 172 F.3d at 842.

The Federal Circuit has explained that the “ordinary meaning of a sale” under Section 271
“includes the concept of a transfer of title or property” and may be determined by “the agreement
by which such a transfer takes place.” Halo Elecs., Inc. v. Pulse Elecs., Inc., 769 F.3d 1371, 1379
(Fed. Cir. 2014) (citations omitted), vacated and remanded on other grounds, 136 S. Ct. 1923
(2016); NTP, Inc. v. Research In Motion, Ltd., 418 F.3d 1282, 1319 (Fed. Cir. 2005), abrogated
on other grounds, Zoltek Corp. v. United States, 672 F.3d 1309 (Fed. Cir. 2012).

In addition, an “offer to sell is a distinct act of infringement separate from an actual sale”
and “differs from a sale in that an offer to sell need not be accepted to constitute an act of
infringement.” Transocean Offshore Deepwater Drilling, Inc. v. Maersk Contractors USA, Inc.,
617 F.3d 1296, 1308 (Fed. Cir. 2010) (citing MEMC Elec. Materials, Inc. v. Mitsubishi Materials

Silicon Corp.,420F.3d 1369, 1376 (Fed. Cir. 2005)). An offer to sell is analyzed “using traditional
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contract principles.” Id. (citing Rotec Indus., Inc. v. Mitsubishi Corp., 215 F.3d 1246 (Fed. Cir.
2000)). An alleged infringer must “communicate[ ] a ‘manifestation of willingness to enter into a
bargain, so made as to justify another person in understanding that his assent to that bargain is
invited and will conclude it.”” MEMC, 420 F.3d at 1376 (quoting Rotec, 215 F.3d at 1257). “The
underlying purpose of holding someone who offers to sell liable for infringement is to prevent
‘generating interest in a potential infringing product to the commercial detriment of the rightful
patentee.”” Transocean, 617 F.3d at 1309 (quoting 3D Sys., Inc. v. Aarotech Labs., Inc., 160 F.3d
1373, 1379 (Fed. Cir. 1998)). .

(b) Parties’ Contentions

The jury found that Pfizer “has contributed to the direct infringement of the asserted claims
of the *755 patent by healthcare professionals and/or patients by selling or offering to sell Rebif.”
Verdict Form at 3, Q. 8. Defendants contend that there is no legally sufficient evidentiary basis
on which the jury could have found that Pfizer has contributorily infringed the asserted claims of
the *755 patent under 35 U.S.C § 271(c).** According to Defendants, while Pfizer has previously
co-promoted Rebif® with Serono, Pfizer did not and does not sell, offer to sell, or import Rebif®

into the United States.>* Defs. Br. at 23. Defendants assert that the jury heard evidence that while

33 Defendants do not challenge the jury’s finding that Serono has contributed to the infringement
of the asserted claims. See Verdict Form at 3, Q. 7.

34 Defendants’ challenge to the jury’s finding of contributory infringement against Pfizer relates
solely to the issue of whether Pfizer “sold or offered to sell Rebif in the United States during the
time the *755 patent was in force, from September 2009 to the present.” Final Jury Instructions at
24, Defendants do not challenge the jury’s findings with respect to the other elements of
contributory infringement—namely, that “healthcare professionals and/or multiple sclerosis
patients using Rebif directly infringe the 755 patent in the United States,” that “Rebif has no
substantial, non-infringing use,” or that Pfizer “was aware of the *755 patent and knew that Rebif
was being used by healthcare professionals and/or patients in a manner that infringes a claim of
the *755 patent.” Id.
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Pfizer has the right to promote (or detail) Rebif®, it does not have the right to sell Rebif®, as
reflected in Serono and Pfizer’s collaboration agreement dated July 10, 2002 (STX-946). Id. at
23-24. The collaboration agreement provides that Serono “grants to Pfizer the exclusive right,
together with SERONO, to promote and Detail (but not to sell) the Product in the Territory in the
Field” STX-946 at 10. Defendants also cite deposition testimony of Pfizer’s corporate
representatives in arguing that “Pfizer indisputably has no title or property interest in Rebif to
transfer.” Defs. Br. at 23-24. Moreover, in Defendants’ view, “Pfizer cannot offer to sell what it
does.not have the right or ability to sell.” Id. at 24.

