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Background: Patentee brought action against generic
drug manufacturer, alleging infringement of patent for
blood glucose-lowering drug. The United States District
Court for the Eastern District of Michigan, Avern Cohn,
J., 656 F.Supp.2d 729, entered an injunction directing
patentee to request the Food and Drug Administration
(FDA) to replace patentee's patent use code listing for
the drug in the Orange Book with the former listing, and
patentee appealed.

Holding: The Court of Appeals, Rader, Circuit Judge,
held that Hatch-Waxman Act provided a limited coun-
terclaim to a generic manufacturer in an infringement
action only if the drug patent did not claim any ap-
proved methods of using the listed drug, and therefore
counterclaim was not available on ground that drug pat-
ent did not claim “all approved methods.”

Reversed and vacated.
Clevenger, Circuit Judge, filed concurring opinion.

Dyk, Circuit Judge, filed dissenting opinion.
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*1360 Mark A. Perry, Gibson, Dunn & Crutcher LLP,
of Washington, DC, argued for plaintiffs-appellants.
With him on the brief were Josh A. Krevitt, of New
York, NY; Wayne Barsky, of Los Angeles, CA; and Mi-
chael A. Sitzman, of San Francisco, CA.

James F. Hurst, Winston & Strawn LLP, of Chicago, IL,
argued for defendants-appellees. With him on the brief
were Charles B. Klein and Scott H. Blackman, of Wash-
ington, DC; David S. Bloch, of San Francisco, CA. Of
counsel was Andrew Nichols, of Washington, DC.

Before RADER, CLEVENGER, and DYK, Circuit
Judges.

Opinion for the court filed by Circuit Judge RADER.
Concurring opinion filed by Circuit Judge CLEV-
ENGER. Dissenting opinion filed by Circuit Judge
DYK.

The United States District Court for the Eastern
District of Michigan entered an injunction directing
Novo Nordisk A/S and Novo Nordisk, Inc.
(collectively, “Novo™) to request the U.S. Food and
Drug Administration (“FDA”) to replace Novo's patent
use code U-968 listing for Prandin ® in the Orange
Book with the former U-546 listing. Because Caraco
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Pharmaceutical Laboratories, Ltd. (“Caraco”) does not
have a statutory basis to assert a counterclaim request-
ing such injunctive relief, this court reverses and va-
cates the injunction.

L

This case arises under the Drug Price Competition
and Patent Term Restoration Act of 1984, Pub.L. No.
98-417, 98 Stat. 1585 (1984) (codified at 21 U.S.C. §§
355, 360cc; 35 U.S.C. §§ 156, 271), as amended by the
Medicare Prescription Drug Improvement and Modern-
ization Act of 2003, Pub.L. No. 108-173, 117 Stat.2066
(2003) (collectively, the “Hatch-Waxman Act”). The
Hatch-Waxman Act strikes a balance between two po-
tentially competing policy interests-inducing pioneering
development of pharmaceutical formulations and meth-
ods and facilitating efficient transition to a market with
low-cost, generic copies of those pioneering inventions
at the close of a patent term. See Andrx Pharms., Inc. v.
Biovail Corp., 276 F.3d 1368, 1371 (Fed.Cir.2002).

Title 21 prohibits sale of a new drug without FDA
approval. 21 U.S.C. § 355(a). To obtain that approval, a
pioneering manufacturer must file a new drug applica-
tion (“NDA”), containing clinical studies of the drug's
safety and efficacy. 21 U.S.C. § 355(b)(1). As part of
the NDA process, the manufacturer must also identify
all patents that claim the drug or a method of use:

The applicant shall file with the application the patent
number and the expiration date of any patent which
claims the drug for which the applicant submitted the
application or which claims a method of using such
drug and with respect to which a claim of patent in-
fringement could reasonably be asserted if a person
not licensed by the owner engaged in *1361 the man-
ufacture, use, or sale of the drug.

21 U.S.C. § 355(b)(1)(G) (emphases added).
If the patent information described in subsection (b)
of this section could not be filed with the submission
of an application under subsection (b) of this section
..., the holder of an approved application shall file
with the Secretary the patent number and the expira-
tion date of any patent which claims the drug for
which the application was submitted or which claims
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a method of using such drug and with respect to
which a claim of patent infringement could reason-
ably be asserted if a person not licensed by the owner
engaged in the manufacture, use, or sale of the drug.

21 U.S.C. § 355(¢c)(2) (emphases added).

The FDA has authority to promulgate regulations
for the efficient enforcement of these provisions. 21
U.S.C. § 371. Under those regulations, a pioneering
manufacturer files with the FDA the patent number and
the expiration date of any applicable patents by submit-
ting Form 3542a (“Patent Information Submitted with
the Filing of an NDA, Amendment, or Supplement”) or
Form 3542 (“Patent Information Submitted Upon and
After Approval of an NDA or Supplement”). 21 C.F.R.
§ 314.53 (2009). If the patent claims one or more meth-
ods of using the NDA drug, Forms 3542a and 3542 re-
quire a description of each of those processes. Id. This
description is commonly known as the “use code narrat-
ive.” The FDA assigns a unique number, known as a
“use code,” to each description. The FDA publishes a
list of drugs, along with the applicable patents and their
associated use codes, in its Approved Drug Products
With Therapeutic Equivalence Evaluations, commonly
known as the “Orange Book.”

A manufacturer that seeks to market a generic copy
of these listed drugs may submit an abbreviated new
drug application (“ANDA”). 21 U.S.C. § 355(). The
ANDA process streamlines FDA approval by allowing
the generic manufacturer to rely on the safety and effic-
acy studies of a drug already listed in the Orange Book
upon a showing of bioequivalence. 21 U.S.C. §

355G)(2)(A)(iv).

As part of the ANDA process, a generic manufac-
turer must make a certification addressing each patent
identified in the Orange Book pertaining to its drug. 21
U.S.C. § 355(3)(2)(A)(vii). Specifically, the generic
manufacturer must select one of four alternatives per-
mitting use of the patented product or process: (I) no
such patent information has been submitted to the FDA;
(IT) the patent has expired; (III) the patent is set to ex-
pire on a certain date; or (IV) the patent is invalid or
will not be infringed by the manufacture, use, or sale of
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the generic drug. 21 U.S.C. § 355(j)(2)(A)(vii).

Often pharmaceutical formulations have multiple
uses and applications. After expiration of the patent on
the composition itself, only some of those uses may en-
joy continued protection as patented methods. If a gen-
eric manufacturer wishes to seek FDA approval for a
use not covered by a method-of-use patent for a listed
drug, it must make a “section viii statement.” 21 U.S.C.
§ 355()(2)(A)(viii). Along with the section viii state-
ment, the generic manufacturer must submit a proposed
label to the FDA that does not contain the patented
method of using the listed drug. When considering ap-
proval of these requests for a use not covered by a pat-
ent, the FDA relies on the applicable patent's use code
narrative to determine the scope of the patented method.
Applications for FDA Approval to Market a New Drug,
68 Fed.Reg. 36676, 36682 (June 18, 2003). The FDA
approves the section viii statement only where there is
no overlap between the *1362 proposed carve-out label
submitted by the generic manufacturer and the use code
narrative submitted by the pioneering manufacturer. /d.

The Hatch-Waxman Act facilitates early resolution
of disputes between pioneering and generic manufactur-
ers. To achieve this objective, the Act makes a Para-
graph IV certification into an act of patent infringement.
35 U.S.C § 271(e)(2). A generic manufacturer that files
a Paragraph IV certification must give notice to the pat-
entee and the NDA holder and provide a detailed basis
for its belief that the patent is invalid or not infringed.
21 U.S.C. § 355()(2)(B)(i). The patentee then has forty-
five days to sue the generic manufacturer for infringe-
ment. 21 U.S.C. § 355()(5)(B)(iii). If the patentee does
not sue, the FDA may approve the ANDA. If the pat-
entee sues, the FDA may not approve the ANDA until
expiration of the patent, resolution of the suit, or thirty
months after the patentee's receipt of notice, whichever
is earlier. 21 U.S.C. § 355()(5)(B)(iii). The court enter-
taining this suit has discretion to order a shorter or
longer stay if “either party to the action fail[s] to reas-
onably cooperate in expediting the action.” /d.

The Hatch-Waxman Act enables a generic manu-
facturer in a Paragraph IV suit to assert a counterclaim
challenging the accuracy of the “patent information”
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submitted to the FDA:

[The ANDA] applicant may assert a counterclaim
seeking an order requiring the holder to correct or de-
lete the patent information submitted by the holder
under subsection (b) or (c) of this section on the
ground that the patent does not claim either-

(aa) the drug for which the application was ap-
proved; or

(bb) an approved method of using the drug.

21 U.S.C. § 355()(5)(C)(ii)(I). This counterclaim
provision was not part of the original Hatch-Waxman
Act. Rather the Medicare Prescription Drug Improve-
ment and Modernization Act of 2003, Pub.L. No.
108-173, 117 Stat.2066 (2003) added this counterclaim
provision to permit challenges to patent information at
the FDA. The interpretation of this counterclaim provi-
sion is the central issue in this case.

II.

Novo markets and distributes the drug repaglinide
under the brand name PRANDIN. PRANDIN is an ad-
junct to diet and exercise to improve glycemic control
in adults with type 2 diabetes (non-insulin dependent
diabetes mellitus). The FDA has approved PRANDIN
for three uses: (1) repaglinide by itself (i.e., monother-
apy); (2) repaglinide in combination with metformin;
and (3) repaglinide in combination with thiazolidinedi-
ones (“TZDs”). Novo Nordisk, Inc. holds the approved
NDA for PRANDIN.

The Orange Book lists two patents for PRANDIN.
U.S. Patent No. RE 37,035 (the “'035 patent”) claims,
inter alia, the chemical composition of repaglinide. The
'035 patent expired on March 14, 2009. U.S. Patent No.
6,677,358 (the “'358 patent”) claims, inter alia, re-
paglinide in combination with metformin:

A method for treating non-insulin dependent diabetes
mellitus (NIDDM) comprising administering to a pa-
tient in need of such treatment repaglinide in combin-
ation with metformin.

'358 patent, claim 4. The '358 patent expires on
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June 12, 2018. Novo Nordisk A/S owns the '358 patent.
Novo does not own patents claiming the other two ap-
proved methods of using repaglinide to treat type 2 dia-
betes. The FDA initially assigned the '358 patent the use
code “U-546-Use *1363 of repaglinide in combination
with metformin to lower blood glucose.”

On February 9, 2005, Caraco filed an ANDA for
the drug repaglinide. The ANDA initially contained a
Paragraph III certification for the '035 patent and a
Paragraph IV certification for the '358 patent. On June
9, 2005, Novo initiated an infringement action against
Caraco. In April 2008, Caraco stipulated that its ANDA
would infringe the '358 patent if it included a label that
discussed the combination of repaglinide and metform-
in. At around the same time, Caraco submitted an
amended ANDA with a Paragraph IV certification for
the '358 patent and a section viii statement declaring
that Caraco was not seeking approval for the repaglin-
ide-metformin combination therapy. The FDA indicated
that it would approve Caraco's proposed carve-out label.
Novo moved for reconsideration on the ground that al-
lowing the carve-out would render the drug less safe
and effective.

On May 6, 2009, Novo submitted an amended Form
3542 for PRANDIN in which Novo updated its use code
narrative for the '358 patent. The FDA removed the use
code U-546 from the Orange Book for PRANDIN and
substituted the new use code “U-968-A method for im-
proving glycemic control in adults with type 2 diabetes
mellitus.” The FDA then denied Novo's request for re-
consideration as moot in light of the new use code. Ac-
cording to the FDA, the factual predicate on which the
FDA's permissive carve-out determination had rested no
longer applied. The FDA then disallowed Caraco's sec-
tion viii statement, because its proposed carve-out label
overlapped with the use code U-968 for the '358 patent.
As a result, Caraco's current label now includes the re-
paglinide-metformin combination therapy, which is
stipulated to infringe claim 4 of the '358 patent.

On June 11, 2009, Caraco amended its answer and
counterclaim. Caraco added a counterclaim under 21
U.S.C. § 355(3)(5)(C)(ii), requesting an order requiring
Novo to change the use code for the '358 patent in refer-
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ence to PRANDIN from U-968 to U-546. Caraco
claimed that the use code U-968 was overbroad because
it incorrectly suggested that the '358 patent covered all
three approved methods of using repaglinide even
though it claimed only one approved method. Caraco
also added a patent misuse defense, asserting that Novo
misrepresented the scope of the '358 patent in its use
code narrative.

On June 29, 2009, Novo moved to dismiss Caraco's
new counterclaim and to strike the patent misuse de-
fense. The district court denied Novo's motions. Caraco
then moved for summary judgment on both the new
counterclaim and the patent misuse defense. On sum-
mary judgment, the district court granted Caraco's mo-
tion on the counterclaim and declined to address the
patent misuse defense. The district court found that
Novo had improperly filed an overbroad use code nar-
rative for the '358 patent. On September 25, 2009, the
district court entered the following injunction:

Novo Nordisk is hereby directed by mandatory in-
junction under 21 U.S.C. § 355()(5)(C)(ii)(1)(bb) to
correct within twenty (20) days from the date of this
Order and Injunction its inaccurate description of the '
358 patent by submitting to FDA an amended Form
FDA 3542 that reinstates its former U-546 listing for
Prandin and describes claim 4 of the '358 patent in
section 4.2b as covering the “use of repaglinide in
combination with metformin to lower blood glucose.”

Novo Nordisk A/S v. Caraco Pharm. Labs., Ltd.,
656 F.Supp.2d 729, 730 (E.D.Mich. 2009).

*1364 Given the urgency of Novo's situation, Novo
filed a motion in this court for an expedited appeal from
the district court's order. This court granted Novo's mo-
tion to expedite briefing. Novo also filed a motion for a
stay of the injunction pending appeal and a stay of trial
court proceedings. This court ordered a stay of the in-
junction pending disposition of this appeal but declined
to stay trial court proceedings. Because the district court
had jurisdiction under 28 U.S.C. §§ 1331 and 1338(e),
this court has jurisdiction under 28 U.S.C. § 1292(c)(1).

III.
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[1][2] This court reviews the grant of an injunction
for an abuse of discretion. Cross Med. Prods., Inc. v.
Medtronic Sofamor Danek, Inc., 424 F.3d 1293,
1301-02 (Fed.Cir.2005). To the extent that an injunction
is premised upon an issue of law, such as statutory in-
terpretation, this court reviews that issue without defer-
ence. See Sanofi-Synthelabo v. Apotex, Inc., 470 F.3d
1368, 1374 (Fed.Cir.2006).

[3] Statutory construction “begins with ‘the lan-
guage of the statute.” ” Hughes Aircraft Co. v. Jacob-
son, 525 U.S. 432, 438, 119 S.Ct. 755, 142 L.Ed.2d 881
(1999) (quoting Estate of Cowart v. Nicklos Drilling
Co., 505 U.S. 469, 475, 112 S.Ct. 2589, 120 L.Ed.2d
379 (1992)). This court derives the plain meaning of the
statute from its text and structure. Electrolux Holdings,
Inc. v. United States, 491 F.3d 1327, 1330
(Fed.Cir.2007) (citation omitted). If the statutory lan-
guage is unambiguous, the inquiry ends. /d. Neverthe-
less, this court may “look at the legislative history ‘only
to determine whether a clear intent contrary to the plain
meaning exists.” 7 Sharp v. United States, 580 F.3d
1234, 1238 (Fed.Cir.2009) (quoting Glaxo Operations
UK Ltd. v. Quigg, 894 F.2d 392, 396 (Fed.Cir.1990)).
To overcome the plain meaning of the statute, the party
challenging it must establish that the legislative history
provides “an ‘extraordinary showing of contrary inten-
tions.” ” Id. (quoting Garcia v. United States, 469 U.S.
70, 75, 105 S.Ct. 479, 83 L.Ed.2d 472 (1984)).

Iv.

[4] The Hatch-Waxman Act provides a limited
counterclaim to a generic manufacturer in a Paragraph
IV infringement action. The Act authorizes the generic
manufacturer to assert a counterclaim “on the ground
that the patent does not claim either (aa) the drug for
which the application was approved; or (bb) an ap-
proved method of using the drug. ” 21 U.S.C. §
355@G)(5)(C)(ii)(I) (emphases added).

Novo and Caraco agree that the '358 patent claims
only one of the three approved methods of using
PRANDIN (i.e., repaglinide in combination with met-
formin). Novo asserts that the counterclaim is available
only if the ' 358 patent does not claim any approved
methods. Caraco argues that it is entitled to the counter-
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claim because the '358 patent does not claim two of the
approved methods of PRANDIN use. In other words,
Novo reads “an approved method” in the counterclaim
statute as “any approved method” while Caraco reads it
as “all approved methods.”

This court detects no ambiguity in the statutory lan-
guage. When an indefinite article is preceded and quali-
fied by a negative, standard grammar generally provides
that “a” means “any.” See, e.g., American Heritage Dic-
tionary of the English Language 1 (4th ed.2006)
(defining “a” as “[a]ny” in the example “not a drop to
drink”); Random House Webster's Unabridged Diction-
ary 1 (2d ed.2001) (defining the indefinite article “a” as
“any” or “a single” in the example “not a one”); see also
Barnhart v. Thomas, 540 U.S. 20, 26, 124 S.Ct. 376,
157 L.Ed.2d 333 (2003) (adopting a construction that is
“quite sensible*1365 as a matter of grammar”) (citation
omitted).

The rest of the counterclaim provision also does not
support Caraco's interpretation. In the context of this
case, the statutory language “an approved method of us-
ing the drug” refers to the approved methods of using
the listed drug, PRANDIN. This language cannot refer
to the methods of using Caraco's generic drug, because
the FDA has not yet approved Caraco's ANDA. There-
fore, the Hatch-Waxman Act authorizes a counterclaim
only if the listed patent does not claim any approved
methods of using the listed drug.

Although the statutory language on its face presents
no ambiguities, this court nonetheless examines the le-
gislative history to make sure that it does not contain
any clear intent to the contrary. Before the amendment
to the Hatch-Waxman Act in 2003, private litigants
could not challenge FDA submissions at all. Buckman
Co. v. Plaintiffs' Legal Comm., 531 U.S. 341, 349, 121
S.Ct. 1012, 148 L.Ed.2d 854 (2001). Novo and Caraco
agree that the counterclaim provision responded to this
court's decision in Mylan Pharms., Inc. v. Thompson,
268 F.3d 1323 (Fed.Cir.2002). In Mylan, the Orange
Book listed a patent as covering the FDA-approved
drug BuSpar. /d. at 1330-31. Mylan, a generic manufac-
turer, asserted that the patent “did not claim BuSpar or
an approved method of using BuSpar.” Id. at 1331. This
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court held that Mylan did not have a private cause of ac-
tion to delist the allegedly irrelevant patent from the Or-
ange Book. /d. The 2003 amendment used exact lan-
guage from Mylan in the new counterclaim provision.
This choice of legislative language suggests that the
2003 Amendment sought to correct the specific issue
raised in Mylan, i.e., to deter pioneering manufacturers
from listing patents that were not related at all to the
patented product or method. Thus, the language selected
for this Amendment supports this court's interpretation
that “an approved method” means “any approved meth-
od.” A patent listing that covers one amongst several
approved methods of using a formulation protects that
patented method and thus bears a direct relation to the
purpose of Orange Book listings. This court does not
detect a situation such as the one occurred in Mylan.

This case also suggests that this court should ad-
dress the relationship between section viii and the coun-
terclaim provision. Section viii addresses scenarios
where a patent claims at least one, but not all, approved
methods of wusing a drug. See 21 U.S.C. §
355()(2)(A)(viii). This court recognizes that a broad
use code covering all uses of a pharmaceutical could re-
quire generic manufacturers to prove specifically that
their use will not overlap with and infringe the patented
use. This proof, under Hatch-Waxman procedures, will
take the form of a Paragraph I'V lawsuit. In that context,
the generic may provide proof that their use will not
cause infringement of the patented use. This court per-
ceives that the Hatch-Waxman Act will thus ensure that
a generic drug for non-patented purposes will not be
used for patented purposes via a simple section viii cer-
tification. Instead, the generic manufacturer will need to
alleviate the risk of infringement or induced infringe-
ment in a proceeding that fully tests for infringement
and its implications, including potential health and
safety risks. Thus, the Act again facilitates efficient res-
olution of disputes concerning potential overlapping of
protected and unprotected uses. The Act seeks to strike
a balance of the pioneering and generic manufacturers'
interests.

As Judge Clevenger points out, Caraco's real com-
plaint should lie with the FDA, not with Novo. Had it
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not been for the FDA's regulatory action, Caraco could
have asserted in a Paragraph IV lawsuit *1366 that its
proposed labeling did not infringe the '358 patent. It
was the FDA, not Novo, that tipped the careful balance
in the favor of pioneering manufacturers.

