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the appellants argue that because antitrust
is a field traditionally regulated by the
states, there is a presumption against pre-
emption of state law, and Congress has
made no express legislative statement to
overcome that presumption.

It is not clear that the district court
considered the portions of Hunter Douglas
and Nobelpharma that the appellants rely
on in their brief. However, the result in
this case would not change even if we were
to adopt the appellants’ interpretation of
these cases because the district court de-
termined, and we agree, that no fraud
occurred. In light of this, the district
court’s disposition of Count V was not
€rroneous.

A%

For the foregoing reasons, we affirm the
grant of summary judgment by the Dis-
trict Court for the Eastern District of New
York that the Agreements were not in
violation of section 1 of the Sherman Act
because any anti-competitive effects
caused by the Agreements were within the
exclusionary zone of the patent. We fur-
ther affirm the court’s dismissal of the
state antitrust claims.

AFFIRMED
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Background: Patent owner brought ac-
tion against competitor alleging infringe-

ment of its patents relating to extended
release formulations of clarithromyecin. The
United States District Court for the
Northern District of Illinois, David H.
Coar, J., 500 F.Supp.2d 807, granted own-
er’s motion for preliminary injunction, and
denied competitor’s motion for stay of in-
junction pending appeal, 500 F.Supp.2d
846. Competitor appealed.

Holdings: The Court of Appeals, New-
man, Circuit Judge, held that:

(1) finding of inequitable conduct was not
appropriate;

(2) patent owner had substantial likelihood
of success on merits of claim that its
patents were not likely to be held un-
enforceable based on inequitable con-
duct;

(3) owner had substantial likelihood of suc-
cess on merits of claim that its patents
were infringed;

(4) owner would likely suffer irreparable
harm by market share and revenue
loss upon competitor’s entry into the
market in absence of preliminary in-
junction;

(5) balance of hardships favored prelimi-
nary injunction; and

(6) public interest supported grant of pre-
liminary injunction.

Affirmed.

Gajarsa, Circuit Judge, filed dissenting
opinion.

1. Patents =97

Mistake or negligence, even gross
negligence, does not support a ruling of
inequitable conduct in obtaining a patent.

2. Patents =97

When both materiality and deceptive
intent have been established, the district
court determines, in the court’s discretion,
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whether inequitable conduct in obtaining a
patent has occurred.

3. Patents &=97

Finding of inequitable conduct was
not appropriate where patent owner’s
statement was not material to Patent and
Trademark Office’s (PTO) decision to issue
patent, there was no evidence of intent to
deceive patent examiner, there was no evi-
dence of deliberate withholding from pat-
ent examiner of material information, and
study done after patent application was
filed, which owner failed to provide the
PTO, was not material. 37 C.F.R.
§ 1.56(b).

4. Patents &97

Intent to deceive, as would support
finding of inequitable conduct in obtaining
a patent, can not be inferred solely from
the fact that information was not disclosed
to the patent examiner; there must be a
factual basis for a finding of deceptive
intent.

5. Patents €97

Materiality is not evidence of intent to
deceive, which must be established as a
separate factual element of a discretionary
ruling of inequitable conduct in obtaining a
patent.

6. Patents €295

Patent owner seeking preliminary in-
junction preserving status quo during pen-
dency of patent infringement litigation had
substantial likelihood of success on merits
of claim that its patents relating to extend-
ed release formulations of clarithromycin
were not likely to be held unenforceable
based on inequitable conduct in obtaining
the patents, where there was no evidence
of intent to deceive the patent examiner.
37 C.F.R. § 1.56(a).

7. Patents €104, 112.2
Administrative Procedure Act governs

patent examination, and actions of patent
examiners are reviewed with recognition of
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examiner expertise so well as recognition
of the occasionally imperfect examination
process. 5 U.S.C.A. § 551 et seq.

8. Patents ¢=298

Patent owner seeking preliminary in-
junction preserving status quo during pen-
dency of patent infringement litigation had
substantial likelihood of success on merits
of claim that its patents relating to extend-
ed release formulations of clarithromycin
were infringed.

9. Patents =303

At the preliminary injunction stage
the district court’s claim construction is
reviewed for the likelihood of correctness
of the ruling, and this likelihood is based
on the underlying facts as found at this
stage of the proceedings.

10. Patents €=300

Owner of patents relating to extended
release formulations of clarithromycin
would likely suffer irreparable harm by
market share and revenue loss upon com-
petitor’s entry into the market in absence
of preliminary injunction preserving status
quo during pendency of patent infringe-
ment litigation.

11. Patents =300

Balance of hardships favored prelimi-
nary injunction preserving status quo dur-
ing pendency of patent infringement litiga-
tion, where harm to competitor in entering
the market while case was litigated was
outweighed by harm to patent owner in
view of the likelihood that owner would
succeed in sustaining validity and enforce-
ability of its patents.

12. Patents &=301(5)

Public interest supported grant of
preliminary injunction preserving status
quo during pendency of patent infringe-
ment litigation, although public had an in-
terest in competition in the pharmaceutical
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market, where there was a substantial
likelihood that the patents was valid and
enforceable, and public interest was best
served in enforcing the patents.

Patents ¢=328(2)
4,808,411, 5,705,190. Cited as Prior

Art.

Patents ¢=328(2)
6,010,718, 6,551,616, 6,872,407. Cited.

Ted G. Dane, Munger, Tolles & Olson
LLP, of Los Angeles, CA, argued for
plaintiff-appellee. With him on the brief
were Jeffrey I. Weinberger; and Jennifer
L. Polse, Jason Rantanen, and Genevieve
A. Cox, of San Francisco, California. Of
counsel was Andrew W. Song, of Los An-
geles, CA.

Scott B. Feder, Lord, Bissell & Brook
LLP, of Chicago, IL, argued for defen-
dant-appellant. With him on the brief
were Keith D. Parr, Hugh S. Balsam, and
Kevin M. Nelson. Of counsel on the brief
was Shashank Upadhye, Sandoz, Inc., of
Princeton, NJ. Of counsel were David B.
Abramowitz, Myoka M. Kim, and James T.
Peterka, of Lord, Bissell & Brook LLP, of
Chicago, IL.

Jeffrey L. Light, Patients Not Patents,
Ine., of Washington, DC, for amicus curiae
Patients Not Patents, Inc.

Gregory A. Castanias, Jones Day, of
Washington, DC, for amicus curiae United
Inventors Association. With him on the
brief was Christopher S. Perry.

Before NEWMAN, Circuit Judge,
ARCHER, Senior Circuit Judge, and
GAJARSA, Circuit Judge.

1. Abbott Laboratories v. Sandoz, Inc., 500
F.Supp.2d 807 (N.D.II1.2007) (grant of pre-
liminary injunction); 500 F.Supp.2d 846
(N.D.I11.2007) (denial of stay pending appeal);

Opinion for the court filed by Circuit
Judge NEWMAN, in which Circuit Judge
ARCHER concurs in the judgment and
joins except as to Parts I and VI.
Dissenting opinion filed by Circuit Judge
GAJARSA.

NEWMAN, Circuit Judge.

This appeal is from the grant of a pre-
liminary injunction, pending final resolu-
tion of the several challenges raised by
Sandoz, Inc. to the validity, enforceability,
and infringement of the Abbott Laborato-
ries patents in suit.! We conclude that
abuse of discretion has not been shown in
the district court’s decision to grant the
injunction pendente lite. That decision is
affirmed.

BACKGROUND

This suit concerns two Abbott Laborato-
ries patents on extended release formula-
tions of the antibiotic drug clarithromyecin,
sold by Abbott with the brand name Biax-
in®XL. The patent on clarithromycin itself
expired in 2005; only extended release
formulations are at issue. The purpose of
the extended release formulation is to ex-
tend the period of drug effectiveness after
ingestion and thereby to reduce the requi-
site frequency of dosage. Sandoz filed an
Abbreviated New Drug Application
(ANDA) for its extended release formula-
tion of clarithromycin; the Food and Drug
Administration approved the ANDA on
August 25, 2005, and on September 16,
2005 Abbott filed suit in the United States
District Court for the Northern District of
Illinois, charging Sandoz with infringement
of United States Patent No. 6,010,718 (the
'718 patent) and Patent No. 6,551,616 (the
'616 patent). Abbott also charged in-

529 F.Supp.2d 893 (N.D.I1.2007) (grant and
denial of various motions for summary judg-
ment).
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fringement of Patent No. 6,872,407, but
has withdrawn this patent from suit.

The '718 patent claims an extended re-
lease pharmaceutical composition compris-
ing an erythromycin derivative and a phar-
maceutically acceptable polymer, whereby
after ingestion certain specified parame-
ters of drug bioavailability are met.
Claims 1, 4, and 6 of the '718 patent are in
suit:

1. A pharmaceutical composition for
extended release of an erythromycin de-
rivative in the gastrointestinal environ-
ment, comprising an erythromycin de-
rivative and from about 5 to about 50%
by weight of a pharmaceutically accept-
able polymer, so that when ingested
orally, the composition induces statisti-
cally significantly lower mean fluctuation
index in the plasma than an immediate
release composition of the erythromycin
derivative while maintaining bioavailabil-
ity substantially equivalent to that of the
immediate release composition of the er-
ythromycin derivative.
4. A pharmaceutical composition for
extended release of an erythromycin de-
rivative in the gastrointestinal environ-
ment, comprising an erythromycin de-
rivative and from about 5 to about 50%
by weight of a pharmaceutically accept-
able polymer, so that upon oral in-
gestion, maximum peak concentrations
of the erythromycin derivative are lower
than those produced by an immediate
release pharmaceutical composition, and
area under the concentration-time curve
and the minimum plasma concentrations
are substantially equivalent to that of
the immediate release pharmaceutical
composition.

6. An extended release pharmaceutical

composition comprising an erythromy-

cin derivative and a pharmaceutically
acceptable polymer, the composition
having an improved taste profile as
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compared to the immediate release for-
mulation.

The '616 patent is a continuation-in-part of
the '718 patent, with claims directed to the
method of reducing gastrointestinal side
effects. Claim 2 is in suit, shown with
claim 1 from which it depends:
1. A method of reducing gastrointes-
tinal adverse side effects comprising
administering an effective amount of
extended release pharmaceutical com-
position comprising an erythromycin
derivative and a pharmaceutically ac-
ceptable polymer.
2. The method according to claim 1,
wherein the erythromycin derivative is
clarithromyecin.

In response to the charge of infringement
Sandoz presented the defenses of invalidi-
ty based on anticipation and obviousness,
unenforceability based on inequitable con-
duect, and noninfringement. This appeal is
from the district court’s grant of Abbott’s
motion for a preliminary injunction, pre-
serving the status quo during the pen-
dency of this litigation. Sandoz challenges
the district court’s rulings on all issues.

I

VALIDITY ISSUES

The district court reviewed the factors
relevant to the grant or denial of a prelimi-
nary injunction, viz., (1) likelihood of suc-
cess on the merits of the underlying litiga-
tion, (2) whether irreparable harm is likely
if the injunction is not granted, (3) the
balance of hardships as between the liti-
gants, and (4) factors of the public interest.
See Oakley, Inc. v. Sunglass Hut Int’l, 316
F.3d 1331, 1338-39 (Fed.Cir.2003); H.H.
Robertson Co. v. United Steel Deck, Inc.,
820 F.2d 384, 387-88 (Fed.Cir.1987). At
the stage of the preliminary injunction,
before the issues of fact and law have been
fully explored and finally resolved, “[t]he
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purpose of a preliminary injunction is
merely to preserve the relative positions of
the parties until a trial on the merits can
be held.” University of Texas v. Camen-
isch, 451 U.S. 390, 395, 101 S.Ct. 1830, 68
L.Ed.2d 175 (1981).

On appellate review of the grant of a
preliminary injunction, the question “is
simply whether the issuance of the injunc-
tion constituted an abuse of discretion.”
Doran v. Salem Inn, 422 U.S. 922, 932, 95
S.Ct. 2561, 45 L.Ed.2d 648 (1975). “It is
well settled that the granting of a tempo-
rary injunction, pending final hearing, is
within the sound discretion of the trial
court; and that, upon appeal, an order
granting such an injunction will not be
disturbed unless contrary to some rule of
equity, or the result of improvident exer-
cise of judicial discretion.” Deckert v. In-
dependence Shares Corp., 311 U.S. 282,
290, 61 S.Ct. 229, 85 L.Ed. 189 (1940).
Abuse of discretion is established “by
showing that the court made a clear error
of judgment in weighing relevant factors
or exercised its discretion based upon an
error of law or clearly erroneous factual
findings.” Nowvo Nordisk of North Amer-
ica, Inc. v. Genentech, Inc., 77 F.3d 1364,
1367 (Fed.Cir.1996). See Cybor Corp. v.
FAS Technologies, Inc., 138 F.3d 1448,
1460 (Fed.Cir.1998) (en banc) (“A district
court abuses its discretion when its deci-
sion is based on clearly erroneous findings
of fact, is based on erroneous interpreta-
tions of the law, or is clearly unreasonable,
arbitrary or fanciful.”).

Sandoz assigns legal error to the district
court’s rulings that Abbott is likely to pre-
vail on the issues of validity, infringement,
and inequitable conduct, and states that
the district court abused its discretion in
balancing the equities and granting the
injunction.

Anticipation

“Anticipation” in patent usage means
that the claimed invention was previously

known and described in a printed publica-
tion, explicitly or inherently. Anticipation
is established by documentary evidence,
and requires that every claim element and
limitation is set forth in a single prior art
reference, in the same form and order as
in the claim. See In re Omeprazole Patent
Litigation, 483 F.3d 1364, 1373 (Fed.Cir.
2007); Continental Can Co. v. Monsanto
Co., 948 F.2d 1264, 1267 (Fed.Cir.1991).
An anticipating reference must enable that
which it is asserted to anticipate. Ome-
prazole, 483 F.3d at 1378 (“To ‘anticipate,’
the identical subject matter must not only
be previously known, but the knowledge
must be sufficiently enabling to place the
information in the possession of the pub-
lic.”); Elan Pharmaceuticals, Inc. v. Mayo
Found. for Medical Educ. & Research, 346
F.3d 1051, 1054 (Fed.Cir.2003) (same).

Sandoz argued that the '718 patent is
anticipated by European Patent Publica-
tion No. 0,280,571 B1 (the '571 Publica-
tion), which describes “a sustained release
matrix formulation in tablet form compris-
ing from 0.1% by weight to 90% by weight
of an antimicrobial agent selected from . ..
erythromycin ... from 5% by weight to
29% by weight of a hydrophilic polymer,
and from 0.5% by weight to 25% by weight
of an acrylic polymer. . ..” The '571 Publi-
cation states that hydrophilic polymers
such as hydroxypropylmethyl cellulose
(HPMC) can be used to form a hydrophilic
matrix which “respond[s] to increases in
pH with a corresponding increase in the
permeability of the dosage form.” Sandoz
argued in the district court that although
the '571 Publication does not mention clar-
ithromyecin or the specific pharmacokinetic
limitations in the '718 patent claims, the
'571 Publication anticipates the '718 claims
because clarithromyein is an erythromycin
derivative and the claimed pharmacokinet-
ic limitations are inherent in the extended
release compositions of the '571 Publica-
tion. Sandoz also argued that enablement
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of the compositions in the '571 Publication
must be presumed, because the composi-
tions in the '718 patent are presumed to be
enabled and, according to Sandoz, are
identical.

Abbott responded that the '571 Publica-
tion cannot “anticipate” because it does not
show the elements of the claims of issue;
it does not mention clarithromyein, it does
not disclose the pharmacokinetic criteria
stated in the '718 claims, and it does not
enable these limitations, either expressly
or inherently. Abbott argued that signifi-
cant experimentation would be required to
ascertain the applicability of any release
agent from the large number of release
agents mentioned in the '571 Publication,
particularly as applied to a different bio-
logical product having different dissolution
and metabolic characteristics. Thus Ab-
bott argued that the legal criteria of “an-
ticipation” are not met by the '571 Publica-
tion.

The district court found that Sandoz did
not present evidence sufficient to support
its argument that “the '571 Publication’s
teachings would enable Abbott to create an
extended release of an erythromycin deriv-
ative drug simply based on the structural
limitations.” Abbott, 500 F.Supp.2d at 840.
The district court observed that the '571
Publication “does not offer any in vivo
dissolution data” nor state “the pharma-
cokinetic profile of its own formulations.”
Id. The court concluded that Sandoz would
not be likely to succeed in establishing
anticipation by this reference. We discern
no clear error in this conclusion, for the
'571 Publication neither describes the
product of the '718 claims nor enables the
pharmacokinetic properties that are set
forth in the '718 claims. See Elan Phar-
maceuticals, 346 F.3d at 1057 (an antici-
pating reference must disclose every ele-
ment of the claims, and place a person of
ordinary skill in possession of the claimed
invention).
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Obviousness

Sandoz also argued that the claims of
the '781 and '616 patents are invalid on
the ground of obviousness, in view of the
combination of the '571 Publication with
PCT Application WO 95/30422 (the PCT or
'422 Application) and United States Patent
No. 5,705,190 (the '190 patent).