Biogen contends, in opposition, that sufficient evidence supports the jury’s determination
that Pfizer sells Rebif®, offers to sell Rebif®, or both. Biogen Opp. at 32. With respect to Pfizer
purportedly selling Rebif®, Biogen asserts that Defendants’ brief omits the collaboration
agreement’s provision requiring Serono and Pfizer to “work diligently and use reasonable efforts
to promote the sale of” Rebif® in the United States. Id. at 33-34; STX-946 at 22, § 5.1. Biogen
also contends that the jury heard evidence regarding Pfizer’s efforts to support the sale and
marketing of Rebif® in exchange for a share of the net sales of Rebif®, and that Serono and Pfizer
do not know whether any given sale of Rebif® is due to Serono’s or Pfizer’s detailing efforts.
Biogen Opp. at 34-35. Moreover, Biogen asserts, in support of its argument that Pfizer offers to
sell Rebif®, that Pfizer’s sales representatives visit thousands of doctors and nurses each year to
“encourage them to prescribe Rebif®,” and that Defendants’ argument that Pfizer cannot “offer to
sell” Rebif® because Pfizer cannot “sell” Rebif® “blinks reality.” Id. at 37-38.

(c) Defendants Are Not Entitled to JMOL of No Contributory Infringement By
Pfizer

The Court finds that substantial evidence supports the jury’s verdict that Pfizer is liable for

contributory infringement. In particular, substantial evidence supports a finding that Pfizer at least
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“offers to sell” Rebif® within the United States.

Defendants contend that Pfizer cannot, as a matter of law, “offer to sell” Rebif® within the
meaning of § 271(c) because Pfizer merely details Rebif® and Serono, not Pfizer, is the company
that manufactures Rebif® and ultimately transfers title to the drug. See, e.g., Defs. Br. at 24 (“Pfizer
cannot offer to sell what it does not have the right or ability to sell.”); id. at 24 n.5 (Pfizer “could
not enter into any bargain regarding the sale of Rebif””). Defendants do not appear to cite authority
that supports such a proposition. Nor have Defendants persuaded this Court to hold as a matter of
law that a contractual provision granting a company the right to promote (or detail) “but not to
sell” a product singularly shields that company from liability for “offering to sell” a product under
§ 271. Rather, determining whether there has been an “offer to sell” requires applying traditional
contract law principles to the particular facts of the case, taking into account the circumstances in
which such offers are made. In this case, the jury heard testimony regarding the “structure and
realities of the heavily regulated pharmaceutical industry.” Christopher v. SmithKline Beecham
Corp., 635 F.3d 383, 396 (9th Cir. 2011), aff'd, 567 U.S. 142 (2012). Since “federal law prohibits
pharmaceutical manufacturers from directly selling prescription medications to patients,” id.,
companies such as Serono and Pfizer promote pharmaceutical drug products to physicians through
a process called “detailing,” whereby their sales representatives “provide information to physicians
about the company’s products in hopes of persuading them to write prescriptions for the products
in appropriate cases,” Christopher, 567 U.S. at 150 (citation omitted).3> Although not a patent
case, the Ninth Circuit in Christopher described the process in detail and defined a “sale” in this

industry as the “exchange of non-binding commitments between the [sales representative] and
ry g g P

35 Pfizer’s corporate representative provided a similar definition of “detail.” 1/25/13 Gans Dep.
Tr. at 37:20-38:14.
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physician at the end of a successful call.” 635 F.3d at 396 (“Through such commitments, the
manufacturer will provide an effective product and the doctor will appropriately prescribe; for all
practical purposes, this is a sale.”).

The evidence presented at trial, from which the Court draws all reasonable inferences in
favor of Biogen, demonstrates that Pfizer’s conduct at least constitutes an “offer to sell” Rebif®
within the meaning of § 271(c). For instance, Defendants’ collaboration agreement explicitly
requires that both Serono and Pfizer “work diligently and use reasonable efforts to promote the
sale of” Rebif® in the United States. STX-946 at 22, § 5.1. The agreement also requires Serono
to make “commission payments” to Pfizer based on a percentage of the net sales of Rebif® and
requires Pfizer to make sales of Rebif® “a factor in the determination of the incentive compensation
for its Sales Representatives.” Id. §§ 5.2, 7.2.