V.

[5] As further indication of balancing interests and
creation of an efficient dispute resolution mechanism,
this court notes that the Act, by its terms, does not allow
generic manufacturers to counterclaim unless the listed
patent bears no relation to the listed drug. To be more
specific, the terms of the counterclaim provision do not
authorize an order compelling the patent holder to
change its use code narrative. The counterclaim provi-
sion states that a generic manufacturer can request an
order compelling “the holder to correct or delete the
patent information submitted by the holder under sub-
section (b) or (c).” 21 U.S.C. § 355(G)(S)(O)a)d)
(emphasis added). Subsection (b) requires a pioneering
manufacturer to submit “the patent number and the ex-
piration date of any patent ... which claims a method of
using such drug.” 21 U.S.C. § 355(b)(1) (emphases ad-
ded). Subsection (c) states that “[i]f the patent informa-
tion described in subsection (b) of this section could not
be filed with the submission of an application,” the
holder “shall file with the Secretary the patent number
and the expiration date of any patent ... which claims a
method of using such drug.” 21 U.S.C. § 355(c)(2)
(emphases added).

Thus, the Act defined the term “patent information”
as “the patent number and the expiration date.” See Val-
ley Drug Co. v. Geneva Pharms. Inc., 344 F.3d 1294,
1296-97 (11th Cir.2003) (referring to the patent number
and the expiration date as “this patent information™).
The reference in subsection (c) to “the patent informa-
tion described in subsection (b)” could only mean the
patent number and the expiration date, because no other
“patent information” appears in the statute. Therefore,
to maintain consistency in the statutory terms, “the pat-
ent information” in the counterclaim provision must
also mean the patent number and the expiration date.
Envtl. Def. v. Duke Energy Corp., 549 U.S. 561, 574,
127 S.Ct. 1423, 167 L.Ed.2d 295 (2007) (noting that the
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identical words used in the same act are presumed to
have the same meaning). Thus, the counterclaim provi-
sion only authorizes suits to correct or delete an erro-
neous patent number or expiration date. The authoriza-
tion does not extend to the use code narrative. Once
again, this careful use of language suggests that the Act
facilitates efficient resolution of disputes over the po-
tential overlap of patented and unpatented uses in the
form of a Paragraph IV suit.

Approximately six months before the 2003 Amend-
ment, the FDA promulgated a regulation concerning the
“Submission of Patent Information” in which it requires
a pioneering manufacturer to submit not only the patent
number and the expiration date, but also the use code
narratives and other patent-related information on
Forms 3542a and 3542. See 21 C.F.R. § 314.53. This
regulation appeared to include the use code narrative
under the broader heading of “patent information.” Al-
though this regulation preceded the 2003 Amendment, it
did not change the meaning of the statutory use of the
term “patent information.” As this court has clarified,
“[sJuch opaque timing observations hardly amount to a
‘most extraordinary showing of contrary intentions,” es-
pecially when the language of the statute trumpets its
meaning by itself.” Wyeth v. Kappos, 591 F.3d 1364,
1372 (Fed.Cir.2010). The counterclaim provision does
not mention the FDA regulations or in any way suggest
adoption of a meaning for “patent information” broader
than the express statutory definition. Moreover, this
court owes “no deference is due to agency interpreta-
tions at odds with the plain language of the statute
*1367 itself.” Pub. Employees Ret. Sys. v. Betts, 492
U.S. 158, 171, 109 S.Ct. 2854, 106 L.Ed.2d 134 (1989).
As discussed above, this broader definition would upset
the careful balance that requires a full resolution of the
potential infringement issues involved in overlapping
patented and unpatented uses.

The legislative history does not add any clarity to
the meaning of “patent information.” During the floor
debate, Senators occasionally referred to the need to
correct “patent information.” See, e.g., 149 Cong. Rec.
S15746 (daily ed. Nov. 24, 2003) (statement of Sen.
Schumer) (The counterclaim provision may “delist the

Page 8

patent or correct the patent information in FDA's Or-
ange Book.”). This court must read these statements to
use the term “patent information” consistent with the
express statutory definition. Accordingly, to preserve
the Act's careful balance and to enforce the language of
the statute, the explicit definition of “the patent inform-
ation” as “the patent number and the expiration date”
controls.

VL

[6] Caraco argues that in case this court does not
find that Caraco is entitled to a counterclaim, this court
should affirm the district court's injunction under the
doctrine of patent misuse. Because the judicial doctrine
of patent misuse creates an unusual circumstance where
an infringer can escape the consequences of its in-
fringing conduct because the victim of that tort may
have used its patent rights to gain an unfair competitive
advantage against an unrelated third party, this court ex-
amines such allegations with particularity. See, e.g.,
CR. Bard v. M3 Sys., 157 F.3d 1340, 1372-73
(Fed.Cir.1998) ( “Although the law should not condone
wrongful commercial activity, the body of misuse law
and precedent need not be enlarged into an open-ended
pitfall for patent-supported commerce.”). For instance,
the doctrine may apply where the patentee's misconduct
toward unrelated parties amounted to unfair market be-
nefits beyond the scope of the patent. See Mallinckrodit,
Inc. v. Medipart, Inc., 976 F.2d 700, 704 (Fed.Cir.1992)
. In any event, in this case, the district court, apparently
recognizing the rarity of this situation, expressly de-
clined to address the doctrine of patent misuse. Without
any finding to review, this court declines to adjudicate
this issue in the first instance. See Ecolab, Inc. v. FMC
Corp., 569 F.3d 1335, 1352 (Fed.Cir.2009).

VIL
This court therefore reverses the district court's
grant of summary judgment on Caraco's attempted, but
unsuccessful, counterclaim and vacates the injunction
ordering Novo to correct its use code for the '358 patent
listed in the Orange Book for PRANDIN.

REVERSED and VACATED.

CLEVENGER, Circuit Judge, concurring.
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I agree with Judge Rader's analysis of the relevant
statutory provisions in this case and therefore join the
opinion he writes for the court. I am not as certain as
Judge Rader that the ongoing Paragraph IV litigation
will cleanly resolve the dispute between the parties.

The dissent masks the cause for the dispute
between the parties. Novo did nothing that was illegal
or forbidden. FDA voluntarily requested a change to the
approved indications for PRANDIN ® which required
Novo to use FDA's new approved labeling. The change
also permitted Novo to revise its use code as the relev-
ant FDA form, “Patent Information Submitted Upon and
After Approval of an NDA or Supplement,” expressly
instructed Novo to “[s]Jubmit the description of the ap-
proved indication or method of use that *1368 you pro-
pose FDA include as the ‘Use Code’ in the Orange
Book.” Novo changed its use code to match the new
PRANDIN® indication. Nothing in the record suggests
that Novo is responsible for the labeling change, which,
given the statutory and regulatory framework, happens
to benefit Novo at Caraco's expense.

If not for FDA's request that Novo change its la-
beling to the present broad indication, everything would
have worked properly under the relevant statutes. As
Judge Rader notes, the “efficient dispute resolution
mechanism” was in play. Caraco filed its ANDA for re-
paglinide, and by making its Paragraph IV certification
had committed the statutory act of infringement. Novo
followed with its infringement suit. Caraco was pre-
pared to defend on the grounds that its proposed use of
repaglinide would not induce infringement of the '358
patent. Caraco also filed a section viii statement in light
of the then-approved labeling and use code for PRAND-
IN®, and proposed carve-out language in its labeling to
signify its proposed noninfringing use of repaglinide.
Caraco was thus set to get FDA approval to bring its
generic drug to market and to defend itself in Novo's
Paragraph IV suit.

But FDA, acting independently, gummed up the
works. By requiring a single broad indication for re-
paglinide as part of the approved labeling, FDA created
a situation where Caraco can no longer assert that its
proposed labeling does not infringe the '358 patent. It

Page 9

remains to be seen what impact FDA's action will have
on Caraco's ability to defend itself in the ongoing Para-
graph IV litigation, but FDA's regulatory action
threatens to impair Caraco's ability to disprove infringe-
ment. FDA thus may have inadvertently upset the care-
ful balance of interests represented by the efficient dis-
pute resolution mechanism Congress created in the
Hatch-Waxman Act.

The dissent's fix would be to have United States
District Courts dictate to FDA what indications should
be used on the prescribed labeling for approved drugs,
even though there is nothing illegal, or even incorrect,
about Novo's current use code. There is no basis for a
counterclaim to correct or delete the patent information
submitted by Novo. If a fix is in order under the circum-
stances of this case, it lies with the FDA and Congress
to understand the consequences of changing the ap-
proved repaglinide labeling to a single broad indication,
and corresponding use code, and to remedy the situ-
ation. Laying blame on Novo is wrong.

The counterclaim statute, which the dissent would
expand beyond its literal reach, was designed to cure
the situation presented in Mylan. Congress has not ad-
dressed the fact situation presented in this case. Con-
gress is the appropriate entity to readjust, if necessary,
the delicate balance it has struck between original drug
manufacturers and their generic counterparts.

DYK, Circuit Judge, dissenting.

In 2003, Congress enacted the counterclaim provi-
sion of the Hatch-Waxman Act in order to prevent ma-
nipulative practices by patent holders with respect to the
Orange Book listings. These practices were designed to
delay the onset of competition from generic drug manu-
facturers. See Medicare Prescription Drug, Improve-
ment, and Modernization Act of 2003, Pub.L. No.
108-173, § 1101(a)(2)(C), 117 Stat.2066, 2452 (codified
at 21 U.S.C. § 355(G)(5)(C)(ii)) (“the counterclaim
amendment”). In my view, the majority, in reversing the
district court, now construes the statute contrary to its
manifest purpose and allows the same manipulative
practices to continue in the context of method patents.
The amendment was designed to permit the courts to or-
der correction*1369 of information published in the Or-
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ange Book, yet under the majority's opinion, erroneous
Orange Book method of use information cannot be cor-
rected. I respectfully dissent.

I

In 1984, Congress enacted the Drug Price Competi-
tion and Patent Term Restoration Act, commonly
known as the “Hatch-Waxman Act.” Pub.L. No. 98-417,
98 Stat. 1585 (1984) (codified at 21 U.S.C. § 355 and
scattered sections of 35 U.S.C.). Under the Hatch-
Waxman Act, Congress required the Food and Drug
Administration (“FDA”) to maintain and publish a list
of patents associated with approved drugs and methods
of use. See id. § 102(a)(1). The FDA has implemented
this provision by publishing this list in its publication,
Approved Drug Products with Therapeutic Equivalence
Evaluations (the “Orange Book™). See 21 C.F.R. §
314.53(c)(2)(1)(0O). The statute is complicated, but
its operation in the present context is not.

FNI1. See also Applications for FDA Approval
to Market a New Drug: Patent Submission and
Listing Requirements and Application of
30-Month Stays on Approval of Abbreviated
New Drug Applications Certifying that a Patent
Claiming a Drug Is Invalid or Will Not Be In-
fringed, 68 Fed.Reg. 36,676, 36,686 (June 18,
2003) (codified at 21 C.F.R. pt. 314) (“Report
and Order Accompanying the Patent Listing
Rule”).

A

Under the Food, Drug, and Cosmetic Act
(“FDCA”), a drug manufacturer must secure approval
from the FDA for the sale of any drug in interstate com-
merce. 21 U.S.C. § 355(a). To do so, the manufacturer
files a New Drug Application (“NDA”) with the FDA to
secure approval for a “new drug,” 21 U.S.C. § 355(b)(1)
, a term which encompasses a new use for an existing
drug, see 21 C.F.R. § 310.3(h)(4). The application re-
quires that the manufacturer specify the drug (or drugs)
in question and the proposed method (or methods) of
use. See 21 C.F.R. § 314.53(b)-(c). The drug cannot be
sold until the FDA has approved the drug for the partic-
ular method of use, 21 U.S.C. § 355(a), (b)(1), and the
method of use is required to appear on the label, 21
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U.S.C. § 352(f); 21 C.F.R. pt. 201, id. § 314.125(b)(8).
Section 355(b) also requires the NDA filer to list all
patents “with respect to which a claim of patent in-
fringement could reasonably be asserted” by patent
number and expiration date with its NDA application,
21 U.S.C. § 355(b)(1), while section 355(c)(2) requires
NDA applicants to provide the same information with
respect to patents issuing after the NDA application was
approved, id. § 355(c)(2). This information, referred to
as “information submitted ... under subsection (b) or
(c)” or “patent information,” is published in the Orange
Book. Id. § 355(b)(1), (c)(2).

A generic manufacturer may piggyback on the
safety and efficacy data the original drug manufacturer
submitted in its NDA, and may seek approval for an
identical method of use for its identical generic product
by submitting an “Abbreviated New Drug Application,”
or “ANDA.” See id. § 355(j). If a patent is listed in the
Orange Book for a drug or method of use covered by
the NDA, the generic is generally required to certify
that the patent has expired or is invalid or will not be in-
fringed by the sale or use of the drug for which the AN-
DA is submitted. Id. § 355()(2)(A)(vii). In what is
called a “paragraph IV” certification regarding nonin-
fringement and invalidity, approval is stayed pending
the outcome of court litigation to determine infringe-
ment and validity. Recognizing that some NDAs
would *1370 cover both uses covered by a patent and
uses not covered by a patent, Congress enacted “section
viii,” which allows the ANDA applicant to limit its ap-
plication to unpatented uses, and to secure approval for
those unpatented uses. Id. § 355()(2)(A)(viii); H.R.
Rep. No. 98-857 pt. 1, at 22 (1984), as reprinted in
1984 U.S.C.C.A.N. 2647, 2655.

FN2. Where the applicant makes this paragraph
IV certification, the patentee has forty-five
days to bring suit for infringement of the patent
that is the subject of the generic manufacturer's
certification, and the approval of the ANDA is
stayed for a period of thirty-months (or until
the resolution of the infringement suit,
whichever is shorter). See 21 U.S.C. §
355()(5)(B)(iii). The first ANDA applicant to
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make a paragraph IV certification benefits from
a 180-day period of marketing exclusivity, id. §
355()(5)(B)(ii)(IV)(iv), a provision intended
encourage generic manufacturers to undertake
challenges to patents claimed to cover brand
drugs. See Teva Pharms. USA, Inc. v. Sebelius,
595 F.3d 1303, 1318 (D.C.Cir.2010).

Some NDA filers realized that they could block
generic competition by making unwarranted claims to
patent coverage, for example, by listing in the Orange
Book a patent for a drug or method of use when in fact
the patent was clearly inapplicable. The FD% I\r}e3peatedly
declined to police the Orange Book listings, and be-
fore the enactment of the counterclaim provision in
2003, we held that the courts could not do so through
declaratory judgments. See Mylan Pharms., Inc. v.
Thompson, 268 F.3d 1323, 1332-33 (Fed.Cir.2001).

FN3. The FDA has consistently held the posi-
tion that its role in listing patents in the Orange
Book is “ministerial,” and that establishing an
administrative process for reviewing patents,
assessing patent challenges, and de-listing pat-
ents would involve patent law issues that are
beyond its expertise and authority. See, e.g.,
Report and Order Accompanying the Patent
Listing Rule, 68 Fed.Reg. at 36,683.

Congress responded by enacting the counterclaim
amendment as part of the “Greater Access to Affordable
Pharmaceuticals Act” (“Gregg-Schumer Bill”), enacted
in 2003. S. 1225, 108th Cong. (2003). The counterclaim
amendment provides:

(i1) Counterclaim to infringement action.-

() In general.-If an owner of the patent or the hold-
er of the approved application under subsection (b) of
this section for the drug that is claimed by the patent
or a use of which is claimed by the patent brings a
patent infringement action against the applicant, the
applicant may assert a counterclaim seeking an order
requiring the holder to correct or delete the patent in-
Jormation submitted by the holder under subsection
(b) or (c) of this section on the ground that the patent
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does not claim either-

(aa) the drug for which the application was ap-
proved; or

(bb) an approved method of using the drug.

21 U.S.C. § 355(G)(5)(C)(ii) (emphases added).
Thus, the amendment allows an ANDA applicant, who
is defending against a patent infringement suit brought
by the holder of the NDA, to assert a counterclaim to
correct or delete the Orange Book “patent information
submitted ... under subsection (b) or (¢)” on the ground
that the patent does not claim “the drug for which the
application was approved” or “an approved method of
using the drug.” We have not previously construed this
provision. The majority now holds that the counterclaim
provision is unavailable to correct erroneous method of
use information in the Orange Book-on two separate
grounds.

II
A
In my view, the majority has misconstrued the term
“patent information submitted*1371 ... under subsection
(b) or (c).” Id. § 355G)(5)(C)(ii)(I). In the majority's
view, method of use information is not “patent informa-
tion.” The majority construes the term as limited to the
patent number and expiration date: “[T]he Act defined
the term ‘patent information’ as ‘the patent number and
the expiration date.” ” Majority Op. at 1366. There is, in
fact, no definition of “patent information” in the statute,
and in reaching this construction, the majority ignores
critical statutory language. The statute requires the
NDA applicant to

file with the application the patent number and the ex-
piration date of any patent which claims the drug for
which the applicant submitted the application or
which claims a method of using such drug and with
respect to which a claim of patent infringement could
reasonably be asserted if a person not licensed by the
owner engaged in the manufacture, use, or sale of the
drug.

21 U.S.C. § 355(b)(1) (emphases added). Thus, the
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statute requires the NDA applicant to list patents claim-
ing a drug or method of use “with respect to which a
claim of patent infringement could reasonably be asser-
ted.” In other words, the statute on its face contemplates
that the scope of the patent must be accurately described
and that the patent must be related to the drug or meth-
od of use for which the NDA application is submitted.

The statute does not require the listing of patent
numbers and expiration dates in the abstract. It contem-
plates the description of the scope of the patent and of
the relationship between the patent and the drug or the
method of use; the description of that scope and rela-
tionship is itself “patent information.” The statute re-
quires that this information be published, stating that
the Secretary “shall publish information submitted un-
der the two preceding sentences.” Id.

FN4. Subsection (b) refers to patent informa-
tion submitted with an NDA application; sub-
section (c) describes the requirements for the
submission of patent information after an NDA
has already been filed. The patent listing and
publication requirements of 21 U.S.C. §
355(c)(2) parallel those in § 355(b)(1):

If the patent information described in subsec-
tion (b) of this section could not be filed with
the submission of an application under sub-
section (b) of this section because the applic-
ation was filed before the patent information
was required under subsection (b) of this sec-
tion or a patent was issued after the applica-
tion was approved under such subsection, the
holder of an approved application shall file
with the Secretary the patent number and the
expiration date of any patent which claims
the drug for which the application was sub-
mitted or which claims a method of using
such drug and with respect to which a claim
of patent infringement could reasonably be
asserted if a person not licensed by the owner
engaged in the manufacture, use, or sale of
the drug.... Upon the submission of patent in-
formation under this subsection, the Secret-
ary shall publish it.
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Other provisions of the statute also contemplate
that the ANDA filer will be able to understand the scope
of the patent and to relate the patent information to the
drug or drugs being claimed and the method or methods
of use being claimed. See id. § 355(b)(1). Describing
the scope of the patent and relating the listed patents to
the drug or method of use is essential to the operation of
the statute, as the basic idea of the patent listings in the
Orange Book is to put ANDA applicants on notice re-
garding which listed drugs and methods of use may be
copied and which drugs or method of use are patent pro-
tected, and to enable the ANDA filer to submit an ap-
propriate certification as required by law. The statute
requires an ANDA applicant to provide, as part of the
application,

(vii) a certification, in the opinion of the applicant
and to the best of his knowledge, with respect to each
patent *1372 which claims the listed drug referred to
in clause (i) or which claims a use for such listed drug
Jor which the applicant is seeking approval under this
subsection and for which information is required to
be filed under subsection (b) or (c) of this section-

(I) that such patent information has not been filed,
(IT) that such patent has expired,
(ITI) of the date on which such patent will expire, or

(IV) that such patent is invalid or will not be in-
fringed by the manufacture, use, or sale of the new
drug for which the application is submitted....

Id. § 355(j)(2)(A)(vii) (emphases added). Similarly,
the section viii certification provision also appears to
contemplate that information submitted under subsec-
tion (b) or (c) will encompass information regarding the
patented method of use. The statute directs the ANDA
applicant to submit,

if with respect to the listed drug referred to in clause
(1) information was filed under subsection (b) or (c)
of this section for a method of use patent which does
not claim a use for which the applicant is seeking ap-
proval under this subsection, a statement that the
method of use patent does not claim such a use.
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Id. § 355(G)(2)(A)(viii). The statute plainly contem-
plates that “patent information” will include informa-
tion that describes the scope of the patent and that
relates the patent to the drug or method of use.

B
Quite apart from the fact that the majority's limiting
interpretation is inconsistent with the statutory language
and structure, the majority's interpretation is in my view
untenable for other reasons.