In determining, for preliminary injunc-
tion purposes, the likelihood that patent
invalidity would be established at trial, the
district court evaluates the factual and le-
gal arguments in light of the presumptions
and burdens that will inhere at trial, viz.,
that “[a] patent shall be presumed val-
id. ... The burden of establishing invalidi-
ty of a patent or any claim thereof shall
rest on the party asserting such invalidi-
ty.” 35 U.S.C. § 282. This burden “exists
at every stage of the litigation.” Canon
Computer Systems, Inc. v. Nu—-Kote Int’l,
Inc, 134 F.3d 1085, 1088 (Fed.Cir.1998);
see Sanofi-Synthelabo v. Apotex, Inc., 470
F.3d 1368, 1374 (Fed.Cir.2006) (taking into
account the applicable presumptions and
burdens in reviewing the grant of a pre-
liminary injunction). Sandoz on this ap-
peal relies on the Supreme Court’s deci-
sion in KSR International Co. v. Teleflex,
Inc., 550 U.S. 398, 127 S.Ct. 1727, 167
L.Ed.2d 705 (2007), Sandoz arguing that
the law of obviousness has been signifi-
cantly changed, and that the district court
did not give adequate recognition to the
changed law. The district court had is-
sued its initial decision granting the pre-
liminary injunction shortly before the
Court’s decision in KSR. The court then
requested supplemental briefing and argu-
ment, and issued a further opinion discuss-
ing the issues in light of KSR and continu-
ing to conclude that Abbott was likely to
prevail on the merits of the question of
obviousness.

In its initial decision the distriet court
discussed the references in detail. The
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court explained that the PCT Application,
entitled  “Controlled-Release ~ Dosage
Forms of Azithromycin,” describes “[a]
dosage form for oral administration com-
prising azithromyecin and a pharmaceutical-
ly acceptable carrier, which releases not
more than about 10% of its incorporated
azithromyecin into a mammal’s stomach,
and which releases not more than an addi-
tional 10% during the first 15 minutes
after entering said mammal’s duodenum,”
and exhibits decreased gastrointestinal
side effects. The district court explained
that the PCT Application shows hydroxy-
propylmethylecellulose (HPMC) and other
polymers as “a hydrophilic polymer suffi-
cient to provide a useful degree of control
over the azithromyecin dissolution,” and
contains i vitro data showing the amount
and timing of dissolution of azithromycin
in various conditions and sustained dosage
forms.

Sandoz argued that these teachings
should be combined with those of the '571
Publication and the '190 patent entitled
“Controlled Release Formulation for Poor-
ly Soluble Basic Drugs,” which describes a
“controlled release solid pharmaceutical
composition adapted for oral administra-
tion comprising: a therapeutically effective
amount of at least one basic drug having a
water solubility of less than 1 part per 30
parts water ... wherein the basic drug is
a macrolide” and as the release agent a
water-soluble alginate salt. The '190 pat-
ent names the macrolides erythromyecin,
clarithromycin, dirithromyecin, azithromy-
cin, roxithromycin, and ABT-229 for use
with the alginate salt release agent. San-
doz argued that the subject matter of the
718 patent would have been obvious in
view of the '571 Publication showing ex-
tended release formulations of erythromy-
cin derivatives, in combination with the
controlled release formulations and phar-
macokinetic properties of azithromyecin in
the PCT Application, and the modified re-
lease alginate salt formulation of clarithro-

mycin in the '190 patent. Sandoz argued
that a person of ordinary skill in this field
would have desired to improve the admin-
istration of clarithromycin by finding an
extended release formulation having opti-
mum release and biological properties, and
would have selected and tested the HPMC
from the '571 Publication, in view of the
formulation of azithromycin with HPMC in
the PCT Application and the '190 patent’s
use of an alginate salt to modify the re-
lease of clarithromycin. Sandoz stressed
that the PCT Application states the known
principle of using controlled release formu-
lations to reduce the dosing frequency for
short half-life compounds. Sandoz argued
that no more than routine experimentation
was needed to find a controlled release
formulation that would meet the pharma-
cokinetic requirements stated in the '718
claims.

Sandoz applied similar arguments to the
claims of the '616 patent, stating that the
PCT Application teaches that control of
azithromycin release reduces gastrointesti-
nal side effects, and that the '190 patent
shows the interchangeability of azithromy-
cin and clarithromyecin in the formulation
using an alginate salt. Sandoz argued that
this combination of references renders ob-
vious a clarithromycin formulation with re-
duced gastrointestinal side effects as
claimed in the '616 patent. In its supple-
mental argument based on KSE, Sandoz
argued that Abbott merely “pursue[d]
known options” for both the '718 and '616
patents, based on the Court’s exposition
that: “When there is a design need or
market pressure to solve a problem and
there are a finite number of identified,
predictable solutions, a person of ordinary
skill has good reason to pursue the known
options within his or her technical grasp.”
KSR, 127 S.Ct. at 1742.

In the district court Abbott disputed the
premises presented by Sandoz, challenged
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the analysis of the content and significance
of the references, and argued that KSR
did not hold, as Sandoz proposed, that the
recognition of a problem of itself renders
the solution obvious. Abbott argued that
more is needed than recognizing the prob-
lem, as this court discussed in Cardiac
Pacemakers, Inc. v. St. Jude Medical, Inc.,
381 F.3d 1371, 1377 (Fed.Cir.2004) (“Rec-
ognition of a need does not render obvious
the achievement that meets that need. . ..
Recognition of an unsolved problem does
not render the solution obvious.”) Abbott
pointed out that the Court qualified its
discussion by explaining that the “prob-
lem” should have “a finite number of iden-
tified, predictable solutions,” KSR, 127
S.Ct. at 1742, to expose its eventual solu-
tion to unpatentability as “obvious to try.”
Id. Abbott stressed the difference between
new biological compositions whose per-
formance and effectiveness in combination
cannot be confidently predicted but must
be made and evaluated, and new mechani-
cal combinations of known elements each
of which predictably performs its known
function in the combination.

Abbott stressed that its choice of ex-
tended release components is not shown or
suggested by the prior art to produce the
pharmacokinetic properties of Abbott’s
claims. The Court recognized in Denmni-
son. Mfg. Co. v. Panduit Corp., 475 U.S.
809, 106 S.Ct. 1578, 89 L.Ed.2d 817 (1986)
that the district court is not to rely on
hindsight, and that “in addressing the
question of obviousness a judge must not
pick and choose isolated elements from the
prior art and combine them so as to yield
the invention in question if such a combi-
nation would not have been obvious at the
time of the invention.” 475 U.S. at 810,
106 S.Ct. 1578. In Graham v. John Deere
Co., 383 U.S. 1, 86 S.Ct. 684, 15 L.Ed.2d
545 (1966) the Court recognized that the
obviousness inquiry must “guard against
slipping into use of hindsight and to resist
the temptation to read into the prior art
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the teachings of the invention in issue.”
Id. at 36, 86 S.Ct. 684.

Abbott agreed that the basic principles
of pharmacokinetics were known, but ar-
gued that the limitations in the '718
claims, whereby the bioavailability of the
product was characterized, were not shown
as achieved in any reference or any combi-
nation of references. Abbott pointed out
that the PCT Application is directed spe-
cifically to azithromycin and shows
“scores” of possible formulations, all using
i vitro data, and does not contemplate
metabolite activity in vivo as is manifested
for chlorithromycin. Abbott stated that
“the '422 publication discloses more than a
dozen possible classes of delivery devices,”
Abbott Brief at 42, that “the '422 publica-
tion merely provides in wvitro dissolution
data for a subset of its disclosed composi-
tions,” and that the formulation in the PCT
Application “did not even have equivalent
bioavailability as IR [immediate release]
azithromyecin.” Id. at 41, 8 S.Ct. 684.

Abbott described in the '718 and '616
specifications that the '190 patent refer-
ence presents “C ., values [that] are not
statistically significantly different from
those of the IR formulation.” ’'718 patent,
col. 2, lines 11-12; '616 patent, col. 2, lines
13-14 (referring to Ser. No. 08/574,877, the
190 patent). Abbott stated that Sandoz
concedes that the '190 patent does not
describe pharmacokinetic limitations based
on clarithromyein plasma concentrations,
and that neither the PCT Application nor
the '190 patent discloses the pharmacoki-
netic limitations and properties set forth in
the '718 and '616 claims, and that neither
the PCT Application nor any other refer-
ence provides guidance as to which formu-
lation would provide the pharmacokinetic
characteristics required by the '718 claims.

Thus Abbott argued in the district court
that a skilled artisan would not have
known the effect of substituting clarithro-
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myecin for azithromyecin in any specific for-
mulation that might be selected from the
PCT Application, for it is undisputed that
there are significant differences among er-
ythromyecin derivatives. Abbott presented
evidence to the district court that azithro-
mycin and clarithromyecin exhibit different
properties in four biological processes of
relevance to oral drug administration: ab-
sorption, distribution, metabolism, and ex-
cretion. These differences were tabulated
by Abbott’s expert, Professor Stanley S.
Davis, as follows:

Azithromyecin Clarithromycin
Absolute About 34% About 50% from
Bioavailability from 600 mg 250 mg dose
dose
Pharmacokinetics Linear Non-linear
Active Metabolite None reported  14-hydroxy
in the clarithromycin
Physicians
Desk
Reference
Metabolism Metabolites Extensively

possess little or
no activity

metabolized to an
active
metabolite

Elimination Half
Life

About 70 hours

34 hours for 250
mg IR dose (14—

OH

metabolite,

5-6 hours)
First Pass Effect Not significant  Extensive
Volume of Large-2200 250 litre
Distribution litre

Supplemental Declaration of Dr. Davis,
February 7, 2007. The parties do not
dispute that the PCT Application describes
only in vitro data, and that in vitro data
are not predictably transferable to in vivo
conditions. Dr. Davis testified that “it
simply isn’t the case that in wvitro con-
trolled release data will automatically cor-
relate with the pharmacokinetic parame-
ters in vivo, and in fact, for many of the
formulations of the '422 application, they
affirmatively do not so correlate.” Id.

The district court concluded that a per-
son of ordinary skill in this field would not
have predicted which formulation, that
might be selected from the prior art, would

2. The variation between maximum and mini-
mum concentration is measured by the de-
gree of fluctuation, called “DFL”, calculated

provide the required pharmacokinetics.
The district court referred to the dissimi-
larities in the pharmacokinetic properties
for azithromycin as shown in the PCT
Application, considered the content of the
190 patent, and concluded that the bioa-
vailability of the formulations claimed in
the '718 patent were not predictable from
these references. The court referred to
the testimony of another Abbott expert,
Dr. Daniel Weiner, that “the '190 patent
does not disclose any clarithromycin-spe-
cific PK [pharmacokinetic] data” or “any
DFL [degree of fluctuation]? values at
all.” Declaration of Daniel Weiner, Ph.D.,
January 9, 2007. Dr. Weiner explained
that the pK values reported in the '190
patent are based on total antibiotic activi-
ty, which consists of the combined concen-
trations of clarithromycin and its active
metabolite, while the pharmacokinetic ele-
ments of the '718 patent relate specifically
to clarithromycin plasma concentrations.
Dr. Weiner concluded, and the district
court agreed, that a skilled artisan would
not have had a reasonable expectation of
producing effective compositions based on
the mention of clarithromycin along with
azithromyein in the '190 patent, because of
their different mechanisms of antibiotic ac-
tivity and the effect of this activity on
pharmacokinetic behavior.

The district court observed that the in
vivo azithromycin controlled release for-
mulations in the PCT Application have
less total bioavailability than their immedi-
ate release counterparts, supporting Ab-
bott’s argument that the behavior of dif-
fering biological systems, even when
structurally similar, is not predictable.
See Alza Corp. v. Mylan Laboratories,
464 F.3d 1286, 1297 (Fed.Cir.2006)
(“Alza’s evidence of in wvitro dissolution

as (Cpax = Chin) / Cayg, With Cyy, the average
concentration over a dosing interval. Appx.
463 11128.
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rates is irrelevant absent evidence demon-
strating that the in vitro system is a good
model of actual in vivo behavior.”). The
district court concluded that the in vivo
extended release properties claimed in the
"718 patent are sufficiently dissimilar to or
unpredictable from the in vitro controlled
release data for azithromycin in the PCT
Application that a person of ordinary skill
in the field of the invention would not
have had the degree of confidence of suc-
cess in transferring the PCT Application’s
azithromyein formulation to the different
metabolic and solubility systems of clari-
thromycin as would render the '718
claimed invention unpatentable on the
ground of obviousness.

In reaching these conclusions, the dis-
trict court relied on the Federal Circuit’s
decision on the same patents in Abbott
Laboratories v. Andrx Pharmaceuticals,
Inc., 473 F.3d 1196 (Fed.Cir.2007) (herein
“Andrx”). This court, sustaining the dis-
trict court’s grant of a preliminary injunc-
tion, had concluded that obviousness was
not likely to be established, reversing this
court’s prior ruling reversing the grant of
a preliminary injunction in Abbott Labora-
tories v. Andrx Pharmaceuticals, Inc., 452
F.3d 1331 (Fed.Cir.2006) (herein “Teva”).
Sandoz argued to the district court that
the Federal Circuit’s ruling in Andrx is
incorrect, and on this appeal Sandoz urges
us to reject Andrx and reinstate Teva.

In Teva a panel of this court held that
the claims of the '718 patent were likely to
be held not infringed. This court also
stated that there was a substantial likeli-
hood that claim 4 of the '718 patent would
be held invalid for obviousness based on
the PCT Application together with the
190 patent. This court held that the pre-
liminary injunction should be denied, al-
though the panel cautioned that its ruling
“in no way resolves the ultimate question
of invalidity.” Teva, 452 F.3d at 1347. In
Andrx a later panel of this court, on an
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enlarged record, rejected the invalidity
ruling in Teva and held that the '718
claims were likely to withstand the attack
on validity. Andrx, 473 F.3d at 1203-07.

Reviewing this history as applied to San-
doz’ arguments herein, the district court
explained that this court in Teva had not
been made aware of the differences be-
tween the pharmacokinetic criteria de-
seribed in the '190 patent and those of the
718 patent. The district court explained
that the pharmacokinetic data in the '190
patent were based on measurements of
total antibiotic activity in the body, which
includes both clarithromycin and its active
metabolite formed after ingestion, whereas
the data in the '718 patent are specific to
clarithromycin alone. The court found
that “Abbott has shown ... that the PK
profile of the clarithromycin-metabolite
data of the '190 patent formulation was not
the same as the PK profile of the clarithro-
mycin-only data utilized by the '718 pat-
ent,” Abbott, 500 F.Supp.2d at 841.

Sandoz argued, in its supplemental
briefing in the district court after the KSR
decision, that this court’s decision in
Andrx does not survive scrutiny under the
principles set forth in KSR, and stressed
that application of KSR renders it “obvious
to try” the various release agents in the
PCT Application, such that any successful
composition would be unpatentable, wheth-
er or not the results were predictable.
Sandoz argued that the '190 patent shows
that clarithromyein and azithromycin have
similarities as well as differences, and that
it would be obvious to experiment to deter-
mine which formulations were effective in
view of these differences and similarities.
Sandoz stressed that the Abbott scientists
had knowledge of the prior art including
the PCT Application, and that they devel-
oped the Abbott formulation in only one
month of research effort. Sandoz quoted
the Court’s admonition in KSR that a
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court “can take account of the inferences
and creative steps that a person of ordi-
nary skill in the art would employ,” 127
S.Ct. at 1741, and that “[t]he combination
of familiar elements according to known
methods is likely to be obvious when it
does no more than yield predictable re-
sults.” Id. at 1739.

The district court, applying KSR, recon-
sidered its prior determination and framed
the question as “whether an ordinary per-
son skilled in the art would have seen a
benefit to combining an erythromycin de-
rivative with a polymer with the same PK
[pharmacokinetic] limitations as embodied
in claims 1 and 4 of the '718 patent given
the state of the pharmaceutical industry at
the time.” Abbott, 500 F.Supp.2d at 851.
The court concluded: “Based upon what
evidence and argument Sandoz offered, the
answer was and remains no.” Id. The
district court explained that “this Court’s
preliminary factual findings ... found that
Sandoz had not produced evidence indicat-
ing that the PK limitations were disclosed
in the prior art or were inherent to the
structural limitations of the prior art com-
positions.” Id. at 852. The district court
observed that “[t]he KSR opinion only fo-
cused on the Federal Circuit’s strict use of
the TSM [teaching, suggestion, motivation]
test in performing the obviousness analy-
sis; it did not mention or affect the re-
quirement that each and every claim limi-
tation be found present in the combination
of the prior art references before the anal-
ysis proceeds.” Id. at 852.