In addition, Pfizer’s sales team, comprised of about 75,000 sales representatives, visits
healthcare professionals across the country to persuade them to prescribe Rebif® to their patients.
1/31/13 Mehl Dep. Tr. at 21:13-22:15, 23:7-15, 31:3-6. Indeed, various Serono and Pfizer
representatives testified regarding Pfizer’s efforts to support the sale and marketing of Rebif® in
exchange for a share of the net sales of Rebif®. See, e.g., 1/25/13 Gans Dep. Tr. at 23:8-24:3
(stating that both Serono and Pfizer are “involved in the . . . actual sale of — or the promotion of

b Rebif to physicians at the . . . sales level or the field level”); id. at 34:6-20 (Pfizer gets “a share of
the net sales” of Rebif®); 1/11/13 Huycke Dep. Tr. at 65:8-24 (explaining that Serono and Pfizer
each deploys a salesforce across the United States and have a “shared responsibility” over the sale
of Rebif®); 2/13/13 Moore Dep. Tr. at 21:17-22:8, 22:10-21 (stating that “detailing is intended to
lead to greater prescription, which would lead to sales™); 1/31/13 Mehl Dep. Tr. at 21:13-22:15,

23:7-15, 31:3-6 (explaining that there is a “‘sales team on both sides” and agreeing that Pfizer
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“sell[s] Rebif” by helping “promote the product through a contract with” Serono). Based on this
evidence and testimony, a reasonable jury could have determined that Pfizer could, in fact, “enter
into a bargain” regarding the sale of Rebif®, and that a pharmacy would thereafter fill a prescription
for Rebif® from a physician visited by a Pfizer sale representative. See 1/11/13 Huycke Dep. Tr.
at 74:21-75:13 (explaining that after a successful detail, typically “the prescription will be written
in the form of an SRF, which can, one means, be faxed to the MS LifeLines or the prescription
could be given to a specialty pharmacy, and that will trigger the reimbursement; the verification
and eventually the product shipment”). Indeed, the evidence showed that nc;ither Serono nor Pfizer
knows whether any given sale of Rebif® is due to Serono’s or Pfizer’s sales team’s detailing efforts.
See 1/25/13 Gans Dep. Tr. at 36:21-24 (explaining that there is “no mechanism” to track sales due
to either company’s marketing efforts); id. at 25:5-16 (stating that “[m]ost territories are shared by
Pfizer and Serono” sales representatives and an individual doctor may get called on by a sales
representative from both companies). That Serono is the source of Rebif® and ultimately transfers

title to Rebif® does not preclude the jury’s having found that Pfizer “offers to sell” Rebif®.%

36 Defendants cite Milo & Gabby, LLC v. Amazon.com, 144 F. Supp. 3d 1251, 1252-53 (W.D.
Wash. 2015), aff’d sub nom. Milo & Gabby LLC v. Amazon.com, Inc., 693 F. App’x 879 (Fed. Cir.
2017), to support their argument that Pfizer “could not enter into any bargain regarding the sale of
Rebif” and for the proposition that “[a]n offer is the manifestation of willingness to enter into a
bargain, so made as to justify another person in understanding that his assent to that bargain is
invited and will conclude it.” Defs. Br. at 24 n.5. In that case, the district court adopted the jury’s
advisory verdict that online retailer Amazon did not “offer to sell” the accused products by
allowing non-party “sellers” to list such products on Amazon’s website. Amazon.com, 144 F.
Supp. 3d at 1252. The court’s ruling was based on a review of the record and the jury’s specific
factual findings that Amazon did not communicate through its website a description or price of the
products or that it was willing to enter into a bargain to sell the products. Id. Here, based on a
review of the record evidence and considering the particular practices within the pharmaceutical
industry, it would not have been unreasonable for the jury to have found that Pfizer’s sales
representatives, in their face-to-face meetings with healthcare providers, “manifest[ed] [a]
willingness to enter into a bargain” regarding the prescription and sale of Rebif®,
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Sufficient evidence supports such a finding, and Defendants have not cited authority that warrants
disrupting that finding.