First, the majority agrees that the counterclaim
amendment was designed to overrule our decision in
Mylan. Majority Op. at 1365. In overruling Mylan, Con-
gress viewed erroneous information as to the scope of
the patent and its relationship to an approved drug or
method of use as “patent information” that could be
ordered corrected. The majority appears to suggest that
the overruling of Mylan is limited to the precise facts of
Mylan, namely, the situation in which correction of the
error would require that the patent number be deleted
entirely from the Orange Book. See id. The overruling
would not apply to a situation in which other erroneous
Orange Book information is involved, for example,
where the patent is erroneously listed with respect to a
particular drug or method of use, but is properly listed
elsewhere in the Orange Book. This ignores the context
of the Mylan decision.

The first thing to understand is that the majority's
description of the Orange Book likely bears no relation-
ship to the actual document. The Orange Book is not a
list of patents from which a particular patent could be
excised. The Orange Book is a list of NDAs that asso-
ciates particular patents with approved drugs or meth-
ods of use. Correction of an Orange Book listing does
not strike a patent from a list, it strikes (or corrects) the
listing that associates the patent with a particular NDA,
approved drug, or method of use.

The problem in Mylan was that the Orange Book
improperly described the scope of the patent and im-
properly related the patent to a drug and method of use
not covered by the patent. In Mylan, Bristol-Myers
Squibb (“Bristol”) owned U.S. Patent No. 4,182,763
(“the '763 patent”) directed to the treatment of anxiety
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through the administration of buspirone hydrochloride.
268 F.3d at 1327. The '763 patent was listed in the Or-
ange Book in connection with that use but was about to
expire. /d. Eleven hours before the patent's expiration,
Bristol delivered to the FDA copies of U.S. Patent No.
6,150,365 (the “'365 patent”), which included a single
method *1373 claim directed to the treatment of anxiety
using a “metabolite” of buspirone. > Id. at 1327-28.
Bristol sought to have the ' 365 patent listed in the Or-
ange Book as covering buspirone and a method of using
buspirone. /d. at 1328. Mylan and other ANDA applic-
ants challenged the listing of the '365 patent on the
ground that it only covered a metabolite of buspirone,
and a method of using a metabolite of buspirone to treat
anxiety. /d. After the FDA refused to correct the listing,
Mylan filed suit for a declaratory judgment that Bristol
improperly listed the '365 patent in the Orange Book as
covering buspirone and the use of buspirone, and a pre-
liminary injunction requiring Bristol to delist the '365
patent. /d. Reversing the district court, we held that
there was no declaratory relief available to correct an
erroneous Orange Book listing. /d. at 1332-33.

FNS5. A metabolite is “[a] product of intermedi-
ary metabolism.” McGraw-Hill Dictionary of
Scientific and Technical Terms 1319 (6th
ed.2003). We held in Hoechst-Roussel
Pharms., Inc. v. Lehman, 109 F.3d 756, 759
(1997), that a patent claiming either the active
ingredient of a drug or a method of using that
ingredient does not also cover metabolites of
that ingredient.

Thus, in Mylan, the accused infringer challenged
the accuracy of the listing associating the patent with
the approved method of use. Congress acted to provide
a counterclaim action to correct such errors. Congress'
concern with the proper listing of the patent in the Or-
ange Book does not remotely suggest a myopic congres-
sional focus on situations where the patent belonged
nowhere in the Orange Book, as the majority suggests.
Most significantly, viewing the overruling of Mylan as
limited to complete delisting would be inconsistent with
the explicit statutory language, which provides for cor-
rection of Orange Book information “on the ground that
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the patent does not claim ... the drug for which the ap-
plication was approved.” 21 U.S.C. § 355G)(5)(O)(ii)(D).
The statute thus must allow correction of a misdescrip-
tion of patent scope that includes a drug not covered by
the patent and erroneous information about the relation-
ship between the patent and the drug, even if the patent
is properly listed elsewhere in the Orange Book. In oth-
er words the scope of the patent and its relationship to
the drug must be “patent information.”

Moreover, if “patent information” includes inform-
ation as to the scope of the patent with respect to the
drug and the relationship between the patent number
and the drug, it must also include Orange Book inform-
ation describing the scope of a method of use patent and
linking the method of use to the patent. There is no
basis in the statutory language or statutory purpose for
distinguishing between drug information and method of
use information. Either both must be “patent informa-
tion,” or neither must be patent information. In my
view, all Orange Book information is “patent informa-
tion.”

Second, at the time the counterclaim provision was
enacted in 2003, the FDA had adopted the Patent List-
ing Rule, making clear that the agency had adopted
a broad interpretation of “patent information submitted
... under subsection (b) or (c).” That interpretation is en-
titled to Chevron deference even if the language of the
statute is ambiguous, and not (as I urge) plainly con-
trary to the majority's interpretation. See Chevron
U.S.A. Inc. v. Natural Res. Def. Council, 467 U.S. 837,
843-44, 104 S.Ct. 2778, 81 L.Ed.2d 694 (1984). By the
time of the counterclaim *1374 amendment in 2003, the
FDA had adopted detailed requirements for the submis-
sion of “patent information” for both drugs and meth-
ods. The 2003 rule, published asFall\]%roposed rule in the
Federal Register in late 2002 and finalized six
months before the counterclaim amendment, includes a
section entitled “Submission of patent information” on
the requirements for the listing of a patent in the Orange
Book. See 21 C.F.R. § 314.53. The report accompany-
ing the regulatory revision makes clear that the FDA is
defining what constitutes “patent information” for pur-
poses of subsections (b) and (c). 8 Additionally, the
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report accompanying the Proposed Rule in 2002 con-
firms that the FDA's authority for the 2003 rule arises
from not only the FDA's general authority to enforce the
FDCA under 21 U.S.C. § 371, but also its authority to
implement section 505 of the Hatch-Waxman Act,
“including the patent listing and patent certification re-
quirements” in section 505(b). See Proposed Rule, 67
Fed.Reg. at 65,457. The regulation itself provides that
“patent information” includes 1) “[i]nformation on the
drug substance (active ingredient) patent including ...
[w]hether the patent claims the drug substance that is
the active ingredient in the drug product described in
the new drug application or supplement,” 2)
“[i]nformation on the drug product
(composition/formulation) patent including ... [w]hether
the patent claimsg the drug product for which approval is
being sought,” and 3) “[i]nformation on each meth-
od-of-use patent including ... [w]hether the patent
claims one or more methods of using the drug product
for which approval is being sought and a description of
each pending method of use or related indication and re-
lated patent claim of the patent being submitted.”

FN6. The full title of the final rule was: “Ap-
plications for FDA Approval to Market a New
Drug: Patent Submission and Listing Require-
ments and Application of 30-Month Stays on
Approval of Abbreviated New Drug Applica-
tions Certifying that a Patent Claiming a Drug
Is Invalid or Will Not Be Infringed,” 68
Fed.Reg. 36,676.

FN7. See Applications for FDA Approval to
Market a New Drug: Patent Listing Require-
ments and Application of 30-Month Stays on
Approval of Abbreviated New Drug Applica-
tions Certifying that a Patent Claiming a Drug
Is Invalid or Will Not Be Infringed, 67
Fed.Reg. 65,448 (Oct. 24, 2002) (“Proposed
Rule”).

FNS. The Report explains why it is promulgat-
ing the regulation, and in fact this is because of
the existence of subsections (b) and (c):

To explain why we (FDA) issued the propos-
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al, we first describe how Federal law requires
NDA applicants to file patent information
and how that patent information can affect
the approval of ANDA and 505(b)(2) applic-
ations....

Section 505(b)(1) of the act (21 U.S.C.
355(b)(1)) requires all NDA applicants to
file, as part of the NDA, “the patent number
and the expiration date of any patent which
claims the drug for which the applicant sub-
mitted the application or which claims a
method of using such drug and with respect
to which a claim of patent infringement
could reasonably be asserted if a person not
licensed by the owner engaged in the manu-
facture, use, or sale of the drug.” Section
505(c)(2) of the act (21 U.S.C. 355(c)(2))
imposes a similar patent submission obliga-
tion on holders of approved NDAs when the
NDA holder could not have submitted the
patent information with its application.

Under section 505(b)(1) of the act, we pub-
lish patent information after approval of an
NDA application in our approved drug
products list entitled “Approved Drug
Products With Therapeutic Equivalence
Evaluations.” This list is known popularly as
the “Orange Book” because of its orange-
colored cover. If patent information is sub-
mitted after NDA approval, section 505(c)(2)
of the act directs us to publish the informa-
tion upon its submission.

Report and Order Accompanying the Patent
Listing Rule, 68 Fed.Reg. at 36676.

FNO. A “drug product” is a “finished dosage
form ... that contains a drug substance, gener-
ally, but not necessarily, in association with
one or more other ingredients.” See 21 C.F.R. §
314.3. A “drug substance” is “an active in-
gredient that is intended to furnish pharmacolo-
gical activity or other direct effect in the dia-
gnosis, cure, mitigation, treatment, or preven-
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tion of disease or to affect the structure or any
function of the human body.” /d.

FN10. These listing requirements are described
in 21 CFR. § 314.53(c)(2), while §
314.53(c)(1) provides: “An [NDA] applicant ...
shall submit the required patent information de-
scribed in paragraph (c)(2) of this section for
each patent that meets the requirements de-
scribed in paragraph (b) of this section.”

*1375 The NDA applicant is thus not only required
to submit the patent number and the expiration date as
part of its application, but is also required to describe
the scope of the patent and relate the drug substance,
drug product, or method of use in question to the partic-
ular patent. Furthermore, the regulation requires an
NDA holder or applicant to complete FDA Form 3542,
which requires the applicant to identify whether the
submitted patent claims a “drug substance,” “drug
product,” or “method of use,” and link such information
to each patent for which information is being submitted.
See J.A. 918-20. The information in this form provides
the basis for the Orange Book listing. See 21 C.F.R. §
314.53(c)(2)(ii).

Congress was well aware of this regulatory inter-
pretation of “patent information” when it enacted the
counterclaim provision. As Senator Schumer, one of the
original sponsors of the amendment, stated, “The bill
provides a critical complement to the work the FDA has
done in clarifying its regulations on patent listing, but it
goes much further.” Legislative and Regulatory Re-
sponses to the FTC Study on Barriers to Entry in the
Pharmaceutical Marketplace: Hearing Before the S.
Comm. on the Judiciary, 108th Cong. 19 (2003)
(emphasis added). Additionally, in several places in the
legislative history the FDA regulation is cited approv-
ingly. See 149 Cong. Rec. S8690 (daily ed. June 26,
2003) (statement of Sen. Hatch, then-chairman of the
Senate Committee on the Judiciary); 149 Cong. Rec.
S8197 (daily ed. June 19, 2003) (statement of Sen. Frist,
then Senate Majority Leader).

Quite apart from Chevron, it is well established that
where, as here, Congress was specifically aware of the
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agency's interpretation of a statutory term at the time
the statute was enacted, this is compelling evidence of
legislative adoption of the agency's interpretation. This
principle has been recognized by the Supreme Court for
decades, both in the context of reenactment of existing
statutes where statutory terminology had been construed
by the agency before the reenactment, and in the
context of new legislation utilizin% I‘[\?Irrzlqinology that the
agency had previously construed. Here, Congress
utilized the FDA's interpretation of “patent information”
by enacting the Gregg-Schumer Bill with full awareness
of the agency's interpretation of the term, and the FDA's
interpretation is binding on us in construing the statute.

FN11. See United States v. Bd. of Comm'rs of
Sheffield, Ala., 435 U.S. 110, 131-35, 98 S.Ct.
965, 55 L.Ed.2d 148 (1978) (adopting the At-
torney General's interpretation of “state[s] and
political subdivision” to include all political
units in a designated jurisdiction where Con-
gress was aware of the Attorney General's in-
terpretation when it reenacted the Voting
Rights Act without change in 1975); Cam-
marano v. United States, 358 U.S. 498, 510, 79
S.Ct. 524, 3 L.Ed.2d 462 (1959) (adopting IRS'
construction of “ordinary and necessary” busi-
ness expenses as excluding sums spent to per-
suade the public of the desirability of proposed
legislation affecting the taxpayer's business, as
Congress reenacted the Internal Revenue Code
without substantive change to the business ex-
pense deduction); Hartley v. Comm'r, 295 U.S.
216, 220, 55 S.Ct. 756, 79 L.Ed. 1399 (1935)
(adopting IRS' construction of “basis” for the
purposes of a decedent's estate to be the prop-
erty's value at the time of decedent's death, as
Congress reenacted the pertinent Internal Rev-
enue Code provisions without substantive
change).

FN12. See Traynor v. Turnage, 485 U.S. 535,
546, 108 S.Ct. 1372, 99 L.Ed.2d 618 (1988)
(adopting Veterans' Administration's construc-
tion of “willful misconduct” as including alco-
holism, where Congress enacted GI Bill using

Page 16

the same “willful misconduct” language previ-
ously construed by the Veterans' Administra-
tion).

*1376 Third, the legislative history makes clear that
Congress was concerned with correcting Orange Book
information generally. The legislative history suggests a
broad concern with preventing brand manufacturers
from manipulating the patent listing system in the Or-
ange Book in order to delay entry of generics into the
market. See 149 Cong. Rec. 31,200 (2003) (statement of
Sen. Schumer) (“The [new] provisions close loopholes
in the law and end the abusive practices in the pharma-
ceutical industry which have kept lower-priced generics
off the market and cost consumers billions of dollars.”).

The purpose of the statutory provision as reflec-
ted in the legislative history refers broadly to correction
of Orange Book information, not just to correction of
patent numbers and expiration dates. As Senator Schu-
mer described it, “[T]he provisions enforce the patent
listing requirements at the FDA by allowing a generic
applicant, when it has been sued for patent infringe-
ment, to file a counterclaim to have the brand drug com-
pany delist the patent or correct the patent information
in the FDA's Orange Book.” 149 Cong. Rec. S15,746
(daily ed. Nov. 24, 2003) (emphases added).

FNI13. See also 149 Cong. Rec. at S8191 (daily
ed. June 19, 2003) (statement of Sen. Schumer)
(“A lot of blockbuster drugs were on the mar-
ket. Their patents were about to expire. The
drug industry ... came to the conclusion that
they had to do everything they could, they had
to pull out all the stops to extend their mono-
polies. They came up with wild and crazy
schemes to do it, such as patenting the sub-
stance the body makes when the drug is inges-
ted; developing computer programs and listing
the patents on the drug; and, in one case, ab-
surdly, a new patent was asked for because the
color of the bottle was changed. That was never
the concept of Hatch-Waxman.”).

Under the circumstances, it seems to me that we
must interpret the phrase “patent information submitted
... under subsection (b) or (¢)” to include Orange Book
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information that describes the scope of the patent and
relates the patent number and expiration date to the drug
or method of use and, in particular, that “patent inform-
ation” submitted under subsections (b) and (c) must be
interpreted to include the patent information required by
the 2003 regulation, including method of use informa-
tion.

I

In my view, the majority also errs by interpreting
“an approved method of using the drug” in 21 U.S.C. §
355()(5)(C)(i)(I)(bb) to mean “any” approved method
of use approved in the patentee's NDA. The majority's
approach here is fundamentally inconsistent with the
Supreme Court's admonition, in a recent opinion by
Justice Scalia, that “[u]ltimately context determines
meaning,” Johnson v. United States, --- U.S. ----, 130
S.Ct. 1265, 1270, 176 L.Ed.2d 1 (2010), and the Court's
repeated instruction that “[i]n expounding a statute, we
must not be guided by a single sentence or member of a
sentence, but look to the provisions of the whole law,
and to its object and policy,” U.S. Nat'l Bank of Or. v.
Indep. Ins. Agents of Am., Inc., 508 U.S. 439, 455, 113
S.Ct. 2173, 124 L.Ed.2d 402 (1993) (quoting United
States v. Heirs of Boisdoré, 49 U.S. (8§ How.) 113, 122,
12 L.Ed. 1009 (1849)).

The evident purpose of the counterclaim provision
is to allow for the correction of “patent information sub-
mitted ... under (b) or (c).” In other words, as discussed
above, the provision is designed to provide for correc-
tion of erroneous Orange Book information submitted
by the NDA applicant or holder, including information
with respect to patent coverage of both drugs and meth-
ods of use. That purpose is reflected in the language of
the statute, which allows an ANDA applicant defending
against an infringement action to “assert*1377 a coun-
terclaim seeking an order requiring the [NDA] holder o
correct or delete the patent information submitted by
the holder under subsection (b) or (c) of this section on
the ground that the patent does not claim either(aa) the
drug for which the application was approved; or (bb)
an approved method of using the drug.” 21 U.S.C. §
355()(5)(C)(i)(I) (emphases added). In other words, if
the submitted Orange Book information claims patent
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coverage for an approved drug not covered by the pat-
ent or a method of use not covered by the patent, that
information may be corrected.

Thus, the reference to “an approved method of us-
ing the drug” in subsection (bb) must refer to informa-
tion in the Orange Book concerning “an approved meth-
od of using the drug.” The majority's error lies in focus-
ing on the relationship between the patent and the NDA
(which is not Orange Book information), rather than the
relationship between the patent and the Orange Book
listing. Under the majority's view, no correction of erro-
neous Orange Book information is permitted so long as
the patent covered any approved method of use covered
by the NDA. The patent can be listed in the Orange
Book as erroneously covering approved use A, despite
the fact that the patent actually covers approved use B,
and the counterclaim provision provides no mechanism
lt;%\rl 1c‘?rrection. This cannot be what Congress intended.

FN14. The majority suggests that Congress
borrowed the statutory language from our de-
cision in Mylan and that this shows that “an”
means “any,” because in Mylan the patent did
not relate to any approved use. Majority Op. at
1365. I have demonstrated above that Congress
could not have intended to limit the counter-
claim provision to the particular facts in Mylan.

Moreover, the statutory language referring to “an
approved method of using the drug” obviously refers,
once again, to the terminology used in the 2003 Patent
Listing Rule. That regulation required that for “each
method of use patent” the NDA applicant submit certain
information, including “[w]hether the patent claims one
or more approved methods of using the approved drug
product and a description of each approved method of
use or indication and related patent claim of the patent
being submitted. > 21 C.F.R. § 314.53(c)(2)(ii))(P)(1)
(emphasis added). In other words, the regulation re-
quires the patentee to relate the patent to the approved
method of use. Subsection (bb) is directly concerned
with correction of the Orange Book patent information
relating the patent to the approved method of use.
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Once the overall operation of the statutory scheme is
understood, the text is clear. Webster's Third New Inter-
national Dictionary describes “a” as being “used as a
function word before a singular noun followed by a re-
strictive clause or other identifying modifier <a man
who was here yesterday >.” Webster's Third New Inter-
national Dictionary 1 (2002) (emphasis added). This
definition appears before the definition of “a” as “any.”
See id. As the example illustrates, “an” in this case may
be the function word before the singular noun
(“approved method of using the drug”) conveying a par-
ticular identity through the use of a restrictive clause.
The restrictive clause here is implicit-“an approved
method of using the drug” logically refers to an ap-
proved method of use listed by the NDA holder in the
Orange Book, as associated with the listed patent. Thus,
“an” refers to a particular method of using the drug, that
is, the particular approved method listed by the NDA
holder in the Orange Book. This is the only interpreta-
tion of the statutory language that yields a result that is
not plainly at variance with the purpose of the legisla-
tion as *1378 a whole. See Nixon v. Mo. Mun. League,
541 U.S. 125, 138, 124 S.Ct. 1555, 158 L.Ed.2d 291
(2004) (citing United States v. Am. Trucking Ass'n, 310
U.S. 534, 543, 60 S.Ct. 1059, 84 L.Ed. 1345 (1940)).
“As in all cases of statutory construction, our task is to
interpret the words of these statutes in light of the pur-
poses Congress sought to serve.” Chapman v. Houston
Welfare Rights Org., 441 U.S. 600, 608, 99 S.Ct. 1905,
60 L.Ed.2d 508 (1979).

In short, the statute must be construed to read as fol-
lows:

(i1) Counterclaim to infringement action.-

(I) In general.-If an owner of the patent or the holder
of the approved application under subsection (b) of
this section for the drug that is claimed by the patent
or a use of which is claimed by the patent brings a
patent infringement action against the applicant, the
applicant may assert a counterclaim seeking an order
requiring the holder to correct or delete the patent in-
formation submitted by the holder under subsection
(b) or (c) of this section on the ground that the patent
does not claim either-

(aa) the [associated] drug for which the application
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was approved; or

(bb) an [associated] approved method of using the
drug.