We agree that the obviousness of selec-
tion of components, when there is no pre-
diction in the prior art as to the results
obtainable from a selected component, dif-
fers from the issue in KSR, where the
Court provided guidance that “a court
must ask whether the improvement is
more than the predictable use of prior art
elements according to their established
functions.” 127 S.Ct. at 1740. The Court

explained the conditions in which “obvious
to try” may negate patentability, depend-
ing on the relation of the prior art teaching
to the later-developed technology. The
Court explained that when the problem is
known, the possible approaches to solving
the problem are known and finite, and the
solution is predictable through use of a
known option, then the pursuit of the
known option may be obvious even absent
a “teaching, suggestion, or motivation”
concerning that option. Then, “if this
leads to the anticipated success, it is likely
the product not of innovation but of ordi-
nary skill and common sense.” 127 S.Ct.
at 1742.

Abbott argued that the “known options”
in the prior art were not “finite, identified,
and predictable,” the words of KSR, and
are identified only with hindsight knowl-
edge of Abbott’s new formulation and its
pharmacokinetic properties. Abbott point-
ed to the discussion in the PCT Applica-
tion of over a dozen possible drug delivery
modes, including matrix systems, mem-
brane-moderated or reservoir systems, os-
motic pumps, coated hydrogel tablets and
multi particulates, sustained release com-
positions with delayed-release layers, pH-
dependent coated tablets, bursting osmotic
core devices, bursting coated swelling core
devices, pH-triggered bursting osmotic
core devices, pH-triggered bursting coated
swelling core devices, enzyme-triggered
supported liquid membrane devices, bac-
terially degradable coating devices, and
swelling plug devices, all classes of con-
trolled release for drug delivery systems,
each containing sub-classes and variations.
PCT App. at 8-38. The expert witnesses
pointed out the difficulties in predicting
the behavior of any composition in any
specific biological system.

The evaluation of the choices made by a
skilled scientist, when such choices lead to
the desired result, is a challenge to judicial
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understanding of how technical advance is
achieved in the particular field of science
or technology. Such understanding is crit-
ical to judicial implementation of the na-
tional policy embodied in the patent stat-
ute. In Publication of Tomlinson, 53
C.C.P.A. 1421, 363 F.2d 928 (1966) our
predecessor court discussed the role of
“obvious to try” in scientific and technolog-
ic research and in patentability:

Slight reflection suggests, we think, that

there is usually an element of “obvious-

ness to try” in any research endeavor,
that is not undertaken with complete
blindness but rather with some sem-
blance of a chance of success, and that
patentability determinations based on
that as the test would not only be con-
trary to statute but result in a marked
deterioration of the entire patent system
as an incentive to invest in those efforts
and attempts which go by the name of

“research.”

Id. at 931. The Court in KSR did not
create a presumption that all experimenta-
tion in fields where there is already a
background of useful knowledge is “obvi-
ous to try,” without considering the nature
of the science or technology. The method-
ology of science and the advance of tech-
nology are founded on the investigator’s
educated application of what is known, to
intelligent exploration of what is not
known. Each case must be decided in its
particular context, including the character-
istics of the science or technology, its state
of advance, the nature of the known
choices, the specificity or generality of the
prior art, and the predictability of results
in the area of interest.

The district court discussed the differ-
ences between the pharmacokinetic prop-
erties shown in the '190 patent reference
and the properties in the ‘718 patent
claims, the differences in the chemical and
biological properties of azithromycin and
clarithromycin, the differences between in
vitro and i vivo data, and the differences
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between azithromyecin and clarithromycin.
For example, Abbott’s expert Dr. Davis
stated that “the absorption of clarithromy-
cin is affected by a phenomenon know as
the ‘first pass effect’ which does not occur
for azithromyecin,” and that azithromyecin’s
“metabolism occurs only post-absorption.”
Dr. Davis also stated that “the half-life for
azithromyein is about 70 hours, whereas
that for clarithromyecin is about 3-4 hours
at low IR doses.” First-pass metabolism
was explained as meaning that a signifi-
cant amount of the drug is metabolized
and converted into another compound be-
fore it enters the circulation; Dr. Davis
stated that a person of skill in this field,
having this knowledge, would not have as-
sumed that the two drugs would exhibit
similar behavior if placed in the same for-
mulation. The district court concluded
that it was not predictable, from the in
vitro behavior of azithromycin, how any
specific clarithromycin extended release
formulation would perform in vivo.

Sandoz presented other arguments, for
example, that the FDA regulations state
the requirements for approval of extended
release formulations, thereby rendering
obvious a formulation that meets these
requirements. However, knowledge of the
goal does not render its achievement obvi-
ous. The district court appropriately ap-
plied the KSR standard of whether the
patents in suit represented an “identified,
predictable solution” and “anticipated suc-
cess,” the words of KSR, to the problem of
producing extended release formulations
having the pharmacokinetic properties in
the claims.

On the record of the preliminary injunc-
tion proceedings, and considering this
court’s ruling in Andrx and the guidance
of the Court in KSR, we do not discern
reversible error in the district court’s rul-
ing that Abbott is likely to prevail on the
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issues of patent validity based on anticipa-
tion and obviousness.

II

INEQUITABLE CONDUCT

Sandoz also argued that the '718 and
'616 patents are unenforceable due to Ab-
bott’s “inequitable conduct” in the Patent
and Trademark Office. Sandoz stated that
Abbott submitted a false declaration to the
PTO, and also that Abbott withheld from
the examiner the results of certain tests
after the patent applications were filed and
that were inconsistent with information in
the patent applications. The district court
found that there was no intent to deceive
the examiner, and that the criticized activi-
ty did not constitute inequitable conduct.

[1,2] The evidentiary standard for de-
termining whether there was inequitable
conduct in obtaining a patent that is other-
wise valid was set forth by this court,
sitting en banc for the purpose, in Kings-
down Medical Consultants, Ltd. v. Hollis-
ter Inc., 863 F.2d 867 (Fed.Cir.1988). The
court explained that “[t]o be guilty of ineq-
uitable conduct, one must have intended to
act inequitably,” and held: “Inequitable
conduct resides in failure to disclose mate-
rial information, or submission of false ma-
terial information, with an intent to de-
ceive, and those two elements, materiality
and intent, must be proven by clear and
convincing evidence.” Id. at 872. Mistake
or negligence, even gross negligence, does
not support a ruling of inequitable conduct.
The court held:

We adopt the view that a finding that

particular conduct amounts to “gross

negligence” does not of itself justify an
inference of intent to deceive; the in-
volved conduct, viewed in light of all the
evidence, including evidence indicative of

3. The AUC is a calculation of the “area under
a curve”’ when drug concentration is plotted
over time, and is a measure of bioavailability

good faith, must indicate sufficient cul-
pability to require a finding of intent to
deceive.

Id. at 876. When both materiality and
deceptive intent have been established the
district court determines, in the court’s
discretion, whether inequitable conduct
has occurred; appellate review is on this
basis. See id. at 876 (“As an equitable
issue, inequitable conduct is committed to
the discretion of the trial court and is
reviewed by this court under an abuse of
discretion standard. We, accordingly, will
not simply substitute our judgment for
that of the trial court in relation to inequi-
table conduct.”).

The '718 patent

[3] Sandoz first challenges the district
court’s findings with respect to a declara-
tion by an inventor, Dr. Linda Gustavson,
comparing the products of the pending
718 application with the products in a
prior art Abbott patent, U.S. Patent No.
4,808,411, directed to a pediatric clarithro-
mycin suspension that is administered
twice daily. Dr. Gustavson submitted data
to the PTO comparing the '718 and the
'411 formulations, and stated that “the ER
[extended release] formulation as claimed,
is supported by the above results, namely,
Cpax Of clarithromyecin in plasma is statisti-
cally significantly lower than that for IR
[immediate release] formulation given
twice daily.” The declaration also stated
that “AUC is maintained over 24 hours;
and C,;, is substantially equivalent to that
of the IR suspension”.? However, in this
litigation Dr. Gustavson testified that she
had not analyzed statistical significance,
and that “it could not definitively be con-
cluded from the data that the difference
between the ER C,,, and the C,,, for a
twice-a-day dosed suspension would have

of the drug. C,;, is the minimum rug con-
centration over a dosing interval.
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been statistically significantly different.”
Based on this admission, Sandoz argued
that the Gustavson submission to the PTO
was a material misrepresentation, that in-
tent to deceive is presumed, and that ineq-
uitable conduct was thereby established.

Abbott did not dispute that Dr. Gustav-
son did not analyze statistical significance,
but argued that it was not material to
patentability and that a reasonable exam-
iner would not have found otherwise. Ab-
bott pointed out that the actual data were
before the PTO, and that the results did
show a numerically lower C,,, value. San-
doz pointed out to the district court that
Abbott’s patent attorney argued nonobvi-
ousness to the PTO based on the Gustav-
son declaration, and Abbott responded
that the declaration correctly stated that
the pharmacokinetic properties of the
product in the ‘411 patent are markedly
different from those of the product of the
'718 patent. We have been directed to no
evidence of deceptive intent, or “bad faith
or intentional misconduect”, in the words of
PTO Rule 56; on this appeal Sandoz re-
peats that deceptive intent should be in-
ferred from the misstatement.

The district court cited Impax Labs.,
Inc. v. Aventis Pharm., Inc., 468 F.3d
1366, 1374 (Fed.Cir.2006) for its summary
that a ruling of inequitable conduct re-
quires clear and convincing evidence that
the applicant while prosecuting the patent
“(1) made an affirmative misrepresentation
of material fact, failed to disclose material
information, or submitted false material
information, and (2) intended to deceive
the [PTO].” In determining materiality,
the district court applied the standard that
“lulndisclosed information is material if it
satisfies 37 C.F.R. § 1.56 and if there is a
substantial likelihood that a reasonable ex-
aminer would have considered the undis-
closed information important in deciding
whether to allow the patent to issue.” Al-
though the Federal Circuit has not always
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been consistent in defining “materiality” in
accordance with the PTO Rules, the princi-
ples are consistently directed to deceptive
actions by patent applicants. In Digital
Control, Inc. v. Charles Machine Works,
437 F.3d 1309 (Fed.Cir.2006) the court ob-
served that four separate tests have been
applied for materiality.

The district court, applying the tests of
materiality to the Gustavson statement
about statistical significance, stated that it
was “obviously troublesome that Gustav-
son made her assertion without having ac-
tually performed the statistical test.” The
district court concluded that the Gustavson
statement was not material to patentabili-
ty, “despite the fact that it satisfies the
definition of ‘material’ provided by 37
C.F.R. § 1.56(b).” The court stated that:

Since 1) no claim of the '718 patent

requires the extended release formula-

tion to have a statistically significant
lower Cmax than the immediate release
formulation; 2) the data in fact shows
the Cmax of the extended release for-
mulation to be lower (albeit not statisti-
cally significantly lower) than the Cmax
of the immediate release formulation;
and 3) the extended release formulation
was in fact pharmacokinetically different
from the immediate release suspension
formulation, it is more likely than not
that the PTO would not have found the

“statistically significantly lower” state-

ment to be important.

500 F.Supp.2d at 822. Relevant is the
ruling in Regents of the Univ. of Cal. v. Eli
Lilly & Co., 119 F.3d 1559, 1570 (Fed.Cir.
1997) (that “Information is material if a
reasonable examiner would have consid-
ered it important to the patentability of a
claim”).

The district court also found that there
was no evidence of intent to deceive the
examiner. The court rejected Sandoz’s ar-
gument that deceptive intent is inferred
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from materiality alone, for precedent re-
quires independent proof of deceptive in-
tent. See Kingsdown, 863 F.2d at 872
(intent to deceive the examiner into grant-
ing the patent is a separate and essential
element of inequitable conduct in the
PTO); Baker Oil Tools, Inc. v. Geo Vann,
Inc., 828 F.2d 1558, 1565 (Fed.Cir.1987)
(“The material facts upon which a holding
of inequitable conduct rests relate to both
the intent of the actor and the materiality
of the information.”). Weighing the mate-
riality of the statement and the absence of
evidence of intent to deceive, we do not
discern an abuse of discretion in the dis-
trict court’s conclusion that inequitable
conduct was not established by the state-
ment concerning statistical significance.

Sandoz next challenged the fact that Ab-
bott did not provide to the patent examin-
er the results of some clinical tests con-
ducted after the '718 patent application
was filed, that were reported to the FDA
and included on the Biaxin® XL product
label. The test results relate to taste per-
version * results in a later clinical trial, and
a study comparing clarithromycin with azi-
thromycin. Sandoz stated that Abbott
should have provided the patent examiners
with these results and the product label,
which report tests wherein the immediate
release formulation has a lower incidence
of taste perversion than the extended re-
lease formulation, contrary to the informa-
tion in the '718 patent. Sandoz argued
that the inventors knew or should have
known of this discrepancy, and thus that
intent to deceive is established. Abbott
responded that the challenged taste tests
were from dosages that were not directly
comparable, and that they did not change
the correctness of the data in the patent
application. Abbott presented the expert
testimony of Dr. Davis that “the compari-

4. ‘“Taste perversion’ is defined in the '718
patent as “the perception of a bitter metallic
taste normally associated with erythromycin

son between the taste perversion incidence
rate for Biaxin® IR and Biaxin® XL in
the label does not relate to the invention
disclosed and claimed in the '407 patent,
which is for a reduction in taste perversion
for the same total dose.” Supplemental
Declaration of Professor Stanley S. Davis,
February 7, 2007(emphases in original).

[4] The district court concluded that
the taste results met the materiality crite-
ria of Rule 56 but that a reasonable exam-
iner would not consider the information
important in deciding whether to grant the
patent. The court explained that a reason-
able examiner would compare data at com-
parable dosages, and that the data were
not comparable. Although Abbott and
Sandoz argued about whether the inven-
tors knew or should have known of this
discrepancy between this taste data from
the Phase III clinical trial, and the taste
data in the patent application, the district
court observed that there was no evidence
of deliberate withholding of this informa-
tion in order to deceive the patent examin-
er. “Intent to deceive can not be inferred
solely from the fact that information was
not disclosed; there must be a factual
basis for a finding of deceptive intent.”
Hebert v. Lisle Corp., 99 F.3d 1109, 1115,
1116 (Fed.Cir.1996) (“To establish inequi-
table conduct the information that is
known to the applicant and not provided to
the PTO must be both material to patenta-
bility, and withheld in order to deceive or
mislead the examiner.”); Molins PLC v.
Textron, Inc., 48 F.3d 1172, 1181 (Fed.Cir.
1995) (“While intent to deceive the PTO
may be found as a matter of inference
from circumstantial evidence, circumstan-
tial evidence cannot indicate merely gross
negligence.”).

derivatives, particularly, with clarithromy-
cin.” Col. 3, lines 53-55.
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[6] Materiality is not evidence of in-
tent, which must be established as a sepa-
rate factual element of a discretionary rul-
ing of inequitable conduct. The district
court finding that the factual premises of
both materiality and intent to deceive were
not established in connection with the taste
data, did not abuse its discretion in declin-
ing to find inequitable conduct on this
ground.

Finally, Sandoz criticized Abbott’s fail-
ure to provide the PTO with a study desig-
nated W98-268, done after the patent ap-
plication was filed, which compared the
pharmacokinetic values of clarithromyecin
upon administration under various condi-
tions. The district court described the
issue as: “Abbott claimed that the mean
DFL values for a modified release version
of clarithromycin claimed by a prior pat-
ent, the '190 patent, were substantially
equal to the mean DFL values for the
immediate release version of clarithromy-
cin” but “[t]he final report of Study W98-
268 states that the modified release formu-
lation exhibited a statistically significantly
lower mean DFL than that for the imme-
diate release formulation.” 500 F.Supp.2d
at 823. Sandoz stated that Abbott com-
mitted inequitable conduct by failing to
disclose these results to the PTO.

Dr. Weiner stated in his January 9 Dec-
laration that “the '190 patent does not
disclose any clarithromycin-specific PK
data,” and “the '190 patent does not dis-
close any DFL values at all,” and ex-
plained that “subsequent studies conduct-
ed by Abbott indicate that the commercial
embodiment of the invention of the '190
patent does not have a statistically signifi-
cantly lower DFL than the IR formula-
tion. ... Before the present litigation, Ab-
bott had conducted five crossover studies
in which the pharmacokinetic parameters
for clarithromyecin (i.e., clarithromyecin spe-
cifically, not clarithromycin combined with
its metabolite) were measured for both the
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MR [modified release] and IR formula-
tions: W95-914, W95-195, W95-197, W98—
268 [the study that Sandoz accuses Abbott
of withholding], and TAI-99-001.” The
mean DFL values in Table VII in the '718
patent are based on Study W95-195. See
Supplemental Declaration of Dr. Ronald
Sawchuk, February 7, 2007 (“Table VII
reflects data from a multiple dose study
involving MR formulation and an IR for-
mulation that was conducted in Germany
in 1995. See Ex. 12, Study W95-195.”).
The studies conducted before the '718 pat-
ent application was filed showed the data
reported in the specification.

Many details were explained to the dis-
trict court, as to all the studies, their con-
text, and their relationship. The district
court found that “contrary to Sandoz’s as-
sertion, Study W98-268 does not demon-
strate that the prior art MR formulation
has the same PK properties as that
claimed for the ER formulation. There-
fore, Study W98-268 is not material to the
patentability of the '718 patent.” Abbott,
500 F.Supp.2d at 824. The district court
found that the '718 patent “speaks of the
PK relationship of extended release and
immediate release formulations, not of
modified release and immediate release
formulations .... [and] there is no evi-
dence showing the DFL of the ER formu-
lation to be anything but consistently sta-
tistically significantly lower than the DFL
of the IR formulation.” Id. The district
court found that the W98-268 study was
not material under either Rule 56 or the
reasonable examiner standard. Clear er-
ror has not been shown in this finding.