Viewing the evidence in the light most favorable to Biogen, a reasonable jury could have
found by a preponderance of the evidence that Pfizer is liable for contributory infringement.
Accordingly, the Court denies Defendants’ Rule 50(b) JMOL motion as to contributory
infringement by Pfizer.

5. Lost Profits Damages

(a) Legal Principles for Lost Profits Damages

The legal principles for lost profits damages are set forth in the Court’s discussion in
Section ITI.A.4 above regarding Biogen’s JMOL motion as to subsidiary damages issues.

(b) Parties’ Contentions

As discussed above, the jury did not reach the damages questions on the Verdict Form,
having concluded that the *755 patent claims are invalid as anticipated over the prior-art uses of
native interferon-p. ‘ Defendants seek a judgment that Serono’s right to license the *755 patent
forecloses Biogen’s lost profits claim because “no reasonable jury could conclude that Serono
would ever be off the market.” Defs. Br. at 25. According to Defendants, Biogen’s own witnesses
testified that a market without Rebif® is “inconceivable” and that the evidence showed that Serono
would have exercised its unilateral right to sell Rebif® under license rather than leave the market.
Id. Defendants also reiterate the arguments in their Daubert motion to preclude Biogen’s damages
expert Kevin Murphy, Ph.D.’s testimony, arguing that his damages analysis improperly
disregarded Serono’s non-infringing alternative action and suggested that patent damages are
intended to punish Serono rather than compensate Biogen. Id. at 26.

In response, Biogen contends that Defendants merely restate their arguments that the Court
rejected in denying their summary judgment motion, in denying their Daubert motion against Dr.
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Murphy, and during the crafting of the jury instructions. Biogen Opp. at 38. Biogen also argues
that contrary to Defendants’ assertion, there was substantial evidence that Serono believed that the
Nonsuit and Option Agreement did not even apply to sales of Rebif®, and that this was.the same
evidence the Court considered when it denied Defendants’ summary judgment motion. Id. at 39-
40 (citing 7/22/16 Newland Dep. Tr. at 18:18-19:22, 42:20-44:4, 60:21-61:4, 61:7-61:24, 70:17-
72:20, 72:22-24; 1/31/18 Tr. at 53:5-17 (De Luca); 3/22/16 Brudnick Dep. Tr. at 14:17-15:10).

(c) Defendants Are Not Entitled to JMOL as to Lost Profits Damages

As diséussed above, the Court orders a new trial on all damages issues, including the issue
of whether licensed Rebif® constitutes a non-infringing alternative. Again, the Court declined to
conclude on summary judgment that the Nonsuit and Option Agreemient precludes Biogen’s claim
of lost profits as a matter of law. ECF No. 884. In particular, the Court determined that Serono’s
motion raised genuine issues of material fact that were appropriate for a jury’s consideration. Id.
at 10-12. In instructing the jury on the law of damages, the Court stated that the jury “must take
into account, where relevant, alternative actions that Serono would have undertaken had it not
infringed.” Final Jury Instructions at 43. During the trial both sides presented expert testimony in
support of their positions on this issue, and the jury did not reach the question of damages.
Defendants largely reiterate the same case law they cited in their summary judgment motion as to
Biogen’s claim of lost profits, and have not cited new authority that would compel this Court to
rule as a matter of law that the Nonsuit and Option Agreement forecloses Biogen’s lost profits
claim. Accordingly, the Court denies Defendants’ Rule 50(b) JMOL motion as to lost profits
damages.

IV. CONCLUSION

For the reasons discussed above, Biogen’s JMOL motions with respect to anticipation,

induced infringement against Pfizer and Serono, and certain non-litigated defenses are hereby
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GRANTED. The Court also conditionally orders a new trial on anticipation and induced
infringement against Pfizer and Serono pursuant to Rule 50(c), and orders a new trial on all
damages issues pursuant to Rule 59. Biogen’s remaining JMOL motions and each of Defendants’

JMOL motions are hereby DENIED. An appropriate Order will be entered.

o

Date: September 7, 2018 C/\ C/—\

HON. CLAIRE C. CECCHI
United States District Judge
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