An error in an Orange Book use code, which covers an
unpatented method of use, is subject to correction under
a proper reading of the counterclaim provision.

v

The facts in this case well illustrate the true manipula-
tion that the counterclaim provision was designed to
avoid. Here Novo Nordisk (“Novo™) was originally the
owner of the patent on the chemical composition of re-
paglinide, U.S. Patent No. RE37,035 (“the '035 patent”)
, which expired on March 14, 2009. See Novo Nordisk
A/S v. Caraco Pharm. Labs., Ltd., 656 F.Supp.2d 729,
730 (E.D.Mich.2009). Novo is also the owner of a pat-
ent covering the use of repaglinide in monotherapy to
treat diabetes, U.S. Patent No. 5,312,924 (“the '924 pat-
ent”), which expired in September of 2006. The expira-
tion of these patents meant that Novo could not claim
any patent protection for monotherapy use of PRAND-
IN. However, Novo acquired an additional patent in
2004 (the patent in suit) claiming 1) a chemical com-
position of repaglinide and metformin; and 2) a method
for treating non-insulin dependent diabetes mellitus
(NIDDM) comprising administering to a patient re-
paglinide in combination with metformin. See U.S. Pat-
ent No. 6,677,358 col.10 11.42-43, 48-51 (“the '358 pat-
ent”). The '358 patent is not set to expire until June 12,
2018.

Following issuance of the '358 patent on January 13,
2004, Novo submitted an FDA Form 3546, dated Febru-
ary 5, 2004, associated with NDA 020741 (for PRAND-
IN). Novo Nordisk A/S v. Caraco Pharm. Labs., Ltd.,
649 F.Supp.2d 661, 663 (E.D.Mich.2009). The use code
narrative was limited to claiming a use of PRANDIN in
combination therapy. It read: “U-546-USE OF RE-
PAGLINIDE IN COMBINATION WITH METFORM-
IN TO LOWER BLOOD GLUCOSE.” Id. at 664. Thus,
the Orange Book entry in 2004 included the following:
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APPL/PROD INGREDIENT NAME;
NUMBER TRADE NAME

020741 001 REPAGLINIDE; PRANDIN
020741 002 REPAGLINIDE; PRANDIN
020741 003 REPAGLINIDE; PRANDIN

*1379 See J.A. 1235.

Caraco Pharmaceutical Laboratories, Limited
(“Caraco”) filed an ANDA seeking approval to market
repaglinide for the treatment of diabetes in anticipation
of the expiration of the '035 patent. Novo Nordisk, 649
F.Supp.2d at 662. In June 2005, Novo sued Caraco,
claiming that if Caraco marketed repaglinide, it would
infri%%lel. 5Complaint at 3, Novo Nordisk, 649 F.Supp.2d
661. Novo did not claim that Caraco would in-
fringe the '924 patent or the '035 patent; nor could Novo
make such a claim since Caraco sought approval to mar-
ket repaglinide only after both patents expired. Rather,
Novo claimed that Caraco would induce infringement of
the '358 patent, apparently because the Caraco label
would suggest the use of repaglinide together with met-
formin.

FNI15. In particular, Novo asserted that market-
ing of repaglinide would infringe claim 4 of the
'358 patent, which claimed:

A method for treating non-insulin dependent
diabetes mellitus (NIDDM) comprising ad-
ministering to a patient in need of such treat-
ment repaglinide in combination with met-
formin.

'358 patent col. 10 11.48-51.

Following the FDA's suggestion, Caraco sought a sec-
tion viii certification, making clear that it was not seek-
ing approval to market the use of repaglinide in combin-

APPL/PROD NO PATENT NO

REPAGLINIDE-PRANDIN
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BER

PATENT PATENT/PED PATENT
NUM- EXCL EXPIRES CODE(S)
6677358 JUN 12, 2018 DS DP U546
6677358 JUN 12, 2018 DS DP U546
6677358 JUN 12, 2018 DS DP U546

ation with metformin (by limiting its label to the mono-
therapy use). Based on the existing U546 use code
description for PRANDIN (limiting the description of
the patent to combination therapy), the FDA permitted
Caraco to move forward with its label carving out in-
formation pertaining to use of repaglinide in combina-
tion with metformin. See J.A. 625-43.

FN16. Caraco initially made a paragraph IV
certification with respect to Claim 4 of the '358
patent and a paragraph III certification with re-
spect to the '035 patent on repaglinide. Opposi-
tion to Plaintiffs-Appellants' Emergency Mo-
tion to Stay Mandatory Injunction Pending Ap-
peal at exh. 7, at 3, Novo Nordisk A/S v. Cara-
co Pharm. Labs., Ltd., No.2010-1001 (Fed.Cir.
Oct. 7, 2009). However, at the FDA's urging it
sought a “split certification,” a paragraph IV
certification as to the drug product claims of
the '358 patent, and a section viii certification
as to the method claim. See J.A. 635.

Several months later, Novo then broadened the use code
for PRANDIN associated with the '358 patent, changing
the use code to read: “U-968-A METHOD FOR IM-
PROVING GLYCEMIC CONTROL IN ADULTS
WITH TYPE 2 DIABETES MELLITUS.” Novo Nord-
isk, 649 F.Supp.2d at 664. The Orange Book listing for
PRANDIN then included the following:

PATENT PATENT
EXPIRATION DATE CODES
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N020741 001 6677358
N020741 002 6677358
N020741 003 6677358

See U.S. Dep't of Health & Human Servs., 4p-
proved Drug Products with Therapeutic Equivalence
Evaluations add. A, at 157 (30th ed.2010). Since U-968
appeared to encompass the use of repaglinide in mono-
therapy to treat diabetes, the FDA reversed itself and re-
jected Caraco's proposed labeling carve-out, requiring
Caraco to include the information regarding the paten-
ted repaglinide-metformin combination therapy in its
generic label.

FN17. With the exception of the carve-out to
avoid the infringing use, the language of the
generic label must otherwise match that of the
original drug label. See 21 U.S.C. §
355()@A(V), - HH(G); 21 CFR.§
314.94(a)(8)(iv). Thus, in this case, without the
section viii carve-out, Caraco would be re-
quired to include information regarding the
combination therapy included in PRANDIN's
label (in the “Dosage and Administration” and
“Clinical Pharmacology” sections) in its own
label. See J.A. 637. The inclusion of informa-
tion regarding the combination therapy would
likely cause Caraco to induce infringement of
the '358 patent.

*1380 Novo acknowledges that monotherapeutic
use of repaglinide is not covered by the '358 patent. See,
e.g., Majority Op. at 1364 (“Novo and Caraco agree that
the '358 patent claims only one of the three approved
methods of using PRANDIN (i.e., repaglinide in com-
bination with metformin).”). But the use code claims
that the patent does cover the monotherapy use. In my
view, this is precisely the type of situation that Con-
gress intended the counterclaim provision to address.

The concurrence blames the FDA for Caraco's pre-
dicament, adopting Novo's disingenuous argument that
the FDA, and not Novo, was responsible for the change
in the use code. The concurrence accuses the FDA of
“gumm(ing] up the works. By requiring a single broad
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Jun 12, 2018 DS DP U-968
Jun 12, 2018 DS DP U-968
Jun 12, 2018 DS DP U-968

indication for repaglinide as part of the approved la-
beling, FDA created a situation where Caraco can no
longer assert that its proposed labeling does not infringe
the '358 patent.” Concurring Op. at 1368. First, the FDA
did not require a change in the use code. The FDA does
not interpret patents or police the Orange Book listings,
the very source of the problem that led to the counter-
claim provision. The FDA role in administering the Or-
ange Book is ministerial: it simply lists the patent in-
formation that it receives from brand manufacturers, ex-
pecting those parties to abide by the statutory and regu-
latory mandates. See Apotex, Inc. v. Thompson, 347
F.3d 1335, 1349 (Fed.Cir.2003) (upholding the FDA's
position that the FDA's duties with respect to the Or-
ange Book are ministerial and that the Hatch-Waxman
Act does not require the FDA to police the Orange
Book listings to ensure compliance with regulatory and
statutory requirements).

Second, while the FDA did require a general
change in oral diabetes drug labeling in November of
2007 that required a corresponding change in the
PRANDIN label, there is absolutely nothing in the stat-
ute or regulations that required Novo to change the use
code to track this new indication. The FDA did
not direct or request that Novo change its use code to
reflect the new indication, nor was Novo required under
FDA regulations to make such a change. Indeed, in re-
sponse to questioning at oral argument, Novo admitted
this. Oral Arg. at 1:40-1:46 (“ [The FDA directive of
2007] did not require [a change in the use code] ...”).

FN18. In November of 2007, as part of an on-
going reevaluation of the professional labeling
of all oral antidiabetic drugs, the FDA required
Novo to replace all separate indications with
the following sentence: “PRANDIN is indic-
ated as an adjunct to diet and exercise to im-
prove glycemic control in adults with type 2
diabetes mellitus.” See J.A. 667-68.

However, Novo argues that the labeling change re-
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quired by the FDA in the “Indication” part of the label
made the use code change appropriate. Novo argues that
FDA Form 3542 allows them to submit either the meth-
od of use or the indication for the use code. Appellant's
Br. 36 (“FDA's guidance is expressly written in the al-
ternative: An applicant may describe either the indica-
tion or the method of use.”). That is partially correct,

but the form also requires that the use code in-
formation refer to that portion of the label *1381 that
relates to a patented use. See J.A. 919. An approved la-
bel, as in this case, may cover both patented uses and
unpatented uses. Nothing in the FDA regulations or
FDA Form 3542 suggests that the patentee may derive
Orange Book use code information from that portion of
the label referring to umpatented uses. Quite the con-
trary, the applicable regulations and FDA Form 3542
are clear that the patentee is required to utilize those
portions of the label that refer to the patented use. See
21 C.F.R. § 314.53(c)(2)(i1)(P)(2) (requiring the NDA
holder to identify “the specific section of the approved
labeling for the drug product that corresponds to the
method of use claimed by the patent submitted”); J.A.
919.

FN19. The form provides alternatives with re-
spect to submission of a proposed use code-it
directs the NDA holder to “provide the inform-
ation on the indication or method of use for the
Orange Book.” J.A. 920.

Here, the patentee did exactly what was expressly
forbidden. For the proposed use code description sub-
mitted on the FDA Form 3542, Novo submitted the fol-
lowing: “A method for improving glycemic control in
adults with type 2 diabetes mellitus.” J.A. 673. It thus
utilized that portion of PRANDIN's label that refers to
the use of repaglinide standing alone to treat diabetes
(an unpatented use), not to the use of %eﬁ%%linide to-
gether with metformin (a patented use). There is
no justification for using a portion of the label referring
to an unpatented use to describe a patented use.

FN20. Various other parts of the current
PRANDIN label reference the combination
therapy, such as the “Clinical Pharmacology”
and “Dosage and Administration” sections of
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the label.

The manipulative nature of Novo's actions is con-
firmed not only by the lack of justification for the
change, but also by the timing of the change (two years
after the labeling change was initiated by the FDA and
immediately after the FDA approved Caraco's section
viii carve-out), and by its own admission that prevent-
ing approval of Caraco's ANDA was part of the motiva-
tion for changing the use code. At oral argument, Novo
conceded that the decision to change the use code was
in part “a response to the section viii ruling ... in
December '08 from FDA.” Oral Arg. at 3:43-4:03.

v

Finally, the majority opinion suggests that the
court's restrictive interpretation of the counterclaim pro-
vision is not so bad because it does not leave Caraco
without a remedy to correct the erroneous Orange Book
listing. The majority is sanguine about the outcome, be-
lieving that forcing Caraco to defend the paragraph IV
infringement suit will “facilitate[ ] efficient resolution
of disputes concerning potential overlapping of protec-
ted and unprotected uses.” Majority Op. at 1365. In con-
trast, the concurrence doubts that there is a remedy in
the infringement suit, and I agree. As the concurrence
notes, “[b]y requiring a single broad indication for re-
paglinide as part of the approved labeling, FDA created
a situation where Caraco can no longer assert that its
proposed labeling does not infringe the '358 patent.”
Concurring Op. at 1368. Indeed, Novo's adoption of a
broad use code for PRANDIN likely prevents Caraco
from being able to disprove infringement in the para-
graph IV lawsuit, because Caraco is now compelled to
include information regarding the patented combination
therapy in its label.

Nor would there be a remedy in a suit under the
Administrative Procedure Act (“APA”). To be sure, we
have held that an APA action could be brought to chal-
lenge FDA action in refusing to police use codes in the
Orange Book, but at the same time we expressed no
view as to whether such an action would succeed. See
Andrx Pharms., Inc. v. Biovail Corp., 276 F.3d 1368,
1379 (Fed.Cir.2002). To succeed in such an action, the
ANDA applicant would *1382 have to establish that the
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FDA's refusal to police use codes was arbitrary and ca-
pricious, or contrary to the statute. 5 U.S.C. § 706(2)(A)
. We have subsequently held that the FDA is under no
statutory obligation to determine the correctness of par-
ticular patent listings in the Orange Book, and that noth-
ing in the Hatch-Waxman Act requires the FDA to
screen Orange Book submissions by NDA applicants
and refuse those that do not satisfy the statutory require-
ments for listing. See Apotex, 347 F.3d at 1349; see also
aaiPharma Inc. v. Thompson, 296 F.3d 227, 238-40 (4th
Cir.2002). Moreover, the very enactment of the counter-
claim provision assumed that no alternative remedy was
available to an ANDA applicant challenging an Orange
Book listing. Today's decision strikingly limits the
counterclaim provision with the consequence that, in all
likelihood, the ANDA applicant is left without any rem-
edy to correct an erroneous Orange Book listing with
respect to a method of use patent. This cannot be what
Congress intended.

% 3k ok

In summary, the majority's crabbed view of the
statute sanctions an unjustified manipulation of the Or-
ange Book. In this suit, Caraco seeks to compel Novo to
correct the use code for PRANDIN, and to reinstate the
earlier U-546 use code describing the '358 patent as
covering the “USE OF REPAGLINIDE IN COMBINA-
TION WITH METFORMIN TO LOWER BLOOD
GLUCOSE.” Under the correct construction of the
counterclaim provision, the district court properly held
that Caraco was entitled to an order reinstating the
former U-546 use code. See Novo Nordisk, 656
F.Supp.2d 729.

In holding that the counterclaim provision is un-
available, the majority's approach is notably inconsist-
ent with the approach adopted by our sister circuit in
another recent Hatch-Waxman Act case, Teva Pharma-
ceuticals USA, Inc. v. Sebelius, 595 F.3d 1303
(D.C.Cir.2010). There the court construed another pro-
vision of the 2003 amendments concerning the NDA
holder's withdrawal of “patent information submitted
under subsection (b) or (¢).” 21 U.S.C. § 355()(5)(D)(i)
(D(bb)(CC). The statute provided that if such informa-
tion were “withdrawn by the holder of the application,”
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the period of exclusivity of the ANDA first filer would
be forfeited. See id. The court held that only the with-
drawal resulting from a successful counterclaim suit
triggered a forfeiture and not a voluntary withdrawal.
Teva, 595 F.3d at 1317. This was so because there was “
not a single cogent reason why Congress might have
permitted brand manufacturers to trigger subsection
(CC) by withdrawing a challenged patent, outside the
counterclaim scenario,” id. (emphasis in original), and
because of the strong policy of the statute favoring the
180-day marketing exclusivity period. /d. at 1318. Here
the majority reaches a result that is unsupported by any
cogent reason for leaving an ANDA applicant without a
remedy to correct an erroneous Orange Book listing
with respect to a method of use patent, and is directly
contrary to the congressional purpose. I respectfully dis-
sent.

C.A Fed. (Mich.),2010.

Novo Nordisk A/S v. Caraco Pharmaceutical Laborator-
ies, Ltd.

601 F.3d 1359, 95 U.S.P.Q.2d 1031

END OF DOCUMENT
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United States Court of Appeals,
Federal Circuit.
NOVO NORDISK a/s and Novo Nordisk, Inc.,
Plaintiffs—Appellants,
V.
CARACO PHARMACEUTICAL LABORATOR-
IES, LTD., and Sun Pharmaceutical Industries,
Ltd., Defendants—Appellees.

No. 2010-1001.
July 29, 2010.

Appeal from the United States District Court for the
Eastern District of Michigan, in case no.
2:05-CV—-40188, Judge Avern Cohn.

James F. Hurst, Winston & Strawn LLP, of Chica-
go, IL, filed a combined petition for panel hearing
and rehearing en banc for defendants-appellees.
With him on the petition were Charles B. Klein,
Steffen N. Johnson, Scott H. Blackman, and An-
drew C. Nichols, of Washington, DC; David S.
Bloch, of San Francisco, CA.

Josh A. Krevitt, Gibson, Dunn & Crutcher LLP, of
New York, NY, filed a response to the petition for
plaintiffs-appellants. With him on the response
were Mark A. Perry, of Washington, DC; Wayne
Barsky, of Los Angeles, CA; and Michael A. Sitz-
man, of San Francisco, CA.

William A. Rakoczy, Rakoczy Molino Mazzochi
Siwik LLP, of Chicago, IL, for amicus curiaec Gen-
eric Pharmaceutical Association.

Shashank Upadhye, Apotex, Inc., of Toronto, ON
Canada, for amicus curiae Apotex, Inc. With him
on the brief was Michael A. Berta, Wilson Sonsini
Goodrich & Rosati, of San Francisco, CA, for Im-
pax Laboratories, Inc.

David A. Balto, The Law Offices of David A.
Balto, of Washington, DC, for amici curiae Con-
sumer Federation of America and National Legis-
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lative Association on Prescription Drug Prices.

Shannon M. Bloodworth, Perkins Coie LLP, of
Washington, DC, for amicus curiae Mylan Pharma-
ceuticals Inc.

Michael D. Shumsky, Kirkland & Ellis LLP, of
Washington, DC for amicus curiac Teva Pharma-
ceuticals USA, Inc.

*
Before RADER **Chief Judge,FN NEWMAN,

CLEVENGER,FN LOURIE, BRYSON, GA-
JARSA, LINN, DYK, PROST, and MOORE, Cir-

cuit Judges.

FN* Randall R. Rader assumed the posi-
tion of Chief Judge on June 1, 2010.

FN** Raymond C. Clevenger, III took part
in the decision on the panel rehearing.

GAJARSA, Circuit Judge, with whom DYK, Cir-
cuit Judge, joins, dissents from the denial of the pe-
tition for rehearing en banc.

ORDER
PER CURIAM.

Defendants—Appellees Caraco Pharmaceutical
Laboratories, Ltd. and Sun Pharmaceutical Indus-
tries, Ltd. (“Caraco and Sun”) filed a combined pe-
tition for panel rehearing and rehearing en banc.
The  panel invited a  response from
Plaintiffs—Appellants Novo Nordisk A/S and Novo
*1375 Nordisk, Inc. The court granted leave to file
briefs amici curiae to Teva Pharmaceuticals, USA,
Inc., Mylan Pharmaceuticals Inc., Apotex Inc. and
Impax Laboratories, Inc., Consumer Federation of
America and National Legislative Association on
Prescription Drug Prices, and Generic Pharmaceut-
ical Association.

The petition for rehearing was considered by
the panel that heard the appeal, and thereafter the
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petition for rehearing en banc, the response to the
petition, and briefs amici curiae were referred to the
circuit judges who are authorized to request a poll
on whether to rehear the appeal en banc. A poll was
requested, taken, and failed.

Upon consideration thereof,
IT IS ORDERED THAT:

(1) The petition of Defendants—Appellees Cara-
co and Sun for panel rehearing is denied.

(2) The petition of Defendants—Appellees Cara-
co and Sun for rehearing en banc is denied.

(3) The mandate of the court will issue on Au-
gust 5, 2010.

ON PETITION FOR REHEARING EN BANC

GAJARSA, Circuit Judge, with whom DYK, Cir-
cuit Judge, joins, dissenting from the denial of the
petition for rehearing en banc.

This case involves the statutory construction of
21 U.S.C. § 355(G)(5)(C)(ii) (“counterclaim provi-
sion”), a critical provision of the Hatch—-Waxman
Act (“HWA”) that has not previously been con-
strued. In 2003, Congress enacted the counter-
claim provision in order to prevent patent holders
from making unwarranted or inaccurate claims of
patent coverage in the Orange Book. Patent
holders previously made such claims in order to
delay the onset of competition from generic drug
manufacturers, by preventing or delaying FDA ap-
proval of a generic manufacturer's Abbreviated
New Drug Application (“ANDA”).FN3 In Mylan
Pharmaceuticals, Inc. v. Thompson, 268 F.3d 1323
(Fed.Cir.2001), this court held that generic drug
manufacturers could not sue to correct inaccurate
and expansive Orange Book listings, thus inspiring
Congress to amend the HWA to include the coun-
terclaim provision. The majority's opinion con-
strues the counterclaim provision contrary to its
*1376 manifest Congressional purpose. That con-
struction renders 21 U.S.C. § 355(j)(2)(A)(viii)
(“Section viii”) carve-out statements a virtual
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nullity and leaves generic drug manufacturers
without a remedy to challenge inaccurate Orange
Book listings with respect to method of use patents.
Therefore, I respectfully dissent from the court's
denial of Caraco's petition for rehearing en banc.