On the preliminary injunction record,
the district court did not abuse its discre-
tion in ruling that Sandoz was not likely to
succeed in establishing inequitable conduct
in Abbott’s prosecution of the '718 patent
application. We agree with the district
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court that the scales do not “tilt towards

finding inequitable conduct.” Id. at 829.
The '616 patent
[6] Sandoz argued that inequitable

conduct as to the taste perversion claim in
the '718 patent taints the '616 patent be-
cause a taste perversion claim was includ-
ed in the '616 application when it was filed,
although that claim was cancelled before
any PTO examination on the merits. The
district court declined to hold the '616
patent unenforceable based on a with-
drawn claim, citing 37 C.F.R. § 1.56(a):

Rule 56(a). The duty to disclose infor-

mation exists with respect to each pend-

ing claim until the claim is cancelled or
withdrawn from consideration, or the
application becomes abandoned. Infor-

mation material to the patentability of a

claim that is cancelled or withdrawn

from consideration need not be submit-

ted if the information is not material to

the patentability of any claim remaining

under consideration in the application.
The district court deemed it “wholly ineq-
uitable to hold a patent to be invalid for
fraudulent conduct in the prosecution of a
claim that was withdrawn before actual
prosecution had even begun.” Abbott, 500
F.Supp.2d at 829. This court held in
Scripps Clinic & Research Found. v. Gen-
entech, Inc., 927 F.2d 1565, 1583 (Fed.Cir.
1991) that “[a] reference that is material
only to withdrawn claims can not be the
basis of a holding of inequitable conduct.”
Rule 56 is in accord.

Sandoz also argued as to the '616 patent
that Abbott did not report to the PTO the
results of clinical trials conducted before
the continuation in-part '616 application
was filed. Sandoz’ expert Dr. Marcello
Pagano, in his Declaration dated January
25, 2007, stated: “I have reviewed the
bronchitis and sinusitis studies [and] the
claims of the '616 patent for a method of
reducing gastrointestinal adverse side ef-
fects are not supported by the data from

those two clinical studies.” The results of
these studies were provided to the FDA,
but not to the PTO. Dr. Pagano stated:
“Since neither the sinusitis nor the bron-
chitis studies produced favorable results to
support a claimed reduction in gastrointes-
tinal adverse side effects, Abbott had to
manipulate its data and report the number
of discontinuations due to gastrointestinal
adverse side effects to the PTO ...” The
district court found that the information
from these clinical trials was not material
to patentability, stating that: “it is clear
from both Table VI and Table VIII [of the
'616 patent] that some data demonstrating
no change in the subcategories of GI ad-
verse side effects of abdominal pain, con-
stipation, diarrhea, dyspepsia, flatulence
and nausea were in fact disclosed to the
PTO.” Abbott, 500 F.Supp.2d at 828.
These findings have not been shown to be
clearly erroneous.

[7]1 There was no evidence of intent to
deceive with respect to the results of these
clinical trials. Materiality, even if found,
does not establish intent. This is not a
case of new information that affects the
fundamental invention; this is a case of
challenging every action or inaction of the
“conduct” of patent solicitation, although
patentability is unaffected. The purpose
of Kingsdown was to bring patent practice
into the mainstream of the law and admin-
istrative practice. The law severely pun-
ishes fraudulent practices, and the patent
practice includes recognition that the in-
ventor usually knows more about the field
than does the “expert” patent examiner.
However, routine actions that do not affect
patentability and that are devoid of fraud-
ulent intent are not subject to a different
standard than other inquiries into fraudu-
lent procurement. The Administrative
Procedure Act governs patent examina-
tion, See Dickinson v. Zurko, 527 U.S. 150,
119 S.Ct. 1816, 144 L.Ed.2d 143 (1999),
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and actions of patent examiners are re-
viewed with recognition of examiner ex-
pertise so well as recognition of the occa-
sionally imperfect examination process.
“It was to mitigate the ‘plague’ whereby
every patentee’s imperfections were pro-
moted to ‘inequitable conduct’ that this
court reaffirmed that both materiality and
culpable intent must be established.” Al-
lied Colloids, Inc. v. American Cyanamid
Co., 64 F.3d 1570, 1578 (Fed.Cir.1995).

We conclude that the district court did
not abuse its discretion in holding that the
718 and '616 patents were not likely to be
held unenforceable based on inequitable
conduct in obtaining the patents.

III

INFRINGEMENT

[8,91 The first step in most infringe-
ment suits is the procedure called “claim
construction,” where the scope of the claim
is defined by the court. At the prelimi-
nary injunction stage the district court’s
claim construction is reviewed, as for other
legal issues, for the likelihood of correct-
ness of the ruling. This likelihood is based
on the underlying facts as found at this
stage of the proceedings, recognizing that
“the burdens at the preliminary injunction
stage track the burdens at trial.” Gon-
zales v. O Centro Espirita Beneficente Un-
1a0 do Vegetal, 546 U.S. 418, 429, 126 S.Ct.
1211, 163 L.Ed.2d 1017 (2006).

For the patents here in suit, the issue of
infringement was resolved, at this prelimi-
nary injunction stage, as a matter of claim
construction. The dispositive question was
whether the term “pharmaceutically ac-
ceptable polymer” is limited to the poly-
mers named in the specification, or can
include other pharmaceutically acceptable
polymers. If so limited, it is likely that
there would not be literal infringement; if
not so limited, then literal infringement
would be possible. (Infringement under
the doctrine of equivalents was not ad-
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dressed by the district court, although
Sandoz argues the issue “in an abundance
of caution.”).

The meaning and scope of “pharmaceuti-
cally acceptable polymer” as used in these
patents has been litigated in other cases,
none of which had been finally decided, but
some of which had been appealed to the
Federal Circuit based on the grant of a
preliminary injunction. The district court
now construed “pharmaceutically accept-
able polymer” in accordance with the con-
struction by the Federal Circuit in Andre,
supra. Sandoz argues on this appeal that
the correct construction is that of the Fed-
eral Circuit’s earlier decision in Teva, su-
pra. Sandoz argues that because Teva
was the earlier ruling, it could not be
overturned by the later Andrx panel, cit-
ing Newell Cos., Inc. v. Kenney Mfg. Co.,
864 F.2d 757, 765 (Fed.Cir.1988) (“Where
there is a direct conflict [between Federal
Circuit panels], the precedential decision is
the first.”).

Abbott responds that the decision in
Andrxe was properly followed by this dis-
trict court, for in Teva the “construction”
of “pharmaceutically acceptable polymer”
was not at issue, and this court’s comment
thereon was dictum. The court in Andrx
recognized the non-binding nature of that
comment in Teva. Indeed, the district
court in Teva had stated that “[a]t this
early stage of the proceedings, the parties
have raised no issue as to claim construe-
tion”.  Abbott Laboratories wv. Andrx
Pharmaceuticals, Inc., No. 05 C 1490, 2005
WL 1323435, at *3, *4 (N.D.Ill. June 03,
2005) (Teva conceding literal infringement
but challenging validity).

The panel in Andrx decided the ques-
tions now raised by Sandoz concerning the
“construction” of “pharmaceutically accept-
able polymer” and the pharmacokinetic re-
quirements in the claims. The Andrx pan-
el also explained its departure from the
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panel decision in Teva. The district court
herein, applying Andrx, held that a person
of ordinary skill in this field would inter-
pret “pharmaceutically acceptable poly-
mer” in terms of the following description
in the '718 specification:
“Pharmaceutically acceptable” as used
herein, means those compounds, which
are, within the scope of sound medical
judgment, suitable for use in contact
with the tissues of humans and lower
animals without undue toxicity, irrita-
tion, allergic response, and the like, in
keeping with a reasonable benefit/risk
ratio, and effective for their intended
use in the chemotherapy and prophylax-
is of antimicrobial infections.
"718 patent, col. 3 lines 40-47. The district
court referred to the '718 specification’s
listing of pharmaceutically acceptable poly-
mers, but applied the Andre ruling that
the polymers are not limited to those that
are named in the following paragraph:
The pharmaceutically acceptable poly-
mer is a water-soluble hydrophilic poly-
mer selected from the group consisting
of polyvinylpyrrolidine, hydroxypropyl
cellulose, hydroxypropyl methyl cellu-
lose, methyl cellulose, vinyl acetate/cro-
tonic acid copolymers, methacrylic acid
copolymers, maleic anhydride/methyl vi-
nyl ether copolymers and derivatives
and mixtures thereof.
718 patent, col. 3 line 65 to col. 4 line 4.
The district court construed “pharmaceuti-
cally acceptable polymer” as:
[Alny polymer, which within the scope of
sound medical judgment is suitable for
use in pharmaceutical compositions for
use in contact with the tissues of hu-
mans and lower animals without undue
toxicity, irritation, allergic response, and
the like, in keeping with a reasonable
benefit/risk ratio, and effective for their
intended use in the chemotherapy and
prophylaxis of antimicrobial infections,
and is capable of forming a matrix to

extend drug release into the blood-
stream. Such a “pharmaceutically ac-
ceptable polymer” must constitute 5 to
50% by weight of the product.

Abbott, 500 F.Supp.2d at 834. The district
court, following Andrx, held that the usage
“from the group consisting of” in the speci-
fication is not exclusive, as it would be in a
Markush-form claim, and did not negate
the broader description that is also con-
tained in the specification, as quoted
above.

This aspect was debated in the district
court, and again on this appeal. Sandoz
argues that since “pharmaceutically ac-
ceptable polymer” is limited by the specifi-
cation to water-soluble hydrophilic poly-
mers, and that since the listed methacrylic
acid copolymers are known to include wa-
ter-insoluble as well as water-soluble poly-
mers, the term “pharmaceutically accept-
able polymer” must be construed to mean
that the formulation cannot include any
water-insoluble methacrylic acid or other
polymer. The district court, receiving this
argument, reasoned that “the existence of
water-insoluble polymers from the specifi-
cally-mentioned methacrylic acid co-poly-
mer subset actually militates towards a
broader construction urged by Abbott that
would encompass water-insoluble metha-
crylic acid co-polymers.” Abbott, 500
F.Supp.2d at 834. Sandoz argues that this
reasoning is flawed, and that this court in
Andrx erred in rejecting this argument.
However, we are not persuaded that the
Andrx panel’s ruling warrants rejection on
this argument, for we agree with the dis-
trict court that the fact that some metha-
crylic acid copolymers are water-insoluble
does not require limiting “pharmaceutical-
ly acceptable polymer” to the named poly-
mers.

We conclude that the district court’s
claim construction, which is that of Andrzx,
is correct, and that the district court prop-
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erly declined to follow Teva. Sandoz’ argu-
ment that Teva was the correct construc-
tion and should be revived by the Federal
Circuit is hard to square with Sandoz’
statement to the district court that “a very
important point to make here is Sandoz
does not rely on the Federal Circuit opin-
ion in the Teva case.... Sandoz agrees
with Abbott.” Statement at the February
12, 2007 preliminary injunction hearing,
transcript at A11085.

Sandoz further argues that the district
court erred by using the word “matrix” in
its definition of “pharmaceutically accept-
able polymer,” quoted above, pointing out
that this word does not appear in the
claims or specification. However, claim
construction often calls upon words other
than those of the patent, lest the claim
simply define itself. “Claim construction”
is for the purpose of explaining and defin-
ing terms in the claims, and usually re-
quires use of words other than the words
that are being defined. See Multiform
Desiccants, Inc. v. Medzam, Ltd., 133 F.3d
1473, 1477 (Fed.Cir.1998) (claims are con-
strued as an aid to the decision-maker, by
restating the claims in non-technical
terms).

Abbott’s expert Dr. Davis had used the
word “matrix” in his explanation of the
technology of extended release. He ex-
plained that a “pharmaceutically accept-
able polymer ... alone or in combination
with other polymers, is capable of forming
a matrix when mixed with the drug to
control and extend drug release into the
GI tract and thence to the bloodstream.”
Declaration of Professor Davis, January
10, 2007. Sandoz does not dispute that
this explanation comports with the deserip-
tion in the specification. Also, Abbott cites
several scientific publications that use the
word “matrix” in this context, and Sandoz
does not argue that the word has a differ-
ent meaning from that with which it was
used by the district court. There is no
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ground for discarding the district court’s
claim construction based on the word “ma-
trix.”

Sandoz also argued that the claims must
be construed so that the “pharmaceutically
acceptable polymer” is the only release
agent in the composition, argued that the
presence of any other agent that affects
release of the drug removes the composi-
tion from the scope of the '718 claims.
Abbott pointed out that the claims use the
conventional signal “comprising,” which
means that other ingredients may be pres-
ent in the composition, in addition to those
explicitly set forth. See CIAS, Inc. v. Alli-
ance Gaming Corp., 504 F.3d 1356, 1360
(Fed.Cir.2007) (“In the patent claim con-
text the term ‘comprising’ is well under-
stood to mean ‘including but not limited
t0’.”); Georgia—Pacific Corp. v. United
States Gypsum Co., 195 F.3d 1322, 1327-
28 (Fed.Cir.1999) (“ ‘comprising’ ... is in-
clusive or open-ended and does not exclude
additional unrecited elements or method
steps”).

Sandoz argues that the district court’s
claim construction is incorrect because it
ignores the distinction between “pharma-
ceutically acceptable polymers” and “phar-
maceutically acceptable excipients.” We
discern no support for this challenge. Ab-
bott points out that the distinction between
“polymer” and “excipient” lies in its role in
the composition, as the patent states: “The
compositions of the invention further com-
prise pharmaceutically acceptable excipi-
ents and/or fillers and extenders, such as
lactose ...”. 'T18 patent, col. 4, lines 21—
23. We discern no flawed judicial under-
standing of the term “excipient.”

Sandoz also argued that the components
of its accused formulation are merely “ex-
cipients” in that they do not extend the
release of the clarithromycin, while Abbott
pointed out that Sandoz described its prod-
uct to the FDA as “extended release.”
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Sandoz stated that the extension of release
for its product is achieved not by the poly-
mer that is present in its composition, but
by other components. The district court
considered the arguments concerning the
role of the maltodextrin and the silicified
microcrystalline cellulose in the Sandoz
product. The court discussed the evidence
of release rates and amounts released, in-
cluding the information in Sandoz’ ap-
proved ANDA, the comparative data pre-
sented by both sides, and various technical
articles provided by both sides on the
physical and chemical characteristics of
the components of the Sandoz formulation.
The court found that “Abbott has demon-
strated a substantial likelihood that malto-
dextrin is a polymer that alone or in com-
bination with other polymers, is capable of
forming a matrix to extend drug release.”
Abbott, 500 F.Supp.2d at 837.

Sandoz argues that the district court
erred in its evaluation of the evidence,
stating that Abbott did not show by di-
rect testing that any of the polymers in
the Sandoz product actually extends the
release of clarithromycin. Sandoz argues
that the district court erred in finding
unpersuasive certain laboratory tests con-
ducted by Sandoz to show that malto-
dextrin has no significant impact on the
dissolution rate of clarithromycin. Ab-
bott responds that the district court did
not err, and that Sandoz must be deemed
to have admitted that maltodextrin and
silicified microcrystalline cellulose are
polymers that, alone or in combination
with other components, are capable of ex-
tending drug release. Abbott pointed out
to the district court that the developer of
the Sandoz formulation, Dr. Nirmal Mu-
lye, in his patent application (U.S.
2004/0224017 Al) entitled “Process for
Preparing Sustained Release Tablets,”
stated that “the present inventor has
found that the addition of maltodextrin in
effective amounts provides the desired re-
lease profile,” that “maltodextrin also

tends to slow down the release of a medi-
cament in a controlled release formula-
tion[,]” and that “the maltodextrin used
in the present invention is to counteract
the accelerated rate of release of the
drug ...” We have not been directed to
clear error in the district court’s findings
on this question.

Sandoz raises additional arguments,
some discussed by the district court, and
some newly presented on this appeal. All
have been considered. We conclude that
the district court’s findings and rulings at
this stage of the proceedings have not
been shown to constitute reversible error.
The ruling that Abbott had shown a rea-
sonable likelihood of proving infringement
is sustained.

Iv
THE EQUITABLE FACTORS

Sandoz states that the district court in-
correctly resolved and weighed the equita-
ble factors relevant to the grant of a pre-
liminary injunction. Sandoz states that
the factors of irreparable harm, the bal-
ance of harms, and the public interest, all
weigh in its favor, and outweigh any find-
ing that Abbott is likely to prevail on the
issues of validity or enforceability and in-
fringement. The district court considered
these factors, and explained its reasoning
in exercising its discretion to grant the
preliminary injunction.

Irreparable Harm

[10] Sandoz argued that any harm to
Abbott is not irreparable, for damages are
available for infringement, if the eventual
final judgment is adverse to Sandoz. San-
doz pointed out that the generic producers
Teva and Ranbaxy are already in this mar-
ket, by settlement with Abbott, such that
any price erosion due to generic competi-
tion is already occurring. The district
court considered these relationships, and
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concluded that they do not negate the
market share and revenue loss upon San-
doz’ entry while the litigation proceeds.
Precedent supports this conclusion. See,
e.g., Purdue Pharma L.P. v. Boehringer
Ingelheim GmbH, 237 F.3d 1359, 1368
(Fed.Cir.2001) (likelihood of price erosion
and loss of market position are evidence of
irreparable harm); Bio-Technology Gen.
Corp. v. Genentech, Inc, 80 F.3d 1553,
1566 (Fed.Cir.1996) (loss of revenue, good-
will, and research and development sup-
port constitute irreparable harm); Poly-
mer Technologies, Inc. v. Bridwell, 103
F.3d 970, 975-76 (Fed.Cir.1996) (loss of
market opportunities cannot be quantified
or adequately compensated, and is evi-
dence of irreparable harm).

The Balance of Hardships

[11] The district court discussed and
weighed the hardships argued by both par-
ties, and found that the balance of hard-
ships tipped in favor of Abbott. The court
found that preserving the status quo pre-
serves the current market structure,
recognizing that Abbott has licensed other
generic producers. The district court con-
cluded that “Abbott will lose much more if
this Court did not enjoin Sandoz’s infring-
ing conduct than if the Court enjoins San-
doz and it is subsequently found that the
718 patent is invalid or unenforceable.”
Abbott, 500 F.Supp.2d at 845.

We agree that the fact that a patentee
has licensed others under its patents does
not mean that unlicensed infringement
must also be permitted while the patents
are litigated. Precedent illustrates that
when the patentee is simply interested in
obtaining licenses, without itself engaging
in commerce, equity may add weight to
permitting infringing activity to continue
during litigation, on the premise that the
patentee is readily made whole if infringe-
ment is found. In this case the district
court received Abbott’s argument that it
could not be made whole if it prevails in
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this litigation, for the added erosion of
markets, customers, and prices, is rarely
reversible. See Sanofi-Synthelabo, 470
F.3d at 1383 (rejecting hardship claim of
generic challenger whose “harms were al-
most entirely preventable’ and were the
result of its own calculated risk to launch
its product prejudgment”).

Clear error has not been shown in the
district court’s finding that the harm to
Sandoz of delay in entering this market
while this case is litigated, is outweighed
by the harm to Abbott in view of the
likelihood that Abbott will succeed in sus-
taining the validity and enforceability of its
patents.

The Public Interest

[12] Sandoz argues that the public in-
terest favors the availability of less expen-
sive forms of successful medicines. The
district court considered this argument,
and stated:

The Court recognizes the public interest

in competition in the pharmaceutical

market. It also recognizes, however,
the public interest in creating beneficial
and useful products and the cost in-
volved in that process. To the extent
that this Court has found a substantial
likelihood that the '718 patent is valid
and enforceable, there can be no serious
argument that public interest is not best
served by enforcing it.
500 F.Supp.2d at 846. The district court
appreciated that the public interest in-
cludes consideration of whether, by shift-
ing market benefits to the infringer while
litigation is pending for patents that are
likely to withstand the attack, the incen-
tive for discovery and development of new
products is adversely affected. The stat-
utory period of exclusivity reflects the
congressional balance of interests, and
warrants weight in considering the public
interest. In Sanofi-Synthelabo, 470 F.3d
at 1383, this court referred to the signifi-



ABBOTT LABORATORIES v. SANDOZ, INC.

1363

Cite as 544 F.3d 1341 (Fed. Cir. 2008)

cant “public interest in encouraging in-
vestment in drug development and pro-
tecting the exclusionary rights conveyed
in valid pharmaceutical patents.” As the
Court explained in Kewanee Oil Co. .
Bicron Corp., 416 U.S. 470, 94 S.Ct. 1879,
40 L.Ed.2d 315 (1974): “The patent laws
promote this progress by offering a right
of exclusion for a limited period as an in-
centive to inventors to risk the often
enormous costs in terms of time, re-
search, and development.” Id. at 480, 94
S.Ct. 1879.

Sandoz states that the Court’s recent
decision in eBay Inc. v. MercExchange,
L.L.C, 547 U.S. 388, 126 S.Ct. 1837, 164
L.Ed.2d 641 (2006) negates any presump-
tion of entitlement to an injunction upon a
finding of likelihood that a patent will be
sustained and found infringed. The dis-
trict court did not apply such a presump-
tion, but fully considered all of the legal
and equitable factors. At the preliminary
injunction stage, the legal and equitable
factors may be of different weight when
the patentee is itself engaged in com-
merce, as contrasted with a patentee that
is seeking to license its patent to others.
We need not resolve this aspect for all
possible situations, for as between Abbott
and Sandoz the district court objectively
weighed the legal probabilities and the
equities, and exercised its discretionary
judgment as to the entirety of the cause.
We have been shown no basis for believing
that the district court abused its discre-
tion.

A%

THE INJUNCTION BOND

Sandoz also appeals the amount of the
injunction bond, which the district court
set at $40 million. Sandoz provides no
substance for appellate review of the
amount of the bond, simply stating in its
brief that it “presented [to the district
court] at least colorable evidence that its

losses from the injunction and recall would
be $200 million,” but not describing the
evidence or arguing its merits. Sandoz
simply states that its proposed number
should have been accepted, in the event
that the $40 million is later shown to be
inadequate.

This aspect has not been presented in
reviewable substance. On this appeal,
abuse of discretion has been shown in the
district court’s setting of the terms of the
injunction. See Russell v. Farley, 105 U.S.
433, 441, 26 L.Ed. 1060 (1881) (the court’s
discretion in setting the terms of an in-
junction is rooted in equity).

VI

THE ISSUE OF CONFLICTING
PRECEDENT

The district court found the likelihood
that the patentee would succeed on the
merits and that the equities favored the
patentee, and exercised its discretion to
enjoin infringement during the litigation.
The dissent states that the district court
applied the incorrect standard, and that if
the infringer “raises a substantial question
concerning either infringement or validi-
ty,” diss. op. at 1371, it is an abuse of
discretion to enjoin infringement pendente
lite. The dissent quotes with approval a
past panel statement that “In resisting a
preliminary injunction, however, one need
not make out a case of actual validity.
Vulnerability is the issue at the prelimi-
nary injunction stages, while validity is the
issue at trial.” Id. Indeed, this court’s
precedent makes this statement, in direct
conflict with other, earlier statements that
the standard is not vulnerability, but likeli-
hood of success on the merits.

In response to the arguments expound-
ed in the dissenting opinion, I summarize
the law governing the grant of a prelimi-
nary injunction. The criteria relied on in
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the dissent are not the criteria of any
other circuit, nor of the Supreme Court.
The correct standard is not whether a
substantial question has been raised, but
whether the patentee is likely to succeed
on the merits, upon application of the stan-
dards of proof that will prevail at trial.
The question is not whether the patent is
vulnerable; the question is who is likely to
prevail in the end, considered with equita-
ble factors that relate to whether the sta-
tus quo should or should not be preserved
while the trial is ongoing. The presenta-
tion of sufficient evidence to show the like-
lihood of prevailing on the merits is quite
different from the presentation of substan-
tial evidence to show vulnerability.

Thus the evidence that favors the patent
must be considered in deciding a motion
for a preliminary injunction, as well as the
evidence against the patent. The trial
court then decides which side is likely
ultimately to prevail. The dissent pres-
ents only the case against the patent, ap-
parently on the theory that this is all that
is needed to raise a “substantial question”.

Indeed, a showing of a substantial ques-
tion concerning validity or infringement
can serve to avert judgment on the plead-
ings, or to avoid the grant of summary
judgment, but it is not the same as show-
ing likelihood of eventual success on the
merits. The dissent recognizes that it is
not the same and that it “requires less
proof”’, but errs in stating that this is
sufficient to defeat the grant of a prelimi-
nary injunction. Precedent is clear that
the standard is the likelihood of success of
the plaintiff at trial, with recognition of the
presumptions and burdens. See, e.g., Gil-
lette Co. v. Energizer Holdings, Inc., 405
F.3d 1367, 1370 (Fed.Cir.2005); Ranbaxy
Pharmaceuticals., Inc. v. Apotex, Inc., 350
F.3d 1235, 1239 (Fed.Cir.2003); Reebok
Int’l Ltd. v. J. Baker, Inc., 32 F.3d 1552,
1555 (Fed.Cir.1994); Swmith Int’l, Inc. v.
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Hughes Tool Co., 718 F.2d 1573, 1579
(Fed.Cir.1983).

Supreme Court precedent, every region-
al circuit, and controlling Federal Circuit
precedent, apply to the preliminary injunc-
tion the combination of criteria that in-
cludes likelihood of success on the merits
and equitable considerations. No other
court has held that when the attacker has
presented a “substantial question” on its
side of the dispute—that is, more than a
scintilla but less than a preponderance of
evidence in support of its side—no injunc-
tion pendente lite is available. Further,
equitable factors are of particular signifi-
cance at the preliminary stage, where the
question is whether to change the position
of the parties during the litigation. See
Camenisch, 451 U.S. at 395, 101 S.Ct. 1830
(the preliminary injunction preserves the
position of the parties during the litiga-
tion). The dissent does not mention the
equitable factors that were considered by
the district court, as required by prece-
dent; the dissent simply states that the
injunction must be denied if the attacker
has raised a substantial question.

Supreme Court precedent is clear in
stating that the same burdens and stan-
dards of proof apply in deciding the merits
for preliminary injunction purposes, as in
deciding the same questions upon full liti-
gation. See, e.g., Gonzales, 546 U.S. at
429, 126 S.Ct. 1211 (placing the burdens of
proof for showing likelihood of success at
the preliminary injunction stage). The
Court explained in Amoco Production Co.
v. Village of Gambell, AK, 480 U.S. 531,
546 n. 2, 107 S.Ct. 1396, 94 L.Ed.2d 542
(1987) that: “The standard for a prelimi-
nary injunction is essentially the same as
for a permanent injunction with the excep-
tion that the plaintiff must show a likeli-
hood of success on the merits rather than
actual success.”
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There is no reason why patent cases
require unique treatment. See eBay Inc.
v. MercExchange, L.L.C., 547 U.S. 388, 126
S.Ct. 1837, 164 L.Ed.2d 641. 394 (2006)
(“[T]he decision whether to grant or deny
injunctive relief rests within the equitable
discretion of the district courts, and that
such discretion must be exercised consis-
tent with traditional principles of equity, in
patent disputes no less than in other cases
governed by such standards.”). The gen-
eral criterion of likelihood of success on
the merits, in the context of the equities of
the particular case, are uniform through-
out the regional circuits. All are consis-
tent with the rulings of the Supreme
Court, and, although the words vary, all
refer to the likelihood of the eventual out-
come, not whether a substantial question
has been raised. In brief sampling, start-
ing with the First Circuit, the court sum-
marized the standard in Wine and Spirits
Retailers, Inc. v. Rhode Island, 418 F.3d
36 (1st Cir.2005):

The sine qua non of this four-part

inquiry is likelihood of success on the

merits: if the moving party cannot

demonstrate that he is likely to suc-

ceed in his quest, the remaining fac-

tors become matter of idle curiosity.
Id. at 46 (citation omitted). The refer-
enced “four-part inquiry” is “(1) the likeli-
hood of success on the merits; (2) the
potential for irreparable harm [to the mov-
ant] if the injunction is denied; (3) the
balance of relevant impositions, i.e., the
hardship to the nonmovant if enjoined as
contrasted with the hardship to the mov-
ant if no injunction issues; and (4) the
effect (if any) of the court’s ruling on the
public interest.” Id. (alteration in original)
(citations omitted).

The Second Circuit also applies the stan-
dard four factors. I cite a case that em-
phasized the equitable considerations; in
Laureyssens v. Idea Group, Inc., 964 F.2d
131, 135-36 (2nd Cir.1992) (emphasis in
original) the court stated: “A party seek-

ing a preliminary injunction must establish
(1) irreparable injury and (2) a likelihood
of success on the merits or a sufficiently
serious question going to the merits and a
balance of hardships tipping decidedly in
the moving party’s favor.”

The Third Circuit also stated that the
district court must consider four factors:
“[A] the likelihood that the applicant will
prevail on the merits at final hearing; [B]
the extent to which the plaintiffs are being
irreparably harmed by the conduct com-
plained of; [C] the extent to which the
defendants will suffer irreparable harm if
the preliminary injunction is issued; and
[D] the public interest.” Opticians Ass'n
of Am. v. Independent Opticians of Am.,
920 F.2d 187, 191-92 (3rd Cir.1990) (altera-
tions in original) (citation omitted). In El:
Lilly & Co. v. Premo Pharmaceutical Lab-
oratories, Inc., 630 F.2d 120 (3rd Cir.1980)
the court explained that when analyzing a
preliminary injunction:

the moving party must generally show
(1) a reasonable probability of eventu-
al success in the litigation and (2) that
the movant will be irreparably injured
pendente lite if relief is not grant-
ed.... Moreover, while the burden
rests upon the moving party to make
these two requisite showings, the dis-
trict court “should take into account,
when they are relevant, (3) the possi-
bility of harm to other interested per-
sons from the grant or denial of the
injunction, and (4) the public interest.”
... While these factors structure the
inquiry, however, no one aspect will
necessarily determine its outcome.
Rather, proper judgment entails a
‘delicate balancing’ of all elements.
On the basis of the data before it, the
district court must attempt to mini-
mize the probable harm to legally pro-
tected interests between the time that
the motion for a preliminary injunc-
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tion is filed and the time of the final

hearing.
Id. at 136. Indeed, rulings of the Federal
Circuit, along with requiring this “reason-
able probability of eventual success,” have
recognized the “‘delicate balancing’ of all
elements.” See H.H. Robertson Co. wv.
United Steel Deck, Inc., 820 F.2d 384, 387-
88 (Fed.Cir.1987).

Similarly in the Fourth Circuit the in-
quiry is: “l1) Has the petitioner made a
strong showing that it is likely to prevail
upon the merits? 2) Has the petitioner
shown that without such relief it will suffer
irreparable injury? 3) Would the issuance
of the injunction substantially harm other
interested parties? 4) Wherein lies the
public interest?” Blackwelder Furniture
Co. of Statesville, Inc. v. Seilig Mfy. Co.,
550 F.2d 189, 193 (4th Cir.1977) (when
reviewing the grant of denial of interim
injunctive relief “our review of the lower
court’s application of the law is not limited
by the same ‘clearly erroneous’ rule which
restricts our review of its findings of fact
under Rule 52(a)”); see First-Citizens
Bank & Trust Co. v. Camp, 432 F.2d 481,
484 (4th Cir.1970) (applying the four-fac-
tors and reversing the district court’s
grant of a preliminary injunction).

In the Fifth Circuit the four factors are
recited as “(1) a substantial likelihood that
plaintiff will prevail on the merits, (2) a
substantial threat that plaintiff will suffer
irreparable injury if the injunction is not
granted, (3) that the threatened injury to
plaintiff outweighs the threatened harm
the injunction may do to defendant, and (4)
that granting the preliminary injunction
will not disserve the public interest.” Ca-
nal Authority of State of Florida v. Calla-
way, 489 F.2d 567, 573 (5th Cir.1974).
The “substantial likelihood of prevailing” is
not the same as raising a substantial ques-
tion.

Again for the Sixth Circuit, the “well-
established” factors are: “(1) the likelihood
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that the party seeking the preliminary in-
junction will suceeed on the merits of the
claim; (2) whether the party seeking the
injunction will suffer irreparable harm
without the grant of the extraordinary re-
lief; (3) the probability that granting the
injunction will cause substantial harm to
others; and (4) whether the public interest
is advanced by the issuance of the injunc-
tion,” Six Clinics Holding Corp. II v. Caf-
comp Systems, Inc., 119 F.3d 393, 399 (6th
Cir.1997). The court recognized that “a
finding that the movant has not estab-
lished a strong probability of success on
the merits will not preclude a court from
exercising its discretion to issue a prelimi-
nary injunction if the movant has, at mini-
mum, ‘show[n] serious questions going to
the merits and irreparable harm which
decidedly outweighs any potential harm to
the defendant if the injunction is issued.””
Id. at 400 (alteration in original). This
ruling gave weight to the court’s discretion
to preserve the status quo during the liti-
gation, when the equitable factors warrant
such discretion.