FNI1. The counterclaim provision provides:
(i1) Counterclaim to infringement action
() In general

If an owner of the patent or the holder of
the approved application under subsec-
tion (b) of this section for the drug that
is claimed by the patent or a use of
which is claimed by the patent brings a
patent infringement action against the
applicant, the applicant may assert a
counterclaim seeking an order requiring
the holder to correct or delete the patent
information submitted by the holder un-
der subsection (b) or (c) of this section
on the ground that the patent does not
claim either—

(aa) the drug for which the application
was approved; or

(bb) an approved method of using the
drug.

FN2. Under the HWA, Congress required
the Food and Drug Administration
(“FDA”) to maintain and publish a list of
patents associated with approved drugs and
methods of use. See 21 U.S.C. § 355(b)(1)
(2006). The Orange Book, or the Approved
Drug Products with Therapeutic Equival-
ence Evaluations, implements this stat-
utory mandate. See 21 CUF.R. §
314.53(¢c)(2)(1)(O).

FN3. A generic manufacturer may piggy-
back on the safety and efficacy data the
original drug manufacturer submitted in its
“New Drug Application” (“NDA”), and
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may seek approval for an identical method
of use for its identical generic product by
submitting an ANDA. See 21 U.S.C. §
355().

The background and facts of this case are well
laid out in Judge Dyk's dissent in the original panel
decision. See Novo Nordisk A/S v. Caraco Pharm.
Labs., Ltd., 601 F.3d 1359, 1370-78 (Fed.Cir.2010)
(Dyk, J., dissenting). As the dissent explains, the
majority's opinion adopts an overly narrow con-
struction of “patent information” and an overly
broad construction of “an approved method of us-
ing the drug.” See id. at 1370-72, 1376-78. Both
constructions are irreconcilable with pre-existing
FDA regulations, the text of the HWA, and Con-
gressional intent. See id. at 1370-78. I believe re-
hearing the case en banc is necessary to rectify
these improper constructions.

Not only is the majority's construction of the
counterclaim provision erroneous, it also eliminates
the careful balance Congress has struck between
encouraging pharmaceutical discoveries and ensur-
ing that the American people have access to low
cost generic drugs. Specifically, the majority's
opinion seriously undermines Section viii, a critical
provision of the HWA that facilitates the approval
and marketing of lower-cost generic drugs for uses
no longer protected by a patent.

Under the HWA, Section viii comes into play
when a patent listed in the Orange Book ‘“claims
one, but not all, approved methods of using a drug.”
Id. at 1365. Section viii permits a generic manufac-
turer seeking to market an approved use of a drug
to certify that its method of using the drug (as de-
scribed on its label) is not covered by a patent in
the Orange Book. Normally, the label associated
with the generic version of a drug must be exactly
the same as the label associated with the drug ap-
proved in the original New Drug Application. 21
U.S.C. § 355())(A)V), (HA)(G); 21 C.FR. §
314.94(a)(8)(iv). A Section viii statement allows a
generic manufacturer to avoid infringement by de-
leting patented used from its proposed label inform-

Page 3

ation, thus allowing it to avoid infringement. 21
U.S.C. § 355()(2)(A)(viii).

Congress intended Section viii to facilitate the
approval and marketing of lower-cost generic
drugs, while still respecting the patent rights of pi-
oneering drug manufacturers. Pioneering drug man-
ufacturers, however, have found another way to
game the system by subverting Section viii carve-
out statements and delaying the onset of generic
competition by submitting overbroad and inaccur-
ate use codes. Use codes are codes created by pat-
ent holders in Orange Book listings to identify the
scope of their Orange Book patents. The FDA will
not approve a generic manufacturer's Section viii
proposed label amendment if a use code covers the
proposed label. Importantly, the FDA makes no ef-
fort to determine the accuracy of use codes. 4

FN4. The FDA has maintained, and we
have affirmed, that its role in listing pat-
ents in the Orange Book is “ministerial”; it
simply lists the patent information that it
receives from brand manufacturers, ex-
pecting those parties to properly abide by
the statutory and regulatory mandates. See
Apotex, Inc. v. Thompson, 347 F.3d 1335,
1349 (Fed.Cir.2003); Applications for
FDA Approval to Market a New Drug:
Patent Submission and Listing Require-
ments and Application of 30-Month Stays
on Approval of Abbreviated New Drug
Applications Certifying that a Patent
Claiming a Drug Is Invalid or Will Not Be
Infringed, 68 Fed.Reg. 36,676, 36,683
(June 18, 2003) (codified at 21 C.F.R. pt.
314).

*1377 In this case, Novo Nordisk (the brand
drug manufacturer) owns a patent on the chemical
composition of repaglinide, which expired on
March 14, 2009. See U.S. Patent No. RE 37,035
(“the '035 patent™). Novo also owns a patent on the
use of repaglinide in combination with metformin
to treat diabetes, which does not expire until 2018.
See U.S. Patent No. 6,677,358 (“the '358 patent”).
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In addition to its combination with metformin to
treat diabetes, the FDA had approved repaglinide
for two other uses: (1) by itself, i.e. monotherapy
and (2) in combination with thiazolidinediones. See
Novo Nordisk, 601 F.3d at 1362. Novo does not
own any patents covering the latter two approved
uses.

In anticipation of the '035 patent's expiration,
Caraco, the generic manufacturer, sought to market
the monotherapy use of repaglinide to treat diabetes
, ause no longer covered by a patent. In June 2005,
Novo sued Caraco, claiming that if Caraco mar-
keted repaglinide, it would nonetheless infringe the
'358 patent because Caraco's label would suggest
the use of repaglinide together with metformin. Fol-
lowing the FDA's suggestion, Caraco sought a Sec-
tion viii carve-out statement, making clear that it
was not seeking approval to market the use of re-
paglinide in combination with metformin and limit-
ing its label to the monotherapy use.

To defeat this Section viii carve-out statement,
Novo changed the Orange Book use code associ-
ated with the '358 patent from “use of repaglinide
in combination with metformin to lower blood
glucose” to “a method for improving glycemic con-
trol in adults with type 2 diabetes mellitus.” See id.
at 1362-63. The latter use code unmistakably cov-
ering both patented and unpatented uses. Because
the FDA declined to police this inaccurate listing,
Caraco asserted the counterclaim provision in the
underlying HWA litigation and requested that Novo
revise its use code to reflect the '358 patent's true
scope. The majority opinion, however, held
that counterclaim relief is not available because the
'358 patent covered at least one approved use. See
id. at 1364-65. This effectively allows a patent
holder to extend its monopoly to unpatented uses.

FN5. Novo argued, and the majority and
concurrence agreed, that this predicament
was somehow the fault of the FDA, which
had required Novo (and all oral diabetes
drug manufacturers) to change the
“Indications” part of the drug label for
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therapeutic reasons. As explained in the
dissenting opinion, Novo admits that the
FDA did not require Novo's inaccurate list-
ing. Novo Nordisk, 601 F.3d at 1380 (Dyk,
J. dissenting).

The majority opinion thus eviscerates Section
viii. A generic, like Caraco, cannot use Section viii
if the pioneering manufacturer's use code is erro-
neously broad. With the majority's blessing, pion-
eering drug manufacturers now have every incent-
ive to follow Novo's lead and draft exceedingly
broad use codes thereby insulating themselves from
generic competition and rendering Section viii a
dead letter.

The evisceration of Section viii is exacerbated
by the fact that, as Judge Clevenger points out in
his concurring opinion in the panel decision, the
majority decision likely leaves generic manufactur-
ers such as Caraco with no other remedy. See Novo
Nordisk, 601 F.3d at 1367-68 (Clevenger, J., con-
curring). The FDA declined to grant Caraco's Sec-
tion viii carve-out because the broad use code for
the '358 patent now appears to cover Caraco's pro-
posed carve-out label. Caraco also cannot disprove
infringement in the infringement lawsuit because
the FDA requires it to use Novo's original label,
which includes information regarding the patented
combination therapy. Thus, Caraco will apparently
have to wait to launch its generic repaglinide
product*1378 until 2018, the date on which Novo's
'358 patent on the combination therapy ex-
pires—despite the fact that the '358 patent con-
cededly does not cover the use for which Caraco
seeks to market the drug. This is an untenable and
absurd result, and contravenes the intent of Con-
gress in adopting the counterclaim provision.

Finally, the majority opinion effectively inval-
idates the FDA's effort to define “patent informa-
tion” for the purposes of the counterclaim provi-
sion. See Novo Nordisk, 601 F.3d at 1366-67. This
invalidation is especially troubling given Con-
gress's explicit approval of those regulations. See
Legislative and Regulatory Responses to the FTC
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Study on Barriers to Entry in the Pharmaceutical
Marketplace: Hearing Before the S. Comm. on the
Judiciary, 108th Cong. 19 (2003) (Statement of
Sen. Schumer) (“The bill provides a critical com-
plement to the work the FDA has done in clarifying
its regulations on patent listing, but it goes much
further.”). Without even requesting the views of the
FDA, the majority opinion refuses to give effect to
the FDA's interpretation of an important statutory
term. See Apotex, Inc. v. Thompson, 347 F.3d 1335,
1351-52 (Fed.Cir.2003) (“Deference is due to an
administrative agency's regulations particularly
when the subject matter of the regulatory authority
is a highly detailed regulatory program to which the
agency has brought its specialized expertise, a char-
acterization that aptly describes the FDA's role in
the context of the regulatory scheme created pursu-
ant to the Hatch—Waxman Act.” (citation and quo-
tations omitted)).

Because the majority's statutory construction of
the counterclaim provision abrogates the HWA and
frustrates the clear intent of Congress, I dissent
from the court's denial of Caraco's request for re-
hearing en banc.

C.A.Fed. (Mich.),2010.

Novo Nordisk A/S v. Caraco Pharmaceutical
Laboratories, Ltd.

615 F.3d 1374, 95 U.S.P.Q.2d 1880

END OF DOCUMENT
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P,

United States Court of Appeals,
Federal Circuit.
In Re Joyce A. CORTRIGHT,

No. 98-1258.
Jan. 19, 1999.
Rehearing Denied April 20, 1999.

Applicant who sought patent for method of
treating baldness through application of commercially
available product used to soften cow udders appealed
from decision of the Board of Patent Appeals and
Interferences that sustained rejection of two claims.
The Court of Appeals, Mayer, Chief Judge, held that:
(1) written description was sufficient to support
breadth of claim reciting method to “restore hair
growth,” and (2) second claim, which recited method
of offsetting effects of lower levels of male hormone
and stated that invention's active agent reached the
papilla, did not satisfy patent statute's “how to use”
requirement.

Affirmed in part, reversed in part, and remanded.
West Headnotes
[1] Patents 291 €52314(5)

291 Patents
291XI1 Infringement
291XI11(B) Actions
291k314 Hearing
291k314(5) k. Questions of law or fact.
Most Cited Cases

Whether making and using an invention would
have required undue experimentation, and thus
whether a disclosure is sufficiently enabling under
patent statute, is a legal conclusion based upon un-
derlying factual inquiries. 35 U.S.C.A. § 112.

[2] Patents 291 €52314(5)

291 Patents
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291XI1 Infringement
291X11(B) Actions
291k314 Hearing
291k314(5) k. Questions of law or fact.
Most Cited Cases

Patents 291 €=2324.55(2)

291 Patents
291X11 Infringement
291X11(B) Actions
291k324 Appeal
291k324.55 Questions of Fact, Verdicts,
and Findings
291k324.55(2) k. Clearly erroneous
findings. Most Cited Cases

Utility of claimed invention is a factual issue,
which Court of Appeals reviews for clear error. 35
U.S.C.A. §101.

[3] Patents 291 €99

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

A lack of enablement rejection under the patent
statute is appropriate where the written description
fails to teach those in the art to make and use the in-
vention as broadly as it is claimed without undue
experimentation. 35 U.S.C.A. § 112.

[4] Patents 291 €299

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

Patent applicant's failure to disclose how to use an
invention may support a rejection either for lack of
enablement, as a result of the specification's failure to
disclose adequately to one ordinarily skilled in the art
how to use the invention without undue experimenta-
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tion, or for lack of utility when there is a complete
absence of data supporting the statements which set
forth the desired results of the claimed invention. 35
U.S.C.A. 88101, 112.

[5] Patents 291 €299

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

Patent and Trademark Office (PTO) cannot make
dual rejection of patent application, for both lack of
enablement and lack of utility, unless PTO has reason
to doubt the objective truth of the statements con-
tained in the written description; PTO may establish a
reason to doubt an invention's asserted utility when the
written description suggests an inherently unbeliev-
able undertaking or involves implausible scientific
principles. 35 U.S.C.A. 88§ 101, 112.

[6] Patents 291 €299

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-

fication. Most Cited Cases

Written description in proposed patent claim for
method of treating baldness through application of
commercially available product used to soften cow
udders was sufficient to support breadth of claim
reciting method to “restore hair growth,” despite lack
of results showing that user's hair would be returned to
its original state, namely, a full head of hair, where
term “restore,” as used in prior art, did not mean re-
turning user's hair to its original state, but only that
claimed method increased amount of hair grown, and
claim's dosing instructions enabled one of ordinary
skill to practice claimed invention without need for
any experimentation. 35 U.S.C.A. § 112.

[7] Patents 291 €101(2)

291 Patents
2911V Applications and Proceedings Thereon
291k101 Claims
291k101(2) k. Construction in general. Most
Cited Cases
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Although the Patent and Trademark Office (PTO)
must give claims their broadest reasonable interpreta-
tion, this interpretation must be consistent with the one
that those skilled in the art would reach.

[8] Patents 291 €161

291 Patents
2911X Construction and Operation of Letters
Patent
2911X(A) In General
291k161 k. State of the art. Most Cited
Cases

Prior art references may be indicative of what all
those skilled in the art generally believe a certain term
in a patent means and can often help to demonstrate
how a disputed term is used by those skilled in the art.

[9] Patents 291 €=2161

291 Patents
2911X Construction and Operation of Letters

Patent
2911X(A) In General
291k161 k. State of the art. Most Cited
Cases

Interpretation of claim terms by Patent and
Trademark Office (PTO) should not be so broad that it
conflicts with the meaning given to identical terms in
other patents from analogous art.

[10] Patents 291 €299

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

Proposed patent claim for method of treating
baldness, which recited method of offsetting effects of
lower levels of male hormone and stated that inven-
tion's active agent reached the papilla, did not satisfy
patent statute's “how to use” requirement, although
applicant was not required to prove cause of resultant
hair growth as required by Board of Patent Appeals
and Interferences, where written description failed to
disclose that active ingredient in fact reached the pa-
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pilla or that offsetting occurred, nor was it shown that
one of ordinary skill would necessarily conclude from
information expressly disclosed by written description
that active ingredient reached the papilla or that
off-setting occurred. 35 U.S.C.A. § 112.

[11] Patents 291 €=27.2

291 Patents
2911 Subjects of Patents
291k4 Arts
291k7.2 k. Knowledge or appreciation of
inventors. Most Cited Cases

It is not a requirement of patentability that an
inventor correctly set forth, or even know, how or why
the invention works.
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291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases
(Formerly 291k97)

Statements in patent application that a physio-
logical phenomenon was observed are not inherently
suspect simply because the underlying basis for the
observation cannot be predicted or explained.

Patents 291 €+2328(2)

291 Patents
291XI111 Decisions on the Validity, Construction,
and Infringement of Particular Patents
291k328 Patents Enumerated
291k328(2) k. Original utility. Most Cited

Cases

4,139,619, 5,494,667, 5,578,599, 5,597,575,
5,665,342, 5,674,510, 5,679,378, 5,695,748,
5,744,128, 5,750,108, 5,767,152, 5,777,134,
5,800,477. Cited as prior art.

*1354 Joseph B. Taphorn, of Poughkeepsie, New
York, argued for appellant.

Scott A. Chambers, Associate Solicitor, U.S. Patent
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and Trademark Office, of Arlington, Virginia, argued
for the appellee. With him on the brief were Nancy J.
Linck, Solicitor, Albin F. Drost, Deputy Solicitor, and
Linda Moncys Isacson, Associate Solicitor.

Before MAYER, Chief Judge, NEWMAN, and
RADER, Circuit Judges.

*1355 MAYER, Chief Judge.

Joyce A. Cortright appeals the September 23 and
November 28, 1997, decisions of the United States
Board of Patent Appeals and Interferences sustaining
the rejection of claims 1 and 15 of patent application
Serial No. 07/849,191 under 35 U.S.C. § 112, 1 1
(1994). Because the board erred with respect to claim
1 but not claim 15, we affirm-in-part, reverse-in-part,
and remand.

Background

Cortright's patent application, filed in 1992,
concerns a method of treating baldness by applying
Bag Balm®, a commercially available product used to
soften cow udders, to human scalp. Claims 1 and 15
are the only claims on appeal. Claim 1 recites a
method of “treating scalp baldness with an antim-
icrobial to restore hair growth, which comprises rub-
bing into the scalp the ointment wherein the active
ingredient 8-hydroxy-quinoline sulfate 0.3% is carried
in a petrolatum and lanolin base.” Claim 15 recites a
method of “offsetting the effects of lower levels of a
male hormone being supplied by arteries to the papilla
of scalp hair follicles with the active agent
8-hydroxy-quinoline sulfate to cause hair to grow
again on the scalp, comprising rubbing into the scalp
the ointment having the active agent
8-hydroxy-quinoline sulfate 0.3% carried in a petro-
latum and lanolin base so that the active agent reaches
the papilla.”

The examiner rejected the claims under 35 U.S.C.
8 101 (1994) as lacking utility. According to the ex-
aminer, Cortright's statements of utility, namely, her
claims of treating baldness, are suspect because
“baldness is generally accepted in the art as being
incurable....” The examiner, therefore, required clini-
cal evidence to establish the claimed utility, which
Cortright did not supply. Furthermore, with respect to
claim 15's recitation of offsetting the effects of lower
levels of a male hormone, Cortright “offered no proof
that such an off-set occurs and has disclosed that this
is only speculation.” The examiner also rejected the
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claims under 35 U.S.C. § 102(a) (1994), arguing that
the admitted prior art anticipates the claims because
the written description discloses that Bag Balm® has
been applied to human skin and the “scalp is the skin
of the head.” Cortright appealed these rejections to the
Board of Patent Appeals and Interferences.

In its September 23, 1997, decision, the board
reversed the section 101 rejection because the exam-
iner did not set out sufficient reasons for finding Cor-
tright's statements of utility incredible. It noted that
“there is no per se requirement for clinical evidence to
establish the utility of any invention” and the exam-
ples in Cortright's application are objective evidence.
The board also reversed the section 102(a) rejection
because although the prior art discloses the application
of Bag Balm® to human skin, it does not disclose
applying it to bald, human scalp.

Despite these reversals, Cortright did not prevail
because the board found a new ground for rejecting
the claims: that they are based on a non-enabling
disclosure in violation of 35 U.S.C. § 112, 1 1. The
board found that Cortright's written description does
not teach those of ordinary skill in the art how to make
and use the claimed invention without undue experi-
mentation because it “fails to provide any teachings as
to the administration of Bag Balm® in a manner
which (i) restore[s] hair growth (claim 1), or (ii)
‘offset [s] the effects of lower levels of male hormone
being supplied by arteries to the papilla of scalp hair
follicles' (claim 15).” The board explained that Ex-
ample 1 does not show that applying a teaspoon of
Bag Balm® to the scalp daily for about one month
“restored hair growth” and that Examples 2 and 3 do
not disclose the amount of Bag Balm® to apply or
how to restore hair growth. With respect to claim 15,
the board found that the written description “merely
surmis[es] that the active ingredient,
8-hydroxy-quinoline sulfate, even reaches the pa-
pilla,” which would not enable one of ordinary skill to
use the claimed method. Finally, the board observed
that the breadth of the claims and the unpredictable
nature of the art of hair growth aggravated its finding
that those of ordinary skill in the art would not be able
to practice the invention without undue experimenta-
tion.

Cortright requested reconsideration, which the
board denied in a November 28, 1997, *1356 opinion.
The board explained that claim 1 is not enabled be-
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cause it claims “restor[ing] hair growth,” which the
board interpreted as requiring the user's hair “to return
to its original state,” that is, a full head of hair. Thus,
the board's rejection was not based on complete
non-enablement, as the original decision had implied,
but on the claim not being commensurate with the
scope of the disclosure. With respect to claim 15, the
board maintained its general non-enablement rejection,
adding that “there is no evidence of record that the
resultant hair growth is due to (i) the stimulation of the
papilla, and (ii) the offsetting [of] the effects of lower
male hormone which is supplied by arteries to the
papilla, and not due to some other mechanism(s).”
Cortright appeals.