In the Seventh Circuit:

As a threshold matter, a party seek-
ing a preliminary injunction must
demonstrate (1) some likelihood of
succeeding on the merits, and (2) that
it has “no adequate remedy at law”
and will suffer “irreparable harm” if
preliminary relief is denied. If the
moving party cannot establish either
of these prerequisites, a court’s inqui-
ry is over and the injunction must be
denied. If, however, the moving par-
ty clears both thresholds, the court
must then consider: (3) the irrepara-
ble harm the non-moving party will
suffer if preliminary relief is granted,
balancing that harm against the irrep-
arable harm to the moving party if
relief is denied; and (4) the public
interest, meaning the consequences of
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granting or denying the injunction to

nonparties.
Abbott Laboratories v. Mead Johnson &
Co., 971 F.2d 6, 11 (Tth Cir.1992). This
court has observed that the standard for
granting or denying a motion for a prelimi-
nary injunction is not unique to patent law,
and has ruled that the standard of the
regional circuit should apply, here the Sev-
enth Circuit. See Mikohn Gaming Corp.
v. Acres Gaming, Inc., 165 F.3d 891, 894
(Fed.Cir.1998) (“The Federal Circuit has
generally viewed the grant of a prelimi-
nary injunction as a matter of procedural
law not unique to the exclusive jurisdiction
of the Federal Circuit, and on appellate
review has applied the procedural law of
the regional circuit in which the case was
brought.”).

In the Eighth Circuit, “The relevant
factors on a motion for a preliminary in-
junction are: (1) the probability of success
on the merits; (2) the threat of irrepara-
ble harm to the movant; (3) the balance
between this harm and the injury that
granting the injunction will inflict on other
interested parties; and (4) whether the is-
suance of an injunction is in the public in-
terest.” Ewntergy, Arkansas, Inc. v. Ne-
braska, 210 F.3d 887, 898 (8th Cir.2000).
In Shrink Missouri Government PAC v.
Adams, 151 F.3d 763, 764 (8th Cir.1998)
the court stressed that “[t]he most impor-
tant of the [preliminary injunction] factors
is the appellants’ likelihood of success on
the merits.”

The Ninth Circuit stressed the impor-
tance of the equitable factors: “Prelimi-
nary injunctive relief is available to a party
who demonstrates either: (1) a combina-
tion of probable success on the merits and
the possibility of irreparable harm; or (2)
that serious questions are raised and the
balance of hardships tips in its favor.
These two formulations represent two
points on a sliding scale in which the re-
quired degree of irreparable harm increas-

es as the probability of success decreases.”
Perfect 10, Inc. v. Amazon.com, Inc., 487
F.3d 701, 713-14 (9th Cir.2007).

In the Tenth Circuit, “To obtain a pre-
liminary injunction, the moving party must
establish that (1) the moving party will
suffer irreparable injury unless the injunc-
tion issues; (2) the threatened injury to
the moving party outweighs whatever
damage the proposed injunction may cause
the opposing party; (3) the injunction, if
issued, would not be adverse to the public
interest; and (4) there is a substantial
likelihood that the moving party will even-
tually prevail on the merits.” Resolution
Trust Corp. v. Cruce, 972 F.2d 1195, 1199
(10th Cir.1992) (“When a party seeking a
preliminary injunction satisfies the first
three requirements, the standard for meet-
ing the fourth ‘probability of success’ pre-
requisite becomes more lenient. The mov-
ant need only show ‘questions going to the
merits so serious, substantial, difficult and
doubtful, as to make them a fair ground
for litigation.’ ).

In the Eleventh Circuit, “A district court
may grant injunctive relief if the movant
shows (1) a substantial likelihood of sue-
cess on the merits; (2) that irreparable
injury will be suffered unless the injunc-
tion issues; (3) that the threatened injury
to the movant outweighs whatever damage
the proposed injunction may cause the op-
posing party, and (4) that if issued the
injunction would not be adverse to the
public interest.” All Care Nursing Ser-
vice, Inc. v. Bethesda Memorial Hosp.
Inc., 887 F.2d 1535, 1537 (11th Cir.1989).

In the District of Columbia Circuit, “In
considering whether to grant preliminary
injunctive relief, the court must consider
whether: (1) the party seeking the injunc-
tion has a substantial likelihood of success
on the merits; (2) the party seeking the
injunction will be irreparably injured if
relief is withheld; (3) an injunction will not
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substantially harm other parties; and (4)
an injunction would further the public in-
terest.” CSX Tramsp. Inc. v. Williams,
406 F.3d 667, 670 (D.C.Cir.2005).

All of the circuits have placed the pre-
liminary injunction in terms of the likeli-
hood of success on the merits and equita-
ble factors. No circuit has held that it
suffices simply to raise a “substantial ques-
tion.” Raising a substantial question
achieves the threshold requirement of the
well-pleaded complaint; it does not demon-
strate a likelihood of prevailing. See
Christianson v. Colt Industries Operating
Corp., 486 U.S. 800, 808-809, 108 S.Ct.
2166, 100 L.Ed.2d 811 (1988) (“A district
court’s federal-question jurisdiction, we re-
cently explained, extends over ‘only those
cases in which a well-pleaded complaint
establishes either that federal law creates
the cause of action or that the plaintiff’s
right to relief necessarily depends on reso-
lution of a substantial question of federal
law [.]'”) (citation omitted); Litecubes,
LLC v. Northern Light Products, Inc., 523
F.3d 1353, 1360 (Fed.Cir.2008) (“Under
what is known as the ‘well-pleaded com-
plaint rule,” subject matter jurisdiction ex-
ists if a ‘well-pleaded complaint establishes
either that federal patent law creates the
cause of action or that the plaintiff’s right
to relief necessarily depends on resolution
of a substantial question of federal patent
law, in that patent law is a necessary
element of one of the well-pleaded
claims.” ”) (citations omitted).

Federal Circuit precedent developed to
match the rest of the nation. See Hybri-
tech Inc. v. Abbott Laboratories, 849 F.2d
1446, 1451 (Fed.Cir.1988) (“The first factor
required to be established by a party seek-
ing a preliminary injunction is that it
stands to have a reasonable likelihood of
success on the merits when the trial court
finally adjudicates the dispute. In seeking
a preliminary injunction pursuant to sec-
tion 283, a patent holder must establish a
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likelihood of success on the merits both
with respect to validity of its patent and
with respect to infringement of its pat-
ent.”); H.H. Robertson Co., 820 F.2d at
387 (observing that the preliminary injunc-
tion in the Third Circuit “is substantially
the same standard enunciated by this
court,” and that “[t]he standards applied to
the grant of a preliminary injunction are
no more nor less stringent in patent cases
than in other areas of the law”); Roper
Corp. v. Latton Systems Inc., 757 F.2d
1266, 1270-73 (Fed.Cir.1985) (reviewing
denial of a preliminary injunction by as-
sessing likelihood of success and irrepara-
ble injury); Pretty Punch Shoppettes, Inc.
v. Hauk, 844 F.2d 782, 783 (Fed.Cir.1988)
(determining likelihood of success on the
merits); Nutrition 21 v. United States, 930
F.2d 867, 869 (Fed.Cir.1991) (applying the
four-factor test including likelihood of suc-
cess on the merits); Texas Instruments
Inc. v. Tessera, Inc., 231 F.3d 1325, 1329
(Fed.Cir.2000) (in an ITC proceeding, ap-
plying the traditional four-factor test in-
cluding likelihood of success on the mer-
its); Hoop v. Hoop, 279 F.3d 1004, 1007
(Fed.Cir.2002) (applying the traditional
four factor test including likelihood of suc-
cess); Ranbaxy, 350 F.3d at 1239 (apply-
ing the four factors of “(1) a reasonable
likelihood of success on the merits; (2)
irreparable harm if the injunction were not
granted; (3) the balance of the hardships
and (4) the impact of the injunction on the
public interest” and holding that the show-
ing of a reasonable likelihood of success on
the merits must be “in light of the pre-
sumptions and burdens that will inhere at
trial on the merits”).

Summary

To summarize my concern for the con-
flict that is here continued, I again point
out that the dissenting opinion, despite its
initial recitation of the correct four-part
criteria for deciding the grant or denial of
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a preliminary injunction, then applies the
different and incorrect criterion of whether
the defendant raised a “substantial ques-
tion” that may render the patent “vulnera-
ble”. That standard conflicts with prece-
dent of the Supreme Court and all of the
regional circuits, all of which require that
likelihood of success on the merits be de-
termined and weighed along with the equi-
table factors. It is not the law that raising
a “substantial question” will “negate the
patentee’s likelihood of success.” Diss. op.
at 1372. Raising a substantial question may
avoid dismissal on the pleadings, but con-
trary to the view of the dissent, establish-
ing that there is an issue for trial is not the
same as establishing the likelihood of pre-
vailing at trial.

The district court analyzed the positions
of both sides as well as the equitable fac-
tors, decided that Abbott was likely to
prevail on the merits and that the equita-
ble factors weighed in favor of Abbott, and
exercised its discretion to grant the pre-
liminary injunction. The dissent states
that a showing of “vulnerability” shows
that the defendant is likely to prevail on
the merits; that is facially incorrect. The
dissent also relies on some recent (2008)
Federal Circuit decisions; these decisions
are not “clearly established precedent,” for
they cannot overcome earlier rulings of
this court. Further, until today no opinion
has equated the raising of a “substantial
question” with a showing of likelihood of
success on the merits. The following addi-
tional cases of the Federal Circuit are
cited to show the established law: Jener-
ic/Pentron, Inc. v. Dillon Co., Inc., 205
F.3d 1377, 1380 (Fed.Cir.2000) (“A prelimi-
nary injunction requires the movant to
show four factors ... [and] ‘[clentral to
the movant’s burden are the likelihood of
success and irreparable harm factors.””);
Intergraph Corp. v. Intel Corp., 195 F.3d
1346, 1352 (Fed.Cir.1999) (applying 11th
Circuit law for a preliminary injunction,
the criteria are “(1) the party seeking the

injunction has shown a substantial likeli-
hood of success on the merits, (2) there is
a substantial threat of irreparable injury in
absence of the injunction, (3) the balance
of harms favors the party seeking the in-
junction, and (4) entry of the injunction
does not disserve the public interest.”);
Mentor Graphics Corp. v. Quickturn De-
sign Systems, Inc., 150 F.3d 1374, 1377
(Fed.Cir.1998) (“A preliminary injunction
requires the assessment of four factors:
the likelihood of movant’s success on the
merits, the irreparability of harm to the
movant without an injunction, the balance
of hardships between the parties, and the
demands of the public interest.”); Polymer
Technologies, Inc. v. Bridwell, 103 F.3d
970, 973 (Fed.Cir.1996) (“As the moving
party, Polymer had to establish its right to
a preliminary injunction in light of four
factors: (1) a reasonable likelihood of suc-
cess on the merits; (2) irreparable harm if
the injunction were not granted; (3) the
balance of the hardships and (4) the impact
of the injunction on the public interest.”);
Bio-Technology Gen. Corp. v. Genentech,
Inc., 80 F.3d 1553, 1558 (Fed.Cir.1996)
(“As the moving party, Genentech had to
establish a right to a preliminary injunc-
tion in light of four factors: (1) a reason-
able likelihood of success on the merits;
(2) irreparable harm if the injunction were
not granted; (3) the balance of hardships
tipping in its favor; and (4) the impact of
the injunction on the public interest.”);
Rosemount, Inc. v. Int’l Trade Comm’n,
910 F.2d 819, 821 (Fed.Cir.1990) (“To
grant the equitable relief of an injunction
prior to trial, a district court traditionally
considers and balances the factors of: (1)
the movant’s likelihood of success on the
merits; (2) whether or not the movant will
suffer irreparable injury during the pen-
dency of the litigation if the preliminary
injunction is not granted; (3) whether or
not that injury outweighs the harm to
other parties if the preliminary injunction
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is issued; and (4) whether the grant or
denial of the preliminary injunction is in
the public interest.”); Katz v. Lear Siegler,
Inc., 909 F.2d 1459, 1462-63 (Fed.Cir.1990)
(applying 1st Circuit law for a preliminary
injunction, the criteria are “(1) that plain-
tiff will suffer irreparable injury if the
injunction is not granted; (2) that such
injury outweighs any harm which granting
injunctive relief would inflict on the defen-
dant; (3) that plaintiff has exhibited a
likelihood of success on the merits; and (4)
that the public interest will not be adverse-
ly affected by the granting of the injunc-
tion.”); Cicena Ltd. v. Columbia Telecom-
munications Group, 900 F.2d 1546, 1548
(Fed.Cir.1990) (applying 2nd Circuit law
for a preliminary injunction which requires
that the movant must establish “both pos-
sible irreparable injury and either (1) a
likelihood of success on the merits or (2)
sufficiently serious questions going to the
merits to make them a fair ground for
litigation and a balance of hardships tip-
ping decidedly in the movant’s favor.”);
Xeta, Inc. v. Atex, Inc., 852 F.2d 1280,
1282 (Fed.Cir.1988) (applying 1st Circuit
law for a preliminary injunction, the crite-
ria are that “as in other causes of action,
the plaintiff must show that there is no
adequate remedy at law, that the plaintiff
will suffer irreparable injury absent the
requested injunction, that such irreparable
injury outweighs the harm an injunction
would inflict on the defendant, that the
plaintiff has shown a likelihood of success
on the merits, and that the public interest
will not be adversely affected by the grant
of the requested injunction.”); Matsushita
Electric Industrial Co. v. United States,
823 F.2d 505 (Fed.Cir.1987) (“The prelimi-
nary injunction issued by the Court of
International Trade must be upheld if that
court properly found that [the movant] had
shown (1) that it will be immediately and
irreparably injured; (2) that there is a
likelihood of success on the merits; (3)
that the public interest would be better
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served by the relief requested; and (4)
that the balance of hardship on all the
parties favors [the movant].”); T.J. Smith
and Nephew Ltd. v. Consol. Medical
Equipment, Inc., 821 F.2d 646, 647 (Fed.
Cir.1987) (“To obtain a preliminary injunc-
tion in a patent infringement action pursu-
ant to 35 U.S.C. § 283, a party must estab-
lish a right thereto in light of four factors:
(a) reasonable likelihood of success on the
merits; (b) irreparable harm; (c) a balance
of hardships tipping in its favor; and (d)
that the issuance of the injunction is in the
public interest.”); S.J. Stile Associates
Ltd. v. Snyder, 68 C.C.P.A. 27, 646 F.2d
522, 525 (1981) (“The trial court must be
upheld if it examined the appropriate fac-
tors and properly concluded that any one
of these requisites for a preliminary in-
junction had not been established by the
[movant]: (1) a threat of immediate irrepa-
rable harm; (2) that the public interest
would be better served by issuing than by
denying the injunction; (3) a likelihood of
success on the merits; and (4) that the
balance of hardship on the parties favored
[the movant].”); Jacobsen v. Katzer, 535
F.3d 1373, 1378 (Fed.Cir.2008) (applying
9th circuit law for preliminary injunction in
a copyright infringement claim which re-
quires the showing of “(1) a combination of
probability of success on the merits and
the possibility of irreparable harm or (2)
serious questions going to the merits
where the balance of hardships tips sharp-
ly in the moving party’s favor.”).

These rulings of the Federal Circuit ac-
cord with the principles of eBay, 547 U.S.
at 394, 126 S.Ct. 1837, that “the decision
whether to grant or deny injunctive relief
rests within the equitable discretion of the
district courts, and that such discretion
must be exercised consistent with tradi-
tional principles of equity, in patent dis-
putes no less than in other cases governed
by such standards.” This court’s contrary
opinions stand alone. If in fact this court
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believes that there should be a different
rule in patent cases, this court nonetheless
has the rule that in the event of conflict
between panels the earlier holding prevails
until overturned en banc. Newell Compa-
nies v. Kenney Mfg. Corp., 864 F.2d 757,
765 (Fed.Cir.1988) (“This court has
adopted the rule that prior decisions of a
panel of the court are binding precedent
on subsequent panels unless and until
overturned in banc.... Where there is a
direct conflict, the precedential decision is
the first.”). If there is to be a change
from this court’s prior rulings, it must be
done en banc.

As it stands, neither district courts, nor
litigants, nor panels of this court, are pro-
vided with clear guidance, or any reason to
reject the stricture of eBay, 547 U.S. at
393, 126 S.Ct. 1837, that “[n]Jothing in the
patent Act indicates that Congress intend-
ed such a departure” from “the long tradi-
tion of equity practice”.

CONCLUSION

Abuse of discretion has not been shown
in the district court’s grant of the prelimi-
nary injunction, adhered to after additional
consideration in view of the Court’s deci-
sion of KSR. The district court’s findings
of fact underlying the legal and equitable
considerations are supported, and the judi-
cial balancing of these considerations
shows no abuse of discretion. The grant
of the injunction is affirmed. The case is
remanded for further proceedings.’

AFFIRMED

GAJARSA, Circuit Judge, dissenting.

I respectfully dissent from the court’s
opinion. There is no legal basis for the
granting of a preliminary injunction, and
its issuance is an abuse of discretion. Al-
though generally the denial or issuance of

5. Sandoz requests that we instruct that on
remand this case should be assigned to a
different judge, in order to “further the inter-

a preliminary injunction is within the
broad discretion of the district court, the
decision of the district court must be re-
versed when it abuses its discretion. See
Cybor Corp. v. FAS Technologies, Inc., 138
F.3d 1448, 1460 (Fed.Cir.1998) (en banc)
(“A district court abuses its discretion
when its decision is based on clearly erro-
neous findings of fact, is based on errone-
ous interpretations of the law, or is clearly
unreasonable, arbitrary or fanciful.”).