Discussion

[11[2] “Whether making and using an invention
would have required undue experimentation, and thus
whether a disclosure is enabling under 35 U.S.C. §
112, 11 (1994), is a legal conclusion based upon un-
derlying factual inquiries.” Johns Hopkins Univ. v.
Cellpro, Inc., 152 F.3d 1342, 1354, 47 USPQ2d 1705,
1713 (Fed.Cir.1998). Utility is a factual issue, which
we review for clear error. See Cross v. lizuka, 753
F.2d 1040, 1044 n. 7, 224 USPQ 739, 742 n. 7
(Fed.Cir.1985); see also In re Zurko, 142 F.3d 1447,
1449, 46 USPQ2d 1691, 1693 (Fed.Cir.), cert. granted,
525 U.S. 961, 119 S.Ct. 401, 142 | .Ed.2d 326 (1998).

[3] Section 112, 1 1 provides:

The specification shall contain a written description
of the invention, and of the manner and process of
making and using it, in such full, clear, concise, and
exact terms as to enable any person skilled in the art
to which it pertains, or with which it is most nearly
connected, to make and use the same, and shall set
forth the best mode contemplated by the inventor of
carrying out his invention.

35 U.S.C. 8§ 112, 1 1. A lack of enablement re-
jection under section 112, § 1 is appropriate where the
written description fails to teach those in the art to
make and use the invention as broadly as it is claimed
without undue experimentation. See In re Vaeck, 947
F.2d 488, 495-96, 10 USPQ2d 1438, 1444

(Fed.Cir.1991).

This rejection takes several forms. The PTO will
make a scope of enablement rejection where the
written description enables something within the
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scope of the claims, but the claims are not limited to
that scope. See Manual of Patent Examining Proce-
dures (“M.P.E.P.”) § 706.03(c), form  7.31.03 (Rev.3,
July 1997). This type of rejection is marked by lan-
guage stating that the specification does not enable
one of ordinary skill to use the invention commensu-
rate with the scope of the claims. On the other hand, if
the written description does not enable any subject
matter within the scope of the claims, the PTO will
make a general enablement rejection, stating that the
specification does not teach how to make or use the
invention. See M.P.E.P. § 706.03(c), form { 7.31.02.

[4] If the written description fails to illuminate a
credible utility, the PTO will make both a section 112,
1 1 rejection for failure to teach how to use the inven-
tion and a section 101 rejection for lack of utility. See
M.P.E.P. § 706.03(a), form { 7.05.04. This dual re-
jection occurs because “[t]he how to use prong of
section 112 incorporates as a matter of law the re-
quirement of 35 U.S.C. 8 101 that the specification
disclose as a matter of fact a practical utility for the
invention.” In re Ziegler, 992 F.2d 1197, 1200, 26
USPQ2d 1600, 1603 (Fed.Cir.1993). Thus, an appli-
cant's failure to disclose how to use an invention may
support a rejection under either section 112, 1 1 for
lack of enablement as a result of “the specification's ...
failure to disclose adequately to one ordinarily skilled
in the art ‘how to use’ the invention without undue
experimentation,” or section 101 for lack of utility
“when there is a complete absence of data supporting
the statements which set forth the desired results of the
claimed invention.” Envirotech Corp. v. Al George,
Inc., 730 F.2d 753, 762, 221 USPQ 473, 480
(Fed.Cir.1984); see also In re Brana, 51 F.3d 1560,
1564 n. 12, 34 USPQ2d 1436, 1439 n. 12
(Fed.Cir.1995) (The “absence of utility can be the
basis of a rejection under both 35 U.S.C. § 101 and §
112 1 1.™); In re Fouche, 58 C.C.P.A. 1086, 439 F.2d
1237, 1243, 169 USPQ 429, 434 (CCPA 1971) (“[I]f
*1357 [certain] compositions are in fact useless, ap-
pellant's specification cannot have taught how to use
them.”).

[5] The PTO cannot make this type of rejection,
however, unless it has reason to doubt the objective
truth of the statements contained in the written de-
scription. See Brana, 51 F.3d at 1566, 34 USPQ2d at
1441 (“[T]he PTO has the initial burden of challeng-
ing a presumptively correct assertion of utility in the
disclosure. Only after the PTO provides evidence
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showing that one of ordinary skill in the art would
reasonably doubt the asserted utility does the burden
shift to the applicant to provide rebuttal evidence
sufficient to convince such a person of the invention's
asserted utility.”) (citations omitted); In re Marzocchi

58 C.C.P.A. 1069, 439 F.2d 220, 223, 169 USPQ 367,
369 (CCPA 1971) (“[A] specification disclosure
which contains a teaching of the manner and process
of making and using the invention in terms which
correspond in scope to those used in describing and
defining the subject matter sought to be patented must
be taken as in compliance with the enabling require-
ment of the first paragraph of § 112 unless there is
reason to doubt the objective truth of the statements
contained therein which must be relied on for enabling
support.”). The PTO may establish a reason to doubt
an invention's asserted utility when the written de-
scription “suggest[s] an inherently unbelievable un-
dertaking or involve[s] implausible scientific princi-
ples.” Brana, 51 F.3d at 1566, 34 USPQ2d at 1441;
see also In re Eltgroth, 57 C.C.P.A. 833, 419 F.2d 918,
164 USPQ 221 (CCPA 1970) (control of aging proc-
ess). Treating baldness was once considered an in-
herently unbelievable undertaking. See In re Ferens

57 C.C.P.A. 733,417 F.2d 1072, 1074, 163 USPQ 609,
611 (CCPA 1969); In re Oberweger, 28 C.C.P.A. 749,
115 F.2d 826, 829, 47 USPQ 455, 458 (CCPA 1940).

Since then, however, treatments for baldness have
gained acceptance. Rogaine® (minoxidil) and
Propecia® are recognized as effective in treating
baldness. See Doug Levy, FDA Approves New
Treatment for Males Fighting Baldness, USA Today,
Dec. 23, 1997, at A1; Pharmaceutical Companies Are
Brushing up on Hair-Restorers Medicine, Los Ange-
les Times, Jun. 6, 1996, at D12. In addition, the PTO
has granted approximately one hundred patents on
methods of treating baldness. Some of these patents
disclose applying an electric current to the scalp, see,
e.g., U.S. Pat. No. 5,800,477, whereas others teach
ingesting substances orally or applying a salve of
some kind to the scalp, see, e.g., U.S. Pat. No.
5,777,134. Some patents disclose the active ingredient
in chemical terms. See, e.g., U.S. Pat. No. 5,777,134
(5 alpha-reductase inhibitor); U.S. Pat. No. 5,767,152
(cyanocarboxylic acid derivatives); U.S. Pat. No.
4,139,619 (formula for minoxidil). Other patents,
however, disclose baldness remedies made from more
mundane materials, such as Dead Sea mud (U.S.Pat.
No. 5,679,378); emu oil (U.S.Pat. No. 5,744,128);
potato peelings and lantana leaves (U.S.Pat. No.
5,665,342); and vitamin D3 and aloe (U.S.Pat. No.
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5,597,575). 2"

EN* See also U.S. Pat. No. 5,674,510 (salve
of garlic powder, brewer's yeast, grapefruit
juice, acetic acid, and kelp), U.S. Pat. No.
5,750,108 (salves of tea tree oil; chlorine
dioxide and acidic solution; saw palmetto
berry extract), U.S. Pat. No. 5,695,748
(salves of sage, aloe, and nettles; castor oil,
shea butter, wheat germ oil, and white io-
dine); U.S. Pat. No. 5,494,667 (salve of pine
extract and bamboo extract or Japanese ap-
ricot).

Claim1

[6] With respect to claim 1, the examiner made a
lack of utility rejection under section 101 arguing that
the asserted statements of utility were incredible in
light of Cortright's failure to prove utility with clinical
evidence. The board first appeared to make a generic
enablement rejection under section 112, 1, focusing
on “the lack of any teachings or guidance as to how to
perform the claimed methods and the unpredictable
nature of the art of restoring hair growth.” Upon re-
consideration, however, the board clarified that its
rejection pertained to scope. It took the position that
the broadest interpretation of “restore hair growth”
requires the application of Bag Balm® to “return” the
user's hair “to its original state,” that is, a full head of
hair. Because Cortright's written description discloses
results of only “three times as *1358 much hair growth
as two months earlier,” “filling-in some,” and “fuzz,”
the board reasoned, it does not support the breadth of
the claims.

[71[8]1[9] Although the PTO must give claims
their broadest reasonable interpretation, this interpre-
tation must be consistent with the one that those
skilled in the art would reach. See In re Morris, 127
F.3d 1048, 1054, 44 USPQ2d 1023, 1027
(Fed.Cir.1997) (“[T]he PTO applies to the verbiage of
the proposed claims the broadest reasonable meaning
of the words in their ordinary usage as they would be
understood by one of ordinary skill in the art....”); In
re Bond, 910 F.2d 831, 833, 15 USPQ2d 1566, 1567
(Fed.Cir.1990) (“It is axiomatic that, in proceedings
before the PTO, claims in an application are to be
given their broadest reasonable interpretation consis-
tent with the specification, ... and that claim language
should be read in light of the specification as it would
be interpreted by one of ordinary skill in the art. )
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(emphasis added); see also M.P.E.P. § 2111.01
(“[T]he words of a claim ... must be read as they would
be interpreted by those of ordinary skill in the art.”).
Prior art references may be “indicative of what all
those skilled in the art generally believe a certain term
means ... [and] can often help to demonstrate how a
disputed term is used by those skilled in the art.”
Vitronics Corp. v. Conceptronic, Inc., 90 F.3d 1576,
1584, 39 USPQ2d 1573, 1578-79 (Fed.Cir.1996).
Accordingly, the PTO's interpretation of claim terms
should not be so broad that it conflicts with the
meaning given to identical terms in other patents from
analogous art. Cf. Morris, 127 F.3d at 1056, 44
USPQ2d at 1029 (approving the board's definition of
claim terms consistent with their definitions in CCPA
cases).

The PTO's construction of “restore hair growth”
in the present case is inconsistent with its previous
definitions. U.S. Pat. Nos. 5,695,748 (“the '748 pat-
ent”), 5,679,378 (“the '378 patent™), and_5,578,599
(“the '599 patent™), for example, each recite a method
of restoring hair growth. The 748 patent recites:

A process ... for restoring hair growth which
comprises the steps of:

(a) applying a cleansing mixture of sage, aloe
and nettles to the hair and scalp in an amount and
for a period of time sufficient to effect cleansing
and then removing same;

(b) applying a treatment mixture of castor oil,
shea butter, wheat germ oil and white iodine to
the hair and scalp in an amount and for a period of
time effective to treat the hair and scalp; and

(c) heating the treatment mixture on the hair
and scalp for a period of time sufficient to pro-
mote penetration of the treatment mixture into the
hair and scalp and then removing the treatment
mixture.

‘748 patent (Claim 1) (emphasis added). The ac-
companying disclosure reveals five examples in which
women and men practiced the claimed method. One
“subject's hair began to fill-in in the previously bald-
ing and thinning areas and the subject ... achieved a
significant degree of improvement....” 1d. (Example 3).
For another subject, “there [was] a partial filling-in
and restoration of the bald spot on the top of the sub-
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ject's head.” 1d. (Example 4). A third subject noticed
that he had “fifty percent more hair in both the frontal
and middle sections of his scalp.” Id. (Example 6).

The '378 patent recites:

The method for the restoration of hair growth ...
which comprises the steps of:

applying a finite layer of Dead Sea mud to the
body surface area to be treated for the restoration of
hair growth ...;

allowing said layer to be undisturbed for a finite
time; and

rinsing said layer from said surface area.

‘378 patent (Claim 1) (emphasis added). The ac-
companying disclosure reveals an example in which a
man noticed “[m]any sprouts of ... new hair” after
practicing the method for six weeks and ultimately
“approximately 25% regrowth over the entire previ-
ously bald scalp.” 1d. (Example 1). Another example
discloses the results of a five-month study of men who
practiced the invention. In this study, the participants
noticed an increase in the number of new hairs on their
scalp per month, which varied from 0 to 22. Although
*1359 some participants reported significant growth
of hair, there was no evidence that the claimed method
resulted in full heads of hair. See id. (Example 3).

The '599 patent recites:

A method for increasing or restoring hair growth
over the sole administration of a topical minoxidil
treatment comprising the concomitant administra-
tion of:

a topical preparation of minoxidil in an amount
sufficient to promote hair growth, applied to an area
of skin where hair growth is to be increased or re-
stored; and

an oral administration of 17
beta-(N-tert-butylcarbamoyl)-4-aza-5-alpha-andros
t-1-en-3-one in an amount from about 0.05 to about
0.03 mg/Kg to promote hair growth such that hair
growth is increased over the administration of
minoxidil alone.
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'599 patent (Claim 1) (emphasis added). The
examples disclosed by the patent show that subjects
practicing this method experienced increased growth
of hair compared to those using minoxidil alone.
Nevertheless, the patent does not show that this
method completely cured baldness by producing a full
head of hair.

In light of these disclosures, one of ordinary skill
would not construe “restoring hair growth” to mean
“returning the user's hair to its original state,” as the
board required. To the contrary, consistent with Cor-
tright's disclosure and that of other references, one of
ordinary skill would construe this phrase as meaning
that the claimed method increases the amount of hair
grown on the scalp but does not necessarily produce a
full head of hair. Properly construed, claim 1 is amply
supported by the written description because Example
1 discloses the amount of Bag Balm® to apply (about
one teaspoon daily) and the amount of time (about one
month) in which to expect results. These dosing in-
structions enable one of ordinary skill to practice the
claimed invention without the need for any experi-
mentation. Therefore, we reverse the board's rejection
of claim 1.

Claim 15

[10] With respect to claim 15, the examiner made
a lack of utility rejection under section 101 because
Cortright “offered no proof that such an off-set occurs
and has disclosed that this is only speculation.” Al-
though the board purported to reject the examiner's
section 101 rejection of claim 15, its new rejection
under section 112, 1 1 suggests that it did not disagree
with the examiner entirely. The board stated that be-
cause the written description “merely ‘surmises' ” that
the active ingredient, 8-hydroxy-quinoline sulfate
reaches the papilla and offsets the lower levels of male
hormone, it did not teach how to use the method of
claim 15. It observed further that the written descrip-
tion fails to provide a working example of the subject
matter of claim 15 or any evidence that “the effects of
lower male hormone levels have been offset [by the
claimed method], or even if Bag Balm®) has reached
the papilla.” The board also faulted Cortright for not
producing evidence that “the resultant hair growth is
due to (i) the stimulation of the papilla, and (ii) the
offsetting [of] the effects of lower male hormone
which is supplied by arteries to the papilla, and not due
to some other mechanism(s).” Moreover, it found that
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the written description indicates that “the underlying
basis for the observed physiological phenomenon can
not [sic] be predicted from the results obtained,” and
that this type of unpredictability alone may “provide a
reasonable doubt as to the accuracy of broad state-
ments made in support of the enablement of a claim.”

[11][12] “[1]t is not a requirement of patentability
that an inventor correctly set forth, or even know, how
or why the invention works.” Newman v. Quigg, 877
F.2d 1575, 1581, 11 USPQ2d 1340, 1345
(Fed.Cir.1989); see also Fromson v. Advance Offset
Plate, Inc., 720 F.2d 1565, 1570, 219 USPQ 1137,
1140 (Fed.Cir.1983) (“[I]t is axiomatic that an in-
ventor need not comprehend the scientific principles
on which the practical effectiveness of his invention
rests.”). Furthermore, statements that a physiological
phenomenon was observed are not inherently suspect
simply because the underlying basis for the observa-
tion cannot be predicted or explained. Therefore, the
board erred in suggesting that Cortright was required
to prove the cause of the resultant hair growth.

*1360 Statements relating to observations that
salves applied to the scalp penetrate the skin and reach
the papilla or that chemicals affect hormones do not
run counter to generally accepted scientific norms.
Therefore, a disclosure that the active agent,
8-hydroxy-quinoline sulfate, reached the papilla and
offset lower levels of male hormones is not inherently
suspect. Nevertheless, we must affirm the rejection of
claim 15 because the written description fails to dis-
close that the active ingredient reaches the papilla or
that offsetting occurs. See In re Bundy, 642 F.2d 430,
434, 209 USPQ 48, 51 (CCPA 1981) (“What is nec-
essary to satisfy the how-to-use requirement of § 112
is the disclosure of some activity coupled with
knowledge as to the use of this activity.”). Here, al-
though the written description states that people ob-
served hair growth after applying Bag Balm® to the
scalp, it does not disclose that anyone observed the
active ingredient reach the papilla and offset the ef-
fects of lower levels of male hormones. It states, rather,
that “[i]t is believed that the rubbed-in ointment off-
sets the effects of lower levels of male hormones in the
papilla and/or provides an antimicrobial effect on
infection,” and that “Applicant surmises that the active
antimicrobial agent, 8-hydro[x]y-quinoline sulfate,
reaches the papilla, and is effective to off-set the male
hormones such as testosterone and/or androsterone,
and/or kill or seriously weaken any bacteria about or
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in the papilla ....” (emphasis added). These statements
reflect no actual observations. Moreover, we have not
been shown that one of ordinary skill would neces-
sarily conclude from the information expressly dis-
closed by the written description that the active in-
gredient reaches the papilla or that off-setting occurs.
See Tronzo v. Biomet, Inc., 156 F.3d 1154, 1159, 47
USPQ2d 1829, 1834 (Fed.Cir.1998) (“In order for a
disclosure to be inherent ... the missing descriptive
matter must necessarily be present in the ... applica-
tion's specification such that one skilled in the art
would recognize such a disclosure.”); see also In re
Oelrich, 666 F.2d 578, 581, 212 USPQ 323, 326
(CCPA 1981) (“Inherency ... may not be established
by probabilities or possibilities. The mere fact that a
certain thing may result from a given set of circum-
stances is not sufficient.”) (quoting Hansgirg v.
Kemmer, 26 C.C.P.A. 937, 102 F.2d 212, 214, 40
USPQ 665, 667 (CCPA 1939)). Therefore, claim 15
does not satisfy the how to use requirement of section
112,11.

Conclusion
Accordingly, the decision of the United States
Board of Patent Appeals and Interferences is affirmed
in part and reversed in part, and the case is remanded
for further proceedings in accordance with this opin-
ion.

COSTS
Each party shall bear its own costs.

AFFIRMED-IN-PART, REVERSED-IN-PART, AND
REMANDED

C.A Fed.,1999.
In re Cortright
165 F.3d 1353, 49 U.S.P.Q.2d 1464

END OF DOCUMENT
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Applicants appealed from decision of the United
States Patent and Trademark Office (PTO) Board of
Patent Appeals and Interferences, affirming patent
examiner's rejections of claims for antitumor com-
pound. The Court of Appeals, Plager, Circuit Judge,
held that: (1) claimed specification for antitumor
compound satisfied statutory utility requirement by
alleging that compound was more effective in treating
lymphocytic leukemia in mice than other known
compounds; (2) PTO failed to satisfy its initial burden
of challenging presumptively correct assertion of
utility; (3) even if one skilled in the art would have
reasonably questioned asserted utility of claimed an-
titumor compound, applicants provided sufficient
evidence to convince one of skill in the art of asserted
utility; and (4) Food and Drug Administration (FDA)
approval is not prerequisite for finding compound
useful within meaning of patent laws.

Reversed.
West Headnotes
[1] Patents 291 €=101(5)

291 Patents
2911V Applications and Proceedings Thereon
291k101 Claims
291k101(5) k. Requisites and sufficiency.
Most Cited Cases

Claim specifications for antitumor compound
satisfied statutory utility requirement by alleging that
compound was more effective in treating lymphocytic
leukemia in mice than other known compounds. 35
U.S.C.A. §101.
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[2] Patents 291 €248

291 Patents
29111 Patentability
29111(C) Utility
291k48 k. Nature of product or result. Most
Cited Cases

Lymphocytic leukemia tumor models used to
study cancer in mice represented specific diseases
against which claimed compounds in patent applica-
tion could be effective, as required to satisfy statutory
utility requirement, where cell lines used on models
were originally derived from lymphocytic leukemias
in mice and would produce that disease once im-
planted in mice. 35 U.S.C.A. § 101.

[3] Patents 291 €49

291 Patents
29111 Patentability
29111(C) Utility
291k49 k. Evidence of utility. Most Cited
Cases
(Formerly 291k97)

Patent and Trademark Office (PTO) has initial
burden of challenging presumptively correct assertion
of utility in patent disclosure. 35 U.S.C.A. § 101.

[4] Patents 291 €249

291 Patents
29111 Patentability
29111(C) Utility
291k49 k. Evidence of utility. Most Cited
Cases
(Formerly 291k97)

Only after Patent and Trademark Office (PTO)
provides evidence showing that one of ordinary skill
in art would reasonably doubt asserted utility of pat-
ented invention does burden shift to applicant to pro-
vide rebuttal evidence sufficient to convince such
person of invention's asserted utility. 35 U.S.C.A. §
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101.
[5] Patents 291 €249

291 Patents
29111 Patentability
29111(C) Utility
291k49 k. Evidence of utility. Most Cited
Cases
(Formerly 291k97)

Patent and Trademark Office (PTO) failed to
satisfy its initial burden of challenging presumptively
correct assertion of utility in application for patent for
antitumor compound, where references cited by PTO
did not question usefulness of any compound as anti-
tumor agent or provide any other evidence to cause
one of skill in the art to question asserted utility of
applicants' compounds, but instead discussed thera-
peutic predictive value of tests used in mice, which
were relevant only if applicants were required to prove
ultimate value in humans of their asserted utility. 35
U.S.C.A. 8101.

[6] Patents 291 €99

291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

Even if one skilled in the art would have rea-
sonably questioned asserted utility of claimed anti-
tumor compound, applicants provided sufficient evi-
dence to convince one of skill in the art of asserted
utility; applicants provided test results showing that
several compounds within scope of claims exhibited
significant antitumor activity, and prior art disclosed
structurally similar compounds which were proven to
be effective antitumor agents. 35 U.S.C.A. 8 101.

[7] Patents 291 €49

291 Patents
29111 Patentability

29111(C) Utility
291k49 k. Evidence of utility. Most Cited

Cases

Although minor changes in chemical compounds
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can radically change their effects on human body,
evidence of success in structurally similar compounds
is relevant in determining whether one skilled in the
art would believe asserted utility.

[8] Patents 291 €246

291 Patents
29111 Patentability
29111(C) Utility
291k46 k. Nature and necessity of pat-
entable utility. Most Cited Cases

Food and Drug Administration (FDA) approval is
not prerequisite for finding compound useful within
meaning of patent laws. Federal Food, Drug, and
Cosmetic Act, § 505(i)(1), 21 U.S.C.A. § 355(i)(1); 35
US.CA. 88 101, 112; 21 C.F.R. 8§ 312.21(b),
312.23(a)(5), (a)(8).

[9] Patents 291 €=324.5

291 Patents
291XI1 Infringement
291XI11(B) Actions
291k324 Appeal
291k324.5 k. Scope and extent of review
in general. Most Cited Cases

In reviewing decisions of Patent and Trademark
Office (PTO), Court of Appeals traditionally reviews
questions of law without deference to views of the
agency, and defers to agency with regard to questions
of fact unless its findings are clearly erroneous.

[10] Patents 291 €=2324.55(1)

291 Patents
291X11 Infringement
291X11(B) Actions
291k324 Appeal
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291k324.55(1) k. In general. Most
Cited Cases

When mixed questions of law and fact are before
Court of Appeals on appeal from decision of Patent
and Trademark Office (PTO), whether Court of Ap-
peals defers, and extent to which it defers to agency's
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decision, turns on nature of case and nature of judg-
ment. 5 U.S.C.A. § 706.

*1562 Malcolm J. MacDonald, Keil & Weinkauf,
Washington, DC, argued, for appellant. With him on
the brief was Herbert B. Keil. Of counsel was David S.

Nagy.

Fred E. McKelvey, Sol., Office of Sol., Arlington, VA,
argued, for appellee. With him on the brief were Albin
F. Drost, Deputy Sol., Richard E. Schafer, Teddy S.
Gron, Joseph G. Piccolo and Richard L. Torczon,
Associate Sols.

Before PLAGER, LOURIE, and RADER, Circuit
Judges.

PLAGER, Circuit Judge.

Miguel F. Brana, et al. (applicants), appeal the
March 19, 1993 decision of the United States Patent
and Trademark Office (PTO) Board of Patent Appeals
and Interferences (Board), in Appeal No. 92-1196.

URS
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The Board affirmed the examiner's rejection of claims
10-13 of patent application Serial No. 533,944 under
35 U.S.C. § 112 1 1 (1988).™! The examiner's rejec-
tion, upon which the Board relied in rendering its
decision, was based specifically on a challenge to the
utility of the claimed compounds and the amount of
experimentation necessary to use the compounds. We
conclude the Board erred, and reverse.

FN1. Unless otherwise noted, all United
States Code citations are to the 1988 edition.

I. BACKGROUND
On June 30, 1988, applicants filed patent appli-
cation Serial No. 213,690 (the '690 application) ™2
directed to 5-nitrobenzo[de]isoquinoline-1,3-dione
compounds, for use as antitumor substances, having
the following formula:

EN2. This is a divisional of patent application
Serial No. 110,871 filed October 21, 1987.

~R!

(CHz) =N
fzn ~Rr?

I~
02 N\R"

where n is 1 or 2, R" and R? are identical or dif-
ferent and are each hydrogen, C;-Cg-alkyl,
C,-Cg-hydroxyalkyl,  pyrrolidinyl,  morpholino,
piperidinyl or piperacinyl, and R® and R* are identical
or different and are each hydrogen, C;-Cs-alkyl,
C;-Ce-acyl, C,-Cs-alkoxycarbonyl, ureyl, aminocar-
bonyl or C,-Cs-alkylaminocarbonyl. These claimed
compounds differ from several prior art
benzo[de]isoquinoline-1,3-dione compounds due to
the presence of a nitro group (O,N) at the 5-position
and an amino or other amino group (NR°R%) at the
8-position of the isoquinoline ring.

The specification states that  these
non-symmetrical substitutions at the 5-and 8-positions
produce compounds with “a better action and a better
action spectrum as antitumor substances” than known
benzo[de]isoquinolines, namely those in K.D. Paull et

al., Computer Assisted Structure-Activity Correlations,
Drug Research, 34(1l), 1243-46 (1984) (Paull). Paull
describes a computer-assisted evaluation of
benzo[de]isoquinoline-1,3-diones and related com-
pounds which have been screened for antitumor ac-
tivity by testing their efficacy in vivo ™2 against two
specific implanted murine (i.e., utilizing mice as test
subjects) lymphocytic leukemias, P388 and L1210.7
These two in vivo tests are *1563 widely used by the
National Cancer Institute (NCI) to measure the anti-
tumor properties of a compound. Paull noted that one
compound in particular,
benzo[de]isoquinoline-1,3(2H)dione,5-amino-2(2-di

methyl-aminoethyl [sic] ) (hereinafter “NSC 308847"),
was found to show excellent activity against these two
specific tumor models. Based on their analysis,
compound NSC 308847 was selected for further
studies by NCI. In addition to comparing the effec-
tiveness of the claimed compounds with structurally
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similar compounds in Paull, applicants' patent speci-
fication illustrates the cytotoxicity of the claimed
compounds against human tumor cells, in vitro, ™=

and concludes that these tests “had a good action.” ™¢

EN3. In vivo means “[i]n the living body,
referring to a process occurring therein.”
Steadman's Medical Dictionary 798 (25th ed.
1990). In vitro means “[i]n an artificial en-
vironment, referring to a process or reaction
occurring therein, as in a test tube or culture
media.” Id.

EN4. The analysis in Paull consisted of
grouping the previously-tested compounds
into groups based on common structural
features and cross-referencing the various
groups, in light of the success rates of the
group as a whole, to determine specific
compounds that may be effective in treating
tumors.

ENS. See supra note 3.

EN6. The specification does not state the
specific type of human tumor cells used in
this test.

The examiner initially rejected applicants' claims
in the '690 application as obvious under 35 U.S.C. §
103 in light of U.S. Patent No. 4,614,820, issued to
and referred to hereafter as Zee-Cheng et al.
Zee-Cheng et al. discloses a benzo[de]isoquinoline
compound for use as an antitumor agent with sym-
metrical substitutions on the 5-position and 8-position
of the quinoline ring; in both positions the substitution
was either an amino or nitro group. ™ Although not
identical to the applicants' claimed compounds, the
examiner noted the similar substitution pattern (i.e., at
the same positions on the isoquinoline ring) and con-
cluded that a mixed substitution of the invention
therefore would have been obvious in view of
Zee-Cheng et al.

ENY. The chemical compound in Zee-Cheng
et al. is labeled a
3,6-disubstituted-1,8-naphthalimide and uses
different numbering for the positions on the
isoquinoline ring. The structure of this
compound, however, is identical to that
claimed by the applicants except for sym-
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metrical substitutions at the 5-position and
the 8-position of the isoquinoline ring.
Zee-Cheng et al. teaches identical substitu-
tions of amino or nitro groups while appli-
cants claim a nitro group substitution at the
5-position and an amino group substitution at
the 8-position.

In a response dated July 14, 1989, the applicants
rebutted the § 103 rejection. Applicants asserted that
their mixed disubstituted compounds had unexpect-
edly better antitumor properties than the symmetri-
cally substituted compounds in Zee-Cheng et al. In
support of this assertion applicants attached the dec-
laration of Dr. Gerhard Keilhauer. In his declaration
Dr. Keilhauer reported that his tests indicated that
applicants' claimed compounds were far more effec-
tive as antitumor agents than the compounds disclosed
in Zee-Cheng et al. when tested, in vitro, against two
specific types of human tumor cells, HEp and
HCT-29.5% Applicants further noted that, although
the differences between the compounds in Zee-Cheng
et al. and applicants' claimed compounds were slight,
there was no suggestion in the art that these improved
results (over Zee-Cheng et al.) would have been ex-
pected. Although the applicants overcame the § 103
rejection, the examiner nevertheless issued a final
rejection, on different grounds, on September 5, 1989.

FEN8. HEp cells are derived from laryngeal
cancer and HCT-29 cells from colon cancer.

On June 4, 1990, applicants filed a continuation
application, Serial No. 533,944 (the '944 application),
from the above-mentioned '690 application. Claims
10-13, the only claims remaining in the continuation
application, were rejected in a final office action dated
May 1, 1991. Applicants appealed the examiner's final
rejection to the Board.

In his answer to the applicants' appeal brief, the
examiner stated that the final rejection was based on
35 U.S.C. § 112 7 1.™° The examiner first noted that
the specification failed to describe any specific disease
against which the claimed compounds were active.
Furthermore, the examiner concluded that the prior art
tests performed in Paull and the tests disclosed in the
specification were not sufficient to establish a rea-
sonable expectation that the claimed compounds had
*1564 a practical utility (i.e. antitumor activity in
humans).™°
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EN9. The examiner's answer noted that the
final rejection also could have been made
under 35 U.S.C. § 101 for failure to disclose a
practical utility.

EN10. The examiner subsequently filed two
supplemental answers in response to argu-
ments raised by the applicants in supple-
mental reply briefs.

In a decision dated March 19, 1993, the Board
affirmed the examiner's final rejection. The three-page
opinion, which lacked any additional analysis, relied
entirely on the examiner's reasoning. Although noting
that it also would have been proper for the examiner to
reject the claims under 35 U.S.C. § 101, the Board
affirmed solely on the basis of the Examiner's § 112 |
1 rejection. This appeal followed.

1. DISCUSSION

At issue in this case is an important question of
the legal constraints on patent office examination
practice and policy. The question is, with regard to
pharmaceutical inventions, what must the applicant
prove regarding the practical utility or usefulness of
the invention for which patent protection is sought.
This is not a new issue; it is one which we would have
thought had been settled by case law years ago.™*
We note the Commissioner has recently addressed this
question in his Examiner Guidelines for Biotech Ap-
plications, see 60 Fed.Reg. 97 (1995); 49
Pat. Trademark & Copyright J. (BNA) No. 1210, at
234 (Jan. 5, 1995).

FN11. See, e.g., Cross v. lizuka, 753 F.2d
1040, 224 USPQ 739 (Fed.Cir.1985); In re
Langer, 503 F.2d 1380, 183 USPQ 288
(CCPA 1974); In re Krimmel, 292 F.2d 948,
130 USPQ 215 (CCPA 1961); In re Bergel,
292 F.2d 958, 130 USPQ 205 (CCPA 1961).

The requirement that an invention have utility is
found in 35 U.S.C. § 101: “Whoever invents ... any
new and useful ... composition of matter ... may obtain
a patent therefor....” (emphasis added). It is also im-
plicitin § 112 § 1, which reads:

The specification shall contain a written description
of the invention, and of the manner and process of
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making and using it, in such full, clear, concise, and
exact terms as to enable any person skilled in the art
to which it pertains, or with which it is most nearly
connected, to make and use the same, and shall set
forth the best mode contemplated by the inventor of
carrying out his invention.

Obviously, if a claimed invention does not have
utility, the specification cannot enable one to use it.

As noted, although the examiner and the Board
both mentioned § 101, and the rejection appears to be
based on the issue of whether the compounds had a
practical utility, a 8 101 issue, the rejection according
to the Board stands on the requirements of § 112 7 1. It
is to that provision that we address ourselves.™2 The
Board gives two reasons for the rejection; ™ we will

consider these in turn.

FN12. This court's predecessor has deter-
mined that absence of utility can be the basis
of a rejection under both 35 U.S.C. § 101 and
81129 1. InreJolles, 628 F.2d 1322, 1326 n.
11, 206 USPQ 885, 889 n. 11 (CCPA 1980);
In re Fouche, 439 F.2d 1237, 1243, 169
USPQ 429, 434 (CCPA 1971) (“[I]f such
compositions are in fact useless, appellant's
specification cannot have taught how to use
them.”). Since the Board affirmed the ex-
aminer's rejection based solely on § 112 { 1,
however, our review is limited only to
whether the application complies with § 112
11

FN13. The Board's decision did not expressly
make any independent factual determinations
or legal conclusions. Rather, the Board stated
that it “agree[d] with the examiner's well
reasoned, well stated and fully supported by
citation of relevant precedent position in
every particular, and any further comment
which we might add would be redundant.” Ex
parte Brana et al., No. 92-1196 (Bd.Pat.App.
& Int. March 19, 1993) at 2-3. Therefore,
reference in this opinion to Board findings
are actually arguments made by the examiner
which have been expressly adopted by the
Board.

1.
[1] The first basis for the Board's decision was
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that the applicants' specification failed to disclose a
specific disease against which the claimed compounds
are useful, and therefore, absent undue experimenta-
tion, one of ordinary skill in the art was precluded
from using the invention. See Hybritech Inc. v.
Monoclonal Antibodies, Inc., 802 F.2d 1367, 1384,
231 USPQ 81, 94 (Fed.Cir.1986), cert. denied, 480
U.S. 947, 107 S.Ct. 1606, 94 L.Ed.2d 792 (1987). In
support, the Commissioner argues that the disclosed
uses in *1565 the '944 application, namely the
“treatment of diseases” and “antitumor substances,”
are similar to the nebulous disclosure found insuffi-
cient in In re Kirk, 376 F.2d 936, 153 USPQ 48
(CCPA 1967). This argument is not without merit.

In Kirk applicants claimed a new class of steroid
compounds. One of the alleged utilities disclosed in
the specification was that these compounds possessed
“high biological activity.” Id. at 938, 153 USPQ at 50.
The specification, however, failed to disclose which
biological properties made the compounds useful.
Moreover, the court found that known specific uses of
similar compounds did not cure this defect since there
was no disclosure in the specification that the proper-
ties of the claimed compounds were the same as those
of the known similar compounds. Id. at 942, 153
USPQ at 53. Furthermore, it was not alleged that one
of skill in the art would have known of any specific
uses, and therefore, the court concluded this alleged
use was too obscure to enable one of skill in the art to
use the claimed invention. See also Kawai v. Metlesics,

480 F.2d 880, 178 USPQ 158 (CCPA 1973).

Kirk would potentially be dispositive of this case
were the above-mentioned language the only assertion
of utility found in the '944 application. Applicants'
specification, however, also states that the claimed
compounds have “a better action and a better action
spectrum as antitumor substances” than known com-
pounds, specifically those analyzed in Paull. As pre-
viously noted, see supra note 4, Paull grouped various
benzo[de]isoquinoline-1,3-diones, which had previ-
ously been tested in vivo for antitumor activity against
two lymphocytic leukemia tumor models (P388 and
L1210), into various structural classifications and
analyzed the test results of the groups (i.e. what per-
cent of the compounds in the particular group showed
success against the tumor models). Since one of the
tested compounds, NSC 308847, was found to be
highly effective against these two lymphocytic leu-

kemia tumor models, ™ applicants' favorable com-
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parison implicitly asserts that their claimed com-
pounds are highly effective (i.e. useful) against
lymphocytic leukemia. An alleged use against this
particular type of cancer is much more specific than
the vaguely intimated uses rejected by the courts in
Kirk and Kawai. See, e.g., Cross v. lizuka, 753 F.2d at
1048, 224 USPQ at 745 (finding the disclosed prac-
tical utility for the claimed compounds-the inhibition
of thromboxane synthetase in human or bovine
platelet microsomes-sufficiently specific to satisfy the
threshold requirement in Kirk and Kawai.)

FN14. Paull also found NSC 308847 to be
effective against two other test models, B16
melanoma and Colon C872.

[2] The Commissioner contends, however, that
P388 and L1210 are not diseases since the only way an
animal can get sick from P388 is by a direct injection
of the cell line. The Commissioner therefore con-
cludes that applicants' reference to Paull in their
specification does not provide a specific disease
against which the claimed compounds can be used.
We disagree.

As applicants point out, the P388 and L1210 cell
lines, though technically labeled tumor models, were
originally derived from lymphocytic leukemias in
mice. Therefore, the P388 and L1210 cell lines do
represent actual specific lymphocytic tumors; these
models will produce this particular disease once im-
planted in mice. If applicants were required to wait
until an animal naturally developed this specific tumor
before testing the effectiveness of a compound against
the tumor in vivo, as would be implied from the
Commissioner's argument, there would be no effective
way to test compounds in vivo on a large scale.

We conclude that these tumor models represent a
specific disease against which the claimed compounds
are alleged to be effective. Accordingly, in light of the
explicit reference to Paull, applicants' specification
alleges a sufficiently specific use.

2.

[31[4] The second basis for the Board's rejection
was that, even if the specification did allege a specific
use, applicants failed to *1566 prove that the claimed
compounds are useful. Citing various references,™%
the Board found, and the Commissioner now argues,

that the tests offered by the applicants to prove utility
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were inadequate to convince one of ordinary skill in
the art that the claimed compounds are useful as an-

titumor agents.™

FN15. See Pazdur et al., Correlation of
Murine Antitumor Models in Predicting
Clinical Drug Activity in Non-Small Cell
Lung Cancer: A Six Year Experience, 3
Proceedings Am.Soc.Clin.Oncology 219
(1984); Martin et al., Role of Murine Tumor
Models in Cancer Research, 46 Cancer Re-
search 2189 (April 1986).

FEN16. As noted, this would appear to be a §
101 issue, rather than § 112.

This court's predecessor has stated:

[A] specification disclosure which contains a
teaching of the manner and process of making and
using the invention in terms which correspond in
scope to those used in describing and defining the
subject matter sought to be patented must be taken
as in compliance with the enabling requirement of
the first paragraph of 8 112 unless there is reason to
doubt the objective truth of the statements contained
therein which must be relied on for enabling sup-
port.

In re Marzocchi, 439 F.2d 220, 223, 169 USPQ
367, 369 (CCPA 1971). From this it follows that the
PTO has the initial burden of challenging a presump-
tively correct assertion of utility in the disclosure. 1d.
at 224, 169 USPQ at 370. Only after the PTO provides
evidence showing that one of ordinary skill in the art
would reasonably doubt the asserted utility does the
burden shift to the applicant to provide rebuttal evi-
dence sufficient to convince such a person of the in-
vention's asserted utility. See In re Bundy, 642 F.2d
430, 433, 209 USPQ 48, 51 (CCPA 1981).™NY

FN17. See also In re Novak, 306 F.2d 924,
928, 134 USPQ 335, 337 (CCPA 1962)
(stating that it is proper for the examiner to
request evidence to substantiate an asserted
utility unless one with ordinary skill in the art
would accept the allegations as obviously
valid and correct); In re Chilowsky, 229 F.2d
457, 462, 108 USPQ 321, 325 (CCPA 1956)
(“[WThere the mode of operation alleged can
be readily understood and conforms to the
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known laws of physics and chemistry ... no
further evidence is required.”). But see In re
Marzocchi, 439 F.2d at 223, 169 USPQ at
369-70 (“In the field of chemistry generally
there may be times when the well-known
unpredictability of chemical reactions will
alone be enough to create a reasonable doubt
as to the accuracy of a particular broad
statement put forward as enabling support for
a claim. This will especially be the case
where the statement is, on its face, contrary to
generally accepted scientific principles.”).