“A preliminary injunction requires the
movant to show four factors: (1) a reason-
able likelihood of success on the merits, (2)
the prospect of irreparable harm, (3) a
balance of the parties’ hardships in favor
of injunction, and (4) no potential injury to
an important public interest.” See Jener-
ic/Pentron, Inc. v. Dillon Co., 205 F.3d
1377, 1380 (Fed.Cir.2000). When the dis-
trict court considers the four factors, “the
likelihood of success factor plays a key
role,” id., and that is the factor I will focus
on in my dissent. Because of “the extraor-
dinary nature of the relief, the patentee
carries the burden of showing likelihood of
success on the merits,” in light of the
presumptions and burdens that will inhere
at trial, with respect to the patent’s validi-
ty, enforceability, and infringement. Nu-
trition 21 v. United States, 930 F.2d 867,
869 (Fed.Cir.1991) (emphasis in original);
see also Amazon.com, Inc. v. Barnesand-
noble.com, Inc., 239 F.3d 1343, 1350 (Fed.
Cir.2001). If the defendant “raises a sub-
stantial question concerning either in-
fringement or validity, i.e., asserts an in-
fringement or invalidity defense that the
patentee cannot prove ‘lacks substantial
merit, the preliminary injunction should
not issue.” Amazon.com, 239 F.3d at
1350-51. This court has explained that:

In resisting a preliminary injunction,

however, one need not make out a case

ests of judicial economy”. We discern no
basis for this request; it is denied.
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of actual invalidity. Vulnerability is the
issue at the preliminary injunction
stages, while validity is the issue at trial.
The showing of a substantial question as
to invalidity thus requires less proof
than the clear and convincing showing
necessary to establish invalidity itself.
Abbott Labs. v. Andrx Pharms., Inc., 452
F.3d 1331, 1335 (Fed.Cir.2006) (herein
“Andrx”) (quoting Amazon.com, 239 F.3d
at 1359).

The majority opinion postulates that the
findings of the district court are correct.
It is error to so conclude because the
district court failed to properly consider
and weigh the ample evidence produced by
Sandoz that clearly established a substan-
tial question of invalidity and rendered the
patent vulnerable to an invalidity chal-
lenge at trial. Instead, the district court
erroneously required proof of clear and
convincing evidence of invalidity at the
preliminary stages of the proceedings. As
I explain below, this conflicts with our
clearly established precedent.

Under our precedent, the likelihood of
success factor is properly analyzed by con-
sidering whether the alleged infringer rais-
es a substantial question as to validity.
See, e.g., E.I. du Pont de Nemours & Co.
v. MacDermid Printing Solutions, L.L.C.,
525 F.3d 1353, 1358 (Fed.Cir.2008) (“[I]f
the accused infringer raises a substantial
question regarding validity, the district
court should find that the patentee has not
shown a likelihood of success on the mer-
its.” (internal quotation marks omitted)).
Indeed, this court has consistently held
that an alleged infringer can negate the
patentee’s likelihood of success on the
merits—and thus defeat a preliminary in-
junction—by raising a substantial question
as to validity. For example, in Genentech,
this court explained:

In order to demonstrate that it has a

likelihood of success, [the patentee] must
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show that, in light of the presumptions
and burdens that will inhere at trial on
the merits, (1) it will likely prove that
[the alleged infringer] infringes the [ ]
patent and (2) its infringement claim will
likely withstand [the alleged infringer’s]
challenges to the validity and enforce-
ability of the [ ] patent. In other words,
if [the alleged infringer] raises a “sub-
stantial question” concerning validity,
enforceability, or infringement (i.e., as-
serts a defense that [the patentee] can-
not show “lacks substantial merit”) the
preliminary injunction should not issue.
More specifically, with regard to [the
alleged infringer’s] validity defenses, the
question on appeal is whether there is
substantial merit to [the alleged infring-
er’s] assertion that the [ ] patent claim
[is invalid].
Genentech, Inc. v. Novo Nordisk A/S, 108
F.3d 1361, 1364 (Fed.Cir.1997). Our sub-
sequent cases consistently applied the law
as it was explained in Genentech. See,
e.g., Tate Access Floors v. Interface Archi-
tectural Res., 279 F.3d 1357, 1365 (Fed.
Cir.2002) (“In order to demonstrate likely
success on the merits, [the patentee] must
show that, in light of the presumptions and
burdens applicable at trial, it will likely
prove that [the alleged infringer] infringes
the asserted claims of the [] patent and
that the patent will likely withstand [the
alleged infringer’s] challenges to its validi-
ty. If [the alleged infringer] raises a sub-
stantial question concerning infringement
or validity, meaning that it asserts a de-
fense that [the patentee] cannot prove
‘lacks substantial merit, the preliminary
injunction issued improperly.” (internal ci-
tations omitted; citing Genentech, 108
F.3d at 1364 and Amazon.com, 239 F.3d at
1350-51)).
Our most recent cases continue to ad-
here to the law as it was explained in

Genentech. See, e.g., Erico Int'l Corp. v.
Vutec Corp., 516 F.3d 1350, 1352, 1354
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(Fed.Cir.2008) (stating that “[the alleged
infringer] must show a substantial ques-
tion of invalidity to avoid a showing of
likelihood of success” and vacating the pre-
liminary injunction “[blecause this court
finds that [the alleged infringer] has raised
a substantial question as to the validity of
the patent at issue”); PHG Techs., LLC v.
St. John Cos., 469 F.3d 1361, 1365, 1369
(Fed.Cir.2006) (explaining that “in order to
defeat the injunction on grounds of poten-
tial invalidity, [the alleged infringer], as
the party bearing the burden of proof on
the issue at trial, must establish a substan-
tial question of invalidity” and holding the
district court clearly erred in finding the
patentee was likely to succeed “because
[the alleged infringer] has satisfied its bur-
den of raising a substantial question of
invalidity”). Thus, under our clearly es-
tablished precedent, when the alleged in-
fringer raises a substantial question re-
garding validity, a preliminary injunction
cannot issue because the patentee has
failed to demonstrate a likelihood of suc-
cess on the merits.

While Section VI of the opinion contains
a superfluity of citations, it does not state
the law relevant to this case. It is a
pleasant, ambulatory, and meandering dis-
cussion; but it is not required to decide
this case, is not part of the majority opin-
ion, and is clearly dicta. Although Section
VI discusses the relevant four-factor test
and properly emphasizes the likelihood of
success factor, it ignores the way this
court has consistently analyzed whether or
not a patentee has demonstrated it will
likely succeed at trial. The real question
before us in this case, as our precedent
clearly explains, is whether the district
court erred in finding that Sandoz had not

1. The specification of the '718 patent states,
in a list of definitions, that *“ ‘pharmaceutical-
ly acceptable’ as used herein, means those
compounds which are, within the scope of
sound medical judgment, suitable for use in

established a substantial question as to the
obviousness of the '718 patent. See, e.g.,
Genentech, 108 F.3d at 1364 (“[T]he ques-
tion on appeal is whether there is substan-
tial merit to [the alleged infringer’s] asser-
tion that the [ ] patent claim [is invalid].”).
Sandoz has, in fact, raised and substantial-
ly established that the validity of the '718
patent is vulnerable, and on the record
before us, Abbott failed to prove the inval-
idity defense “lacks substantial merit.”
See Amazon.com, 239 F.3d at 1350-51 (“If
[the alleged infringer] raises a substantial
question concerning either infringement or
validity, i.e., asserts an infringement or
invalidity defense that the patentee cannot
prove ‘lacks substantial merit,’ the prelimi-
nary injunction should not issue.”). Thus,
the district court committed reversible er-
ror when it analyzed the likelihood of suc-
cess factor and determined that Abbott
had established it would likely succeed on
the merits. In light of that error, I would
vacate the preliminary injunction and re-
mand for reconsideration and reweighing
of the injunctive factors. Moreover, vari-
ous additional legal errors taint the district
court’s decision.

L

The district court’s grant of a prelimi-
nary injunction rested on only two claims,
claims 1 and 4 of the '718 patent. Claim 1
reads:

a pharmaceutical composition for ex-

tended release of an erythromycin deriv-

ative in the gastrointestinal environ-
ment, comprising

an erythromyecin derivative and

from about 5[%] to about 50% by weight

of a pharmaceutically acceptable poly-

mer [1], so that when ingested orally,

contact with the tissues of humans and lower
animals without undue toxicity, irritation, al-
lergic response, and the like, in keeping with
a reasonable benefit/risk ratio, and effective
for their intended use in the chemotherapy
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the composition induces statistically sig-
nificantly lower mean fluctuation index
[DFL] in the plasma than an immediate
release composition of the erythromycin
derivative while maintaining bioavailabil-
ity substantially equivalent to that of the
immediate release composition of the er-
ythromycin derivative.

718 Patent, col.11 11.28-38. Claim 4 simi-
larly eclaims an erythromycin derivative
and “from about 5[%] to about 50% by
weight of a pharmaceutically acceptable
polymer” but has different PK parameters.
Id. col. 11 11.48-58. Claim 2 and claim 3 are
dependant claims of claim 1. Claim 2
claims “the pharmaceutical composition of
claim 1, wherein the polymer is a hydro-
philic water-soluble polymer.” Id. col.11
11.39-40. Claim 3 claims “the pharmaceuti-
cal composition of claim 2, wherein the
polymer is selected from the group consist-
ing of polyvinylpyrrolidine, hydroxypropyl
cellulose, hydroxypropylmethyl cellulose,
methyl cellulose, vinyl acetate/crotonic acid
copolymers, methacrylic acid copolymers,
maleic anhydride/methyl vinyl ether copo-
lymers and derivatives and mixtures there-
of.” Id. col. 11 11.41-47.

Claims 1 and 4 of the '718 patent have
three basic limitations: (a) an erythromy-
cin derivative; (b) 5% to 50% by weight of
a pharmaceutically acceptable polymer;
and (c) various PK parameters. In the
preferred embodiment, the erythromycin
derivative is clarithromyecin and the phar-
maceutically acceptable polymer is HPMC
at 10% to 30% by weight of the composi-
tion. Claim 4 requires PK parameters be
such that “upon oral ingestion, maximum

and prophylaxis of antimicrobial infections.”
In my judgment the district court’s claim con-
struction is ambiguous as to whether the
pharmaceutically acceptable polymer must
extend release or whether it can be part of a
matrix in which other components extend the
release. Sandoz is correct that there needs to
be some showing that the polymer acts to
extend release.
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peak concentrations of the erythromycin
derivative are lower than those produced
by an immediate release pharmaceutical
composition, and [AUC] and the minimum
plasma concentration are substantially
equivalent to that of the immediate release
pharmaceutical composition.” Id. col.11
1.52-58. Claim 1 achieves similar results
with slightly different parameters. For
claim 1, the composition must have a “sta-
tistically significantly lower mean fluctua-
tion index,” DFL, which is defined in the
specification as DFL = (C,.x — Cuin / Cay
), id. col.3 11.29-30, and substantially equiv-
alent bioavailability, which the district
court found meant that the “[ER] AUC
values must be between 80% to 125% with-
in a 90% confidence level as compared to
the immediate release composition AUC
values.” 2 Abbott Labs. v. Sandoz, Inc.,
500 F.Supp.2d 807, 831 (N.D.Il.2007)
(herein “Sandoz I17”).

II.

Sandoz based its obviousness arguments
primarily on three prior art references,
which it argues combined with common
sense and the ordinary skill of the art at
the time make the '718 patent anticipated
or obvious. First, Sandoz argues that the
PTC Application WO 95/30422 (“the '422
publication”) filed by Pfizer, discloses a
controlled release dosage form of azithro-
mycin, which like clarithromyecin is an er-
ythromyein derivative.> According to the
disclosure, these controlled released com-
positions operate to release the drug sub-
stantially slower than the immediate re-

2. These figures are based on FDA definitions.

3. Abbott specifically carved out azithromycin
from its definition of an erythromycin deriva-
tive in the '718 patent. See Andrx, 452 F.3d
at 1337.
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lease versions to reduce GI side effects.
And, as Sandoz points out, the controlled
release compositions disclosed in the '422
publication include a hydrophilic polymer
composition of azithromyecin, with a pre-
ferred embodiment being a matrix tablet
containing 15% to 35% HPMC. Second,
Sandoz noted that the '190 patent owned
by Abbott discloses and claims controlled
release compositions of clarithromycin in
an (non-polymer) alginate matrix which
are administered once a day and have
slowed absorption such that they are bioe-
quivalent with the current immediate re-
lease twice-a-day compositions and main-
tain therapeutic levels at 24 hours after
ingestion. Claim 14 of the '190 patent also
claims other marolides including azithro-
mycin.! Third, Sandoz argues that the
'571 publication, filed by Eli Lilly, dis-
closes sustained release formulations for
antimicrobial agents including clarithromy-
cin, which contain an active agent, namely
a hydrophilic polymer such as HPMC, and
an acrylic polymer. According to the
specification, these formulations differ
from the prior art that uses just hydrophil-
ic polymers in that they are designed to

4. In Andrx, this court relied primarily on the
'190 patent, as combined with the '422 publi-
cation to find that there was a substantial
question as to the obviousness of the '718
patent claims. 452 F.3d at 1340-41. First,
we concluded that “Teva makes substantial
arguments that the '190 patent discloses a
clarithromycin composition ... that arguably
has the pharmacokinetic parameters required
in claim 4 of the '718 patent.” Id. at 1340.
And we explained:

Because the '190 patent explicitly discloses
only clarithromycin controlled release com-
positions, yet claims azithromycin composi-
tions, ... Abbott has represented to the
[PTO] that the differences between clari-
thromycin and azithromycin were such that
azithromycin could be substituted into a
controlled release clarithromycin composi-
tion by a person of ordinary skill in the art
without undue experimentation. ... As a re-
sult, based on Abbott’'s own '190 patent,
there exists a substantial argument that a

allow a constant rate of release throughout
the GI tract. In particular, the '571 publi-
cation disclosed using from about 5% to
about 29% by weight hydrophilic polymer,
and about 0.5% to about 25% by weight
acrylic polymer, with the total weight of
the two polymers not exceeding 30% by
weight.

In addition to challenging the validity of
the '718 patent based on the '190 patent,
the '422 publication and the '571 publica-
tion, Sandoz also relies on various evidence
that the PK parameters specified in the
'718 patent were well known in the art and
would have been sought by anyone design-
ing a controlled release formulation. Most
strikingly, the testimony of one of the in-
ventors named on the '718 patent, Linda
Gustavson, an Abbott employee, supports
the Sandoz position. In particular, Gus-
tavson testified as follows:

Q: Did you tell [the formulations de-
partment] what pharmacokinetic pa-
rameters there should be?

A: 1 mean, not specific numbers, but
relative to the IR, yes. I told at
least Sue that what we needed was

person of ordinary skill in the art would be
motivated to combine the '422 publication,
namely the use of HPMC in extended re-
lease macrolide compositions, with the '190
patent with a reasonable expectation of suc-
cess.
Id. at 1341. In this case, Abbott presented
evidence at trial suggesting that this court
was scientifically incorrect to find that the
190 patent disclosed compounds that argu-
ably had the same PK values as the asserted
claims. Sandoz, based on this new evidence,
disclaimed any reliance on the scientific evi-
dence of the '190 patent disclosing com-
pounds with the same PK values as the '718
patent. However, contrary to the majority
opinion, Sandoz can rely on Andrx’s conclu-
sion that it would have been obvious for a
person skilled in the art to substitute clari-
thromycin for azithromycin in an extended
release formula with the anticipation of suc-
cess without undue experimentation.
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a lower Cmax, an AUC that met
FDA requirements for bioequiva-
lence and a Cmin that was at least
comparable to the IR.

Q: And where did you get these pa-
rameters?

A: A few years of experience, I guess.
They're the—I mean certainly the
Cmax and AUC are very basic PK
parameters determined in virtually
every study that has pharmacoki-
netics. Cmin [ ] might or might not
be important depending upon the
drug you were talking about and
what part of the pharmacokinetics
you though might be associated
with efficacy or safety. For clari-
thromyein, there was some thought
that keeping the concentrations
above some minimum level might be
at least in part important to main-
taining effectiveness efficacy.

Q: Would you say that these PK pa-
rameters were pretty much known
in the art?

A: Absolutely, yes.

Furthermore, Sandoz submitted refer-
ences from 1983 (over a decade before the
'718 application was submitted), which ex-
plained, inter alia, that the “objectives and
possible advantages of controlled release
dosage” forms included “maintain[ing]
therapeutic drug levels,” “reduc[ing] dos-
ing frequency,” “reduc[ing] fluctuations in
drug levels,” and “reduc[ing] side effects.”
And the reference explained that the “es-
sence of controlled drug release” was to
“obtain prolonged circulating drug levels
with less fluctuation compared to conven-
tional dosage forms, and to achieve these
with less frequent drug administration.”
They also submitted references showing
that HPMC was considered the “controlled
release agent of choice” in the field.