[5] The PTO has not met this initial burden. The
references cited by the Board, Pazdur and Martin,"™2
do not question the usefulness of any compound as an
antitumor agent or provide any other evidence to cause
one of skill in the art to question the asserted utility of
applicants' compounds. Rather, these references
merely discuss the therapeutic predictive value of in
vivo murine tests-relevant only if applicants must
prove the ultimate value in humans of their asserted
utility. Likewise, we do not find that the nature of
applicants' invention alone would cause one of skill in
the art to reasonably doubt the asserted usefulness.

FN18. See supra note 15.

The purpose of treating cancer with chemical
compounds does not suggest an inherently unbeliev-
able undertaking or involve implausible scientific
principles. In re Jolles, 628 F.2d at 1327, 206 USPQ at
890. Modern science has previously identified nu-
merous successful chemotherapeutic agents. In addi-
tion, the prior art, specifically Zee Cheng et al., dis-
closes structurally similar compounds to those
claimed by the applicants which have been proven in
vivo to be effective as chemotherapeutic agents
against various tumor models.

Taking these facts-the nature of the invention and
the PTQO's proffered evidence-into consideration we
conclude that one skilled in the art would be without
basis to reasonably doubt applicants' asserted utility
on its face. The PTO thus has not satisfied its initial
burden. Accordingly, applicants should not have been
required to substantiate their presumptively correct
disclosure to avoid a rejection under the first para-
graph of § 112. See In re Marzocchi, 439 F.2d at 224,

169 USPQ at 370.
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[6] We do not rest our decision there, however.
Even if one skilled in the art *1567 would have rea-
sonably questioned the asserted utility, i.e., even if the
PTO met its initial burden thereby shifting the burden
to the applicants to offer rebuttal evidence, applicants
proffered sufficient evidence to convince one of skill
in the art of the asserted utility. In particular, appli-
cants provided through Dr. Kluge's declaration ™2
test results showing that several compounds within the
scope of the claims exhibited significant antitumor
activity against the L1210 standard tumor model in
vivo. Such evidence alone should have been sufficient
to satisfy applicants' burden.

EN19. The declaration of Michael Kluge was
signed and dated June 19, 1991. This decla-
ration listed test results (i.e. antitumor activ-
ity) of the claimed compounds, in vivo,
against L1210 tumor cells and concluded that
these compounds would likely be clinically
useful as anti-cancer agents. Enablement, or
utility, is determined as of the application
filing date. In re Glass, 492 F.2d 1228, 1232,
181 USPQ 31, 34 (CCPA 1974). The Kluge
declaration, though dated after applicants'
filing date, can be used to substantiate any
doubts as to the asserted utility since this
pertains to the accuracy of a statement al-
ready in the specification. In re Marzocchi
439 F.2d at 224 n. 4, 169 USPQ at 370 n. 4. It
does not render an insufficient disclosure
enabling, but instead goes to prove that the
disclosure was in fact enabling when filed
(i.e., demonstrated utility).

[7] The prior art further supports the conclusion
that one skilled in the art would be convinced of the
applicants' asserted utility. As previously mentioned,
prior art-Zee Cheng et al. and Paull-disclosed struc-
turally similar compounds which were proven in vivo
against various tumor models to be effective as che-
motherapeutic agents. Although it is true that minor
changes in chemical compounds can radically alter
their effects on the human body, Kawai, 480 F.2d at
891, 178 USPQ at 167, evidence of success in struc-
turally similar compounds is relevant in determining
whether one skilled in the art would believe an as-
serted utility. See Rey-Bellet v. Engelhardt, 493 F.2d
1380, 181 USPQ 453 (CCPA 1974); Kawai, 480 F.2d
880, 178 USPQ 158.
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The Commissioner counters that such in vivo tests
in animals are only preclinical tests to determine
whether a compound is suitable for processing in the
second stage of testing, by which he apparently means
in vivo testing in humans, and therefore are not rea-
sonably predictive of the success of the claimed
compounds for treating cancer in humans. ™2 The
Commissioner, as did the Board, confuses the re-
quirements under the law for obtaining a patent with
the requirements for obtaining government approval
to market a particular drug for human consumption.
See Scott v. Finney, 34 F.3d 1058, 1063, 32 USPQ2d
1115, 1120 (Fed.Cir.1994) (“Testing for the full safety
and effectiveness of a prosthetic device is more
properly left to the Food and Drug Administration
(FDA). Title 35 does not demand that such human
testing occur within the confines of Patent and
Trademark Office (PTO) proceedings.”).

FN20. We note that this discussion is rele-
vant to the earlier discussion as well. If we
were to conclude that these in vivo tests are
insufficient to establish usefulness for the
claimed compounds, that would bear on the
issue of whether one skilled in the art would,
in light of the structurally similar compounds
in Paull and Zee Cheng et al., have cause to
doubt applicants' asserted usefulness for the
compounds.

Our court's predecessor has determined that proof
of an alleged pharmaceutical property for a compound
by statistically significant tests with standard experi-
mental animals is sufficient to establish utility. In re
Krimmel, 292 F.2d 948, 953, 130 USPQ 215, 219
(CCPA 1961); see also In re Bergel, 292 F.2d 958,
130 USPQ 205 (CCPA 1961). In concluding that
similar in vivo tests were adequate proof of utility the
court in In re Krimmel stated:

We hold as we do because it is our firm conviction
that one who has taught the public that a compound
exhibits some desirable pharmaceutical property in
a standard experimental animal has made a signifi-
cant and useful contribution to the art, even though
it may eventually appear that the compound is
without value in the treatment in humans.

Krimmel, 292 F.2d at 953, 130 USPQ at 219.
Moreover, NCI apparently believes these tests are
statistically significant because it has explicitly rec-
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ognized both the P388 and L1210 murine tumor
models as standard screening tests for determining
whether new *1568 compounds may be useful as
antitumor agents.

In the context of this case the Martin and Pazdur
references, on which the Commissioner relies, do not
convince us otherwise. Pazdur only questions the
reliability of the screening tests against lung cancer; it
says nothing regarding other types of tumors. Al-
though the Martin reference does note that some
laboratory oncologists are skeptical about the predic-
tive value of in vivo murine tumor models for human
therapy, Martin recognizes that these tumor models
continue to contribute to an increasing human cure
rate. In fact, the authors conclude that this perception
(i.e. lack of predictive reliability) is not tenable in light
of present information.

On the basis of animal studies, and controlled
testing in a limited number of humans (referred to as
Phase | testing), the Food and Drug Administration
may authorize Phase Il clinical studies. See 21 U.S.C.
§ 355(i)(1); 21 C.F.R. 8 312.23(a)(5), (a)(8) (1994).
Authorization for a Phase 11 study means that the drug
may be administered to a larger number of humans,
but still under strictly supervised conditions. The
purpose of the Phase Il study is to determine primarily
the safety of the drug when administered to a larger
human population, as well as its potential efficacy
under different dosage regimes. See 21 C.F.R. §

312.21(b).

[8] FDA approval, however, is not a prerequisite
for finding a compound useful within the meaning of
the patent laws. Scott, 34 F.3d 1058, 1063, 32
USPQ2d 1115, 1120. Usefulness in patent law, and in
particular in the context of pharmaceutical inventions,
necessarily includes the expectation of further re-
search and development. The stage at which an in-
vention in this field becomes useful is well before it is
ready to be administered to humans. Were we to re-
quire Phase Il testing in order to prove utility, the
associated costs would prevent many companies from
obtaining patent protection on promising new inven-
tions, thereby eliminating an incentive to pursue,
through research and development, potential cures in
many crucial areas such as the treatment of cancer.

In view of all the foregoing, we conclude that
applicants' disclosure complies with the requirements
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of 35 U.S.C. 8112 1.

3.

[9] The Commissioner takes this opportunity to
raise the question of this court's standard of review
when deciding cases on appeal from the PTO. Tradi-
tionally we have recited our standard of review to be,
with regard to questions of law, that review is without
deference to the views of the Agency, In re Donaldson
16 F.3d 1189, 1192, 29 USPQ2d 1845, 1848
(Fed.Cir.1994) (in banc), In re Caveney, 761 F.2d 671,
674, 226 USPQ 1, 3 (Fed.Cir.1985), and with regard
to questions of fact, we defer to the Agency unless its
findings are “clearly erroneous.” See, e.g., In re Baxter
Travenol Labs, 952 F.2d 388, 21 USPQ2d 1281
(Fed.Cir.1991); In re Woodruff, 919 F.2d 1575, 16
USPQ2d 1934 (Fed.Cir.1990); In re De Blauwe, 736
F.2d 699, 222 USPQ 191 (Fed.Cir.1984).

[10] With regard to judgment calls, those ques-
tions that fall “[sJomewhere near the middle of the
fact-law spectrum,” this court has recognized “the
falseness of the fact-law dichotomy, since the deter-
mination at issue, involving as it does the application
of a general legal standard to particular facts, is
probably most realistically described as neither of fact
nor law, but mixed.” Campbell v. Merit Systems Pro-
tection Board, 27 F.3d 1560, 1565 (Fed.Cir.1994).
When these questions of judgment are before us,
whether we defer, and the extent to which we defer,
turns on the nature of the case and the nature of the
judgment. Id. (“Characterization therefore must fol-
low from an a priori decision as to whether deferring ...
is sound judicial policy. We would be less than candid
to suggest otherwise.”).

The Commissioner contends that the appropriate
standard of review for this court regarding questions
of law, of fact, and mixed questions of law and fact,
coming to us from the PTO is found in the Adminis-
trative Procedure Act (APA) at 5 U.S.C. § 706. The
standard set out there is that “[t]he reviewing court
shall ... hold unlawful and set aside agency action,
findings, and conclusions found to be-(A) arbitrary,
capricious, an *1569 abuse of discretion, or otherwise
not in accordance with law; ... (E) unsupported by
substantial evidence....” The Commissioner is of the
view that the stated standard we now use, which is the
traditional standard of review for matters coming from
a trial court, is not appropriate for decisions coming
from an agency with presumed expertise in the subject
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area, and is not in accord with law.mN2

FN21. Congress enacted the Administrative
Procedure Act (APA) on June 11, 1946. See 1
Kenneth Culp Davis, Administrative Law
Treatise, 8 1:7 (2d ed. 1978). The APA sets
forth a framework for administrative agency
procedure and provides judicial review for
persons adversely affected by final agency
actions. Chapter 7, codified at 5 U.S.C. §
701-706, contains the APA judicial review
provisions, including the standard of review
provision quoted above.

Applicants argue that by custom and tradition,
recognized by the law of this court, the standard of
review we have applied, even though inconsistent with
the standard set forth in the APA, nevertheless is a
permissible standard. In our consideration of this issue,
there is a reality check: would it matter to the outcome
in a given case which formulation of the standard a
court articulates in arriving at its decision? The answer
no doubt must be that, even though in some cases it
might not matter, in others it would, otherwise the
lengthy debates about the meaning of these formula-
tions and the circumstances in which they apply would
be unnecessary.

A preliminary question, then, is whether this is
one of those cases in which a difference in the stan-
dard of review would make a difference in the out-
come. The ultimate issue is whether the Board cor-
rectly applied the § 112 1 1 enablement mandate and
its implicit requirement of practical utility, or perhaps
more accurately the underlying requirement of § 101,
to the facts of this case. As we have explained, the
issue breaks down into two subsidiary issues: (1)
whether a person of ordinary skill in the art would
conclude that the applicants had sufficiently described
particular diseases addressed by the invention, and (2)
whether the Patent Act supports a requirement that
makes human testing a prerequisite to patentability
under the circumstances of this case.

The first subsidiary issue, whether the application
adequately described particular diseases, calls for a
judgment about what the various representations and
discussions contained in the patent application's
specification would say to a person of ordinary skill in
the art. We have considered that question carefully,
and, for the reasons we explained above in some detail,
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we conclude that the Board's judgment on this ques-
tion was erroneous. Our conclusion rests on our un-
derstanding of what a person skilled in the art would
gather from the various art cited, and from the state-
ments in the application itself. We consider the
Board's error to be sufficiently clear that it is reversi-
ble whether viewed as clear error or as resulting in an
arbitrary and capricious decision.

The second subsidiary issue, whether human
testing is a prerequisite to patentability, is a pure
question of law: what does the practical utility re-
quirement mean in a case of this kind. Under either our
traditional standard or under the APA standard no
deference is owed the Agency on a question of law,
and none was accorded.

If the question concerning the standard of review,
raised by the Commissioner, is to be addressed
meaningfully, it must arise in a case in which the
decision will turn on that question, and, recognizing
this, the parties fully brief the issue. This is not that
case. We conclude that it is not necessary to the dis-
position of this case to address the question raised by
the Commissioner; accordingly, we decline the invi-
tation to do so.

I11. CONCLUSION
The Board erred in affirming the examiner's re-
jection under 35 U.S.C. § 112 § 1. The decision is
reversed.

REVERSED.

C.A.Fed.,1995.
In re Brana
51 F.3d 1560, 63 USLW 2656, 34 U.S.P.Q.2d 1436

END OF DOCUMENT
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Background: Holder of patent for use of compound
atomoxetine to treat attention-deficit/hyperactivity
disorder (ADHD) brought patent infringement action
after competitors, which sought to market generic
version of drug, filed abbreviated new drug applica-
tions (ANDAs) accompanied by Hatch—Waxman Act
paragraph IV certification challenging patent's valid-
ity and enforceability and asserting non-infringement.
On partial summary judgment, 676 F.Supp.2d 352, for
which reconsideration was denied, 2010 WL 715411,
and following bench trial, 731 F.Supp.2d 348, the
United States District Court for the District of New

Jersey, Dennis M. Cavanaugh, J., sustained patent
against challenges of inequitable conduct, anticipation,
obviousness, and non-enablement, but held patent
claims invalid for lack of utility, and also ruled that, if
claims were valid, defendants would be liable for
inducement to infringe, but not contributory in-
fringement. Patent holder appealed.

Holdings: The Court of Appeals, Newman, Circuit
Judge, held that:

(1) patent was not invalid on ground of obviousness;
(2) full scope of patent claims was enabled,;

(3) patent was not invalid for lack of enable-
ment/utility;

(4) competitors' provision of atomoxetine labeled
solely for use to treat ADHD constituted inducement
to infringe patent; and

(5) competitors were liable for contributory in-
fringement.

Affirmed in part, reversed in part, and remanded.
West Headnotes
[1] Patents 291 €216.25

291 Patents
29111 Patentability
29111(A) Invention; Obviousness
291k16.25 k. Chemical compounds. Most
Cited Cases

Patent for use of compound atomoxetine to treat
attention-deficit/hyperactivity disorder (ADHD) was
not invalid on ground of obviousness where there was
no evidence that use of atomoxetine had been identi-
fied as possible solution to problems of treating
ADHD, nor that exercise of common sense would
have led person of ordinary skill to test atomoxetine
for treatment of ADHD, and evidence was contrary to
likelihood that atomoxetine would be effective to treat
ADHD, since atomoxetine was known not to be ef-
fective antidepressant and known norepinephrine
inhibitor despiramine was associated with sudden
death in children.

[2] Patents 291 €99
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291 Patents
2911V Applications and Proceedings Thereon
291k99 k. Description of invention in speci-
fication. Most Cited Cases

Full scope of claims of patent for use of com-
pound atomoxetine to treat atten-
tion-deficit/hyperactivity disorder (ADHD) was en-
abled, despite competitors' assertion that formulations
and dosages for treatment of ADHD were not routine
and undue experimentation would be required to de-
termine specific formulation and effective amount to
be administered to particular patient, since known
procedures for determination of appropriate dosages
and formulation applied.

[3] Patents 291 €249

291 Patents
29111 Patentability

29111(C) Utility
291k49 k. Evidence of utility. Most Cited

Cases

Patent for use of compound atomoxetine to treat
attention-deficit/hyperactivity disorder (ADHD) sat-
isfied utility requirement for validity, even though
specification did not contain experimental data
showing results of treatment of ADHD, where utility
of atomoxetine was accurately stated and fully de-
scribed in specification, there was no allegation of
falsity in disclosed utility, experimental verification
was obtained before patent was granted, and patent
examiner did not require presentation of additional
data.

[4] Patents 291 €=259(1)

291 Patents
291XI1 Infringement
291XI11(A) What Constitutes Infringement
291k259 Contributory Infringement; In-
ducement
291k259(1) k. In general. Most Cited
Cases

Competitors' provision of atomoxetine labeled
solely for use to treat attention-deficit/hyperactivity
disorder (ADHD) constituted inducement to infringe

patent for use of compound atomoxetine to treat
ADHD.

[5] Patents 291 €=2259(1)

291 Patents
291X11 Infringement
291XI11(A) What Constitutes Infringement
291k259 Contributory Infringement; In-
ducement
291k259(1) k. In general. Most Cited
Cases

Competitors marketing generic version of drug
were liable for contributory infringement of patent for
use of compound atomoxetine to treat atten-
tion-deficit/hyperactivity disorder (ADHD), which
was only authorized use of atomoxetine, even if phy-
sicians could prescribe atomoxetine for unauthorized
uses, since competitors were restricted from selling
federally regulated drug for unapproved uses. 35
U.S.C.A. §271(c); 21 C.F.R. § 202.1(e)(4).

Patents 291 €=2328(2)

291 Patents
291 X111 Decisions on the Validity, Construction,
and Infringement of Particular Patents
291k328 Patents Enumerated
291k328(2) k. Original utility. Most Cited

Cases

4,314,081. Cited.

Patents 291 €~2328(2)

291 Patents
291 X111 Decisions on the Validity, Construction,
and Infringement of Particular Patents
291k328 Patents Enumerated

291k328(2) k. Original utility. Most Cited

Cases

5,658,590. Valid and Infringed.

*918 Appeal from the United States District Court for
the District of New Jersey, No. 07-CV-3770, Dennis
M. Cavanaugh, Judge.Charles E. Lipsey, Finnegan,
Henderson, Farabow, Garrett & Dunner, LLP, of
Reston, VA, argued for the plaintiff-appellant. With
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him on the brief were L. Scott Burwell; Robert D.
Bajefsky, Laura P. Masurovsky, and J. Derek
McCorquindale, of Washington, DC; and Jennifer S.
Swan, of Palo Alto, CA. Of counsel on the brief were
Mark J. Stewart and Tonya L. Combs, Eli Lilly and

Company, of Indianapolis, IN.

William A. Rakoczy, Rokaczy Molino Mazzochi
Siwik LLP, of Chicago, IL, argued for defen-
dants-appellees Sun Pharmaceutical Industries Ltd,
Sandoz Inc. and Aurobindo Pharma, Ltd. With him on
the brief for defendant-appellee Aurobindo Pharam
Ltd was Christine J. Siwik. of counsel were Gregory A.
Duff and Robert M. Teigen. On the brief were Keith V.
Rockey and Kathleen A. Lyons, Rockey Depke, &
Lyons, LLP, of Chicago, IL, for defendant-appellee
Sandoz Inc.; and Thomas J. Parker and Victoria E.
Spataro, Alston & Bird LLP, of New York, NY, for
defendant-appellee Mylan Pharmaceuticals Inc.; Alan
B. Clement, Hugh S. Balsam, Keith D. Parr, Andrea L.
Wayda, Scott, B. Feder, Kevin M. Nelson and
*919Myoka K. Goodin, Locke Lord Bissell & Liddell
LLP, of New York, NY, for defendant-appellee Apo-
tex, Inc. Of counsel on the brief was Shashank
Upadhye, Apotex, Inc, of Toronto, Canada, for de-
fendant-appellee Apotex, Inc. Also on the brief were
James F. Hurst, Gail Standish, Peter E. Perkowski and
Andrew C. Nichols, Winston & Strawn LLP, of Chi-
cago, IL, for defendant-appellee Sun Pharamaceutical
Industries, Ltd. Of counsel was Steffen Johnson.

Chad A. Landmon, Axinn, Veltop & Harkrider LLLP,
of Hartford, CT, for defendant-appeelle Actavis
Elizabeth LLC. With him on the brief was Matthew J.
Becker.

Before NEWMAN, FRIEDMAN,™ and LOURIE,
Circuit Judges.

EN* Circuit Judge Friedman heard oral ar-
gument in this appeal, but died on July 6,
2011 and did not participate in the final de-
cision. The case was decided by the remain-
ing judges of the panel, in accordance with
Fed. Cir. Rule 47.11.

NEWMAN, Circuit Judge.

**1 This case arises on the filing by each of the
defendants of an Abbreviated New Drug Application
(ANDA), accompanied by a Hatch—-Waxman Act
“Paragraph 1V certification” challenging the validity

and enforceability and asserting non-infringement of
United States Patent No. 5,658,590 (the '590 patent)
owned by Eli Lilly and Company. The '590 patent is
directed to the use of the drug atomoxetine to treat
attention-deficit/hyperactivity disorder (ADHD). Lilly
obtained federal regulatory approval from the Food
and Drug Administration (FDA), and markets the
product for this use, with the brand name Strattera®.
The defendants seek to sell generic counterparts of this
drug