The district court, writing prior to KSR,
found that, despite this Court’s decision in
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Andrx to the contrary, claims 1 and 4 of
the '718 patent were not obvious (at least
based on the preliminary record). The
trial court’s finding rested on the fact
that, contrary to this court’s conclusion in
Andrx, new evidence established that the
190 patent, the '571 publication, and the
WO '422 publication did not disclose the
specific PK limitations of the '718 patent.
The court recognized that “[glenerally, a
showing that there is an established struc-
tural relationship between a prior art
composition and the claimed composition
demonstrates a prima facie case of obvi-
ousness.” Sandoz I, 500 F.Supp.2d at
840. See In re Dillon, 919 F.2d 688, 692
(Fed.Cir.1990) (en banc) (“[Sltructural
similarity between claimed and prior art
subject matter, proved by combining ref-
erences or otherwise, where the prior art
gives reason or motivation to make the
claimed compositions, creates a prima fa-
cie case of obviousness.”). Still, the court
concluded that Abbott had preliminarily
rebutted this showing by showing the spe-
cific PK properties embodied in the claims
were unobvious. The trial court found
that “[tJo succeed on its obvious[ness]
claim, Sandoz must produce evidence indi-
cating that the PK limitations were dis-
closed in the prior art or were at the very
least inherent to the structural limitations
of the prior art compositions.” Sandoz I,
500 F.Supp.2d at 840. Sandoz, the court
found, had not done so. Id. Moreover, the
trial court found that “because the '190
prior art does not disclose the [specific]
PK profile of the '718 patent, a person
skilled in the art would not be motivated
to look at the WO '422 publication and
interchange clarithromyecin for azithromy-
cin.” Id. at 841.

Subsequently, the district court denied
Sandoz’s motion for a stay of the prelimi-
nary injunction pending appellate review
in light of the just issued KSR opinion.
The court held that under KSR it was still
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necessary to “demonstrate the presence of
all claim limitations in the prior art” and
that Sandoz had not produced evidence
indicating that the PK limitations were
disclosed in the prior art or inherent to the
structural limitations of the prior art com-
positions. Abbott Labs. v. Sandoz, 500
F.Supp.2d 846, 851-53 (N.D.I11.2007). Ac-
cording to the district court, it thus had
not and did not need to reach the TSM
test (or any change in the application of
this test brought on by KSR). Id. at 853.

On appeal, there is no real dispute that
the '571 publication expressly discloses a
“sustained release matrix formulation in
tablet form comprising ... erythromycin”
and containing from about 5% by weight to
about 29% by weight of a hydrophilic poly-
mer, thus meeting all of the structural
limitations of the '718 claims. Moreover,
the prior art clearly disclosed sustained
release versions of clarithromycin and cre-
ating extended release formulations of er-
ythromycin derivatives using polymers,
preferably HPMC. And evidence shows
that the desirability of the PK parameters
claimed were well known in the art.

In light of this evidence, Sandoz raised a
substantial question as to the obviousness
of the '718 patent. The district court’s
decision to the contrary constituted an
abuse of discretion. First, it was clearly
error to find, as a matter of law, that since
none of the prior art references cited by
Sandoz explicitly disclosed a composition
that had the PK limitations of the '718
patent, it had failed to demonstrate “the
presence of all claim limitations in the
prior art,” and therefore that the '718
invention could not be obvious. Contrary
to the majority, this holding relies on an
improperly limited view of what types of
references can be combined to show obvi-
ousness and an impermissibly cramped
view of the Supreme Court’s holding in
KSR. There is no absolute requirement
that each claim limitation be disclosed in a

prior art reference. See, e.g., Takeda
Chem. Indus. v. Alphapharm Pty., Ltd.,
492 F.3d 1350, 1356 (Fed.Cir.2007) (“We
have held that structural similarity be-
tween claimed and prior art subject mat-
ter, proved by combining references or
otherwise, where the prior art gives reason
or motivation to make the claimed compo-
sitions, creates a prima facie case of obvi-
ousness.” (emphasis added)); Tegal Corp.
v. Tokyo Electron Am., Inc., 257 F.3d
1331, 1349 (Fed.Cir.2001) (acknowledging
that a claim could be obvious over a single
prior art reference that does not disclose
one of the limitations in the claim). Rath-
er, in all cases, the touchstone of the analy-
sis is whether 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
US.C. § 103; KSR Intl Co. v. Teleflex
Inc., 550 U.S. 398, 127 S.Ct. 1727, 1734,
167 L.Ed.2d 705 (2007); see also Takeda,
492 F.3d at 1357 (explaining that “in cases
involving new chemical compounds” to
show a prima facie case of obviousness one
must “identify some reason that would
have led a chemist to modify a known
compound in a particular manner” (empha-
sis added)). Thus, a given claim limitation
may be obvious over the prior art even if
no single reference had specifically dis-
closed that limitation. Moreover, even as-
suming an absolute rule that to be obvious
a claim must be a combination of elements
disclosed in the prior art, that standard
was met here. As the Supreme Court
reiterated in KSR, “inventions in most, if
not all, instances rely upon building blocks
long since uncovered, and claimed discov-
eries almost of necessity will be combina-
tions of what, in some sense, is already
known.” 127 S.Ct. at 1741. In other
words, it is the rare invention that is not a
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combination of prior art elements.” And
this is not one of such rare cases. Wheth-
er or not the prior art disclosed com-
pounds displaying the particular PK pa-
rameters in the '718 patent, Sandoz did
provide evidence suggesting that the PK
parameters disclosed in the '718 patent
were absolutely known in the art and that
the prior art established that they were
desirable in an extended release formula
(and indeed, that at least the AUC equiva-
lence and lower Cmax were most likely
essential to an extended release formula,
at least one that would be approved by the
FDA). This is sufficient to show that the
claims might be a combination of elements
previously known in the art. The prior art
on record disclosing the PK limitations is
of course further removed from the inven-
tion than, for example, a patent that dis-
closed a related drug formulation with the
same PK limitations as the '718 patent.
But while this may well make the former
less likely than the latter to make the '718
patent claims obvious, there is nothing as
a matter of law that prevents the invention
from being considered an obvious combina-
tion of the prior art teachings contained in
the current preliminary record. Cf Aven-
tis Pharma Deutschland GmbH v. Lupin,
Ltd., 499 F.3d 1293, 1301 (Fed.Cir.2007)
(explaining that while it is necessary for
there to be “some articulated reasoning

5. Given KSR’s broad understanding of nearly
all or perhaps all inventions being combina-
tions of elements in the prior art, the parties’
dispute about whether KSR should be limited
to such inventions becomes largely irrelevant.
In any event, while KSR’s holding is directed
particularly at the TSM test, it certainly ap-
pears that the Court intended to expound
principles of obviousness jurisprudence that
were generally applicable. And particularly
relevant to the case at bar, this court has
already applied KSR’s teachings to the ques-
tion of whether new chemical compositions
are obvious in light of the fact that chemists
of ordinary skill would attempt to modify
known substances in certain ways to ‘‘obtain
compounds with improved properties.”
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with some rational underpinning to sup-
port the legal conclusion of obviousness

. such reasoning need not seek out pre-
cise teachings directed to the specific sub-
ject matter of the challenged claim” (inter-
nal quotation marks omitted)).®

Second, it is not dispositive that Abbott
was not absolutely certain that using the
formulations disclosed in the '422 patent
would create a formulation with the de-
sired PK parameters. Even before KSR,
this court’s “case law [was] clear that obvi-
ousness cannot be avoided simply by a
showing of some degree of unpredictability
in the art so long as there was a reason-
able probability of success.” Pfizer, 480
F.3d at 1364. And as the Supreme Court
stated in KSR, “[w]hen there is a design
need or market pressure to solve a prob-
lem and there are a finite number of iden-
tified, predictable solutions, a person of
ordinary skill has good reason to pursue
the known options within his or her techni-
cal grasp. If this leads to the anticipated
success, it is likely the product not of
innovation but of ordinary skill and com-
mon sense.” 127 S.Ct. at 1742 (“One of
the ways in which a patent’s subject mat-
ter can be proved obvious is by noting that
there existed at the time of invention a
known problem for which there was an
obvious solution encompassed by the pat-
ent claims.”).

Takeda, 492 F.3d at 1356. Accordingly, I
think the district court clearly erred in con-
cluding that KSR was not relevant to the
question of obviousness here.

6. See also Pfizer, Inc. v. Apotex, Inc., 480 F.3d
1348, 1362 (Fed.Cir.2007) (““[It] is irrelevant
[to the question of obviousness] that none of
the anions specifically listed in the '909 pat-
ent have a cyclic structure, because the moti-
vation to make amlodipine besylate here is
gleaned not only from the prior art as a whole
rather than the '909 patent alone, but also
from the nature of the problems encountered
with the amlodipine maleate tablet formula-
tions sought to be solved by the inventors of
the '303 patent.”).
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Third, the long standing precedent of
this court and our predecessor, recently
highlighted and relied upon in Pfizer is
that “discovery of an optimum value of a
variable” in a known process or composi-
tion is “usually obvious.” 480 F.3d at 1368
(citing In re Peterson, 315 F.3d 1325, 1330
(Fed.Cir.2003); In re Boesch, 617 F.2d
272, 276 (CCPA 1980); In re Aller, 42
C.C.P.A. 824, 220 F.2d 454, 456 (1955)).
Accordingly, in Pfizer, for example, the
court found that the optimization of a
pharmaceutical compound to determine
which acid salt was best was obvious,
where “the prior art heavily suggests the
particular anion used to form the salt.”
Id. Similarly, here, if the PK parameters
claimed were well known, and only routine
experimentation by someone skilled in the
art would have been necessary, in light of
the HPMC formulations disclosed by the
'422 publication and '571 publication, to
create an ER clarithromycin-HPMC for-
mulation with the claimed PK parameters,
this would be sufficient to create a prima
facie case of obviousness.

Accordingly, the district court erred in
concluding that the fact that the '422 pub-
lication and '190 patent did not disclose
the PK limitations of the asserted claims
precluded a finding of obviousness. This
legal error constitutes an abuse of discre-
tion. And contrary to the holding of the
district court, Sandoz has raised a “sub-
stantial question concerning” the obvious-
ness of the asserted claims. On this basis,
I would reverse the decision of the district
court.

III.

Sandoz also argues that several acts by
Abbott during the prosecution of its patent
application constitute inequitable conduct
and, thus, show that the district court
abused its discretion in not rejecting the
motion for a preliminary injunction based
on the likelihood that the patents would be
declared unenforceable.

The Patent Examiner initially rejected
the claims of the '718 application and re-
quested that Abbott show that one of its
prior art compositions of clarithromycin,
which was described as an immediate re-
lease pediatric suspension formula, did not
have the same extended release properties
as Abbott’s claimed invention. In re-
sponse, Abbott submitted a declaration by
Linda Gustavson stating that the C,,, of
the ER clarithromycin “is statistically sig-
nificantly lower than that for IR formula-
tion given twice daily.” J.A. 10015. Ab-
bott now admits that this statement was
incorrect—that the data Gustavson relied
on did not show a statistically significant
lowering of the C,,—but only a non-sta-
tistically significant apparent lowering, and
Gustavson herself admits that she never
performed any statistical analysis of the
data and would not have known how to do
it.

The district court found that the con-
cededly false statement was immaterial
since all the Examiner asked was whether
the two products have the same PK prop-
erties. According to the district court,
“[gliven the accuracy of the ultimate con-
clusion—that the extended release formu-
lation was indeed different from the im-
mediate release suspension formulation,
Gustavson’s declaration of a ‘statistically
significantly lower’ Cmax is immaterial de-
spite the fact that it satisfies the definition
of ‘material’ provided by 37 C.F.R.
§ 1.56(b).” Sandoz I, 500 F.Supp.2d at
822. The district court reasoned that de-
spite meeting the standard for materiality
of § 1.56(b) a reasonable examiner would
not have considered the statement impor-
tant. Moreover, the district court empha-
sized that no claim of the '718 patent
requires the extended release formulation
to have a statistically significant lower
Cax than the immediate release formula-
tion.
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The Gustavson statement was material,
or more to the point, there is substantial
likelihood that Sandoz would be able to so
establish at the merits stage. First, con-
trary to the erroneous conclusion of the
district court, we have held that “all mis-
statements or admissions that satisfy [37
C.F.R. § 1.56(b)] are considered materi-
al.” Momnsanto Co. v. Bayer Bioscience
N.V, 514 F.3d 1229, 1237 n. 11 (Fed.Cir.
2008). In addition, while no claim element
in the '718 patent specifically states that
the C,.. value must be statistically signifi-
cantly lower, it does require C,,, values
that are “lower” than in the immediate
release formulation. Despite the fact that
in other claim elements Abbott uses the
term “statistically significantly lower,” it is
far from clear that one can establish that
the C,.« value is lower if the data does not
show a statistically significant difference,
which by definition, as ordinarily under-
stood, means that the data cannot conclu-
sively establish that there is a real differ-
ence. This court previously recognized
that “there is little in the ['718] patent
itself that establishes the differences (if
any) between parameters that are simply
‘lower’ rather than ‘statistically significant-
ly lower.”” Amndrx, 452 F.3d at 1339 n. 4.
Moreover, regardless of the claim con-
struction, it would be important (if not
dispositive) to a reasonable examiner to
know that Abbott did not have data which
showed a lower C,,, to any statistical sig-
nificance over the structurally similar prior
art suspension formulas in deciding wheth-
er to allow the claim over this prior art.

7. The written description of the '718 patent
states that “The mean DFL values for the
controlled release formulation [another Ab-
bott prior art reference disclosing a clari-
thromycin formulation] and for the IR are
substantially equal in value....” '718 Patent,
col.11 11.18-19. And it explains that lower
DFL values for the ER formulation of the
'718 patent show that it provides “less varia-
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On this basis alone, the district court
abused its discretion because it created
such a high bar for materiality that in
essence no statement or withholding of
information would be material if it would
not change the ultimate outcome of allow-
ing the patent. This is inconsistent with
our precedent. See, e.g., Hoffmann—La
Roche, Inc. v. Promega Corp., 323 F.3d
1354, 1368 (Fed.Cir.2003) (“The fact that
the examiner did not have to rely on the
purity representations in issuing the pat-
ent is not inconsistent with a finding of
materiality. Although the inventors’ state-
ments regarding purity were not the prin-
cipal focus of the office action response,
they were clearly an important aspect of it.
Under the circumstances, a reasonable ex-
aminer would have wanted to know that
the patentability argument based on purity
was unsupported by the experimental re-
sults cited by the inventors.” (internal cita-
tion omitted)); Merck & Co. v. Danbury
Pharmacal, Inc., 873 F.2d 1418, 1421 (Fed.
Cir.1989) (rejecting a “but for” standard of
materiality).

In addition, while the district court did
not reach the issue of intent, the fact that
Gustavson submitted a declaration to the
PTO in which she claimed to have found a
statistically significant lowering of C,,,, de-
spite now admitting to never having done
any statistical analysis is sufficient circum-
stantial evidence of intent to raise a sub-
stantial question of inequitable conduct, if
not necessarily to prove inequitable con-
duct on the merits.

The district court also found that the
failure by Abbott to disclose a new study ?

ble clarithromycin concentrations throughout
the day than the IR and the sustained release
compositions.” '718 Patent, col.11 11.25-26.
These statements were correct based on
three studies that had been done prior to
filing the application. However, a new study
W98-268, which Gustavson had knowledge
of, and which issued while the application
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was immaterial because Abbott simply
“chose to rely on the results of several
other studies that showed differing mean
DFL values” and the totality of the evi-
dence demonstrates that the prior art for-
mulation did not have the “same broad PK
properties as those claimed for the ER
formulation.” Sandoz I, 500 F.Supp.2d at
824. The test is not whether the Examin-
er would have refused to allow the patent
to issue without the information, but just
whether it would have been “important” to
her consideration. Here the extent the
PK parameters of the ER formulation dif-
fered from the clarithromycin formulations
in the prior art was the primary focus of
the examiner’s concerns regarding patent-
ability, and Abbott’s ability to establish
sufficient differences was the basis for al-
lowing the claims. It was not for Abbott
to decide unilaterally that it preferred the
results of one set of studies that supported
patentability and therefore could ignore
studies reaching the opposite result. Cf.
Paragon Podiatry Lab. v. KLM Labs., 984

was pending, found that there was a statisti-
cally significant lower DFL value for the sus-
tained release formulas than the IR formulas.

F.2d 1182, 1193 (Fed.Cir.1993) (finding in-
equitable conduct for failure to disclose
sales data and noting that “where the deci-
sion of whether or not to disclose sales
before the critical date is close, the case
should be resolved by disclosure, not by
the applicant’s unilateral decision.”).

Accordingly, I would also vacate the pre-
liminary injunction based on the allega-
tions of inequitable conduct. The evidence
raises a substantial question of unenforce-
ability that makes the patents vulnerable
to being found unenforceable at trial.
Thus, the district court erred when it con-
cluded that Abbott had shown it would
likely succeed on the merits.

Because of the reasons stated above, I
would reverse the district court on the
basis that there are substantial questions
of both validity and enforceability of the
'718 patent preventing a finding of likeli-
hood of success on the merits.
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Gustavson, however, failed to disclose the re-
sults of this new study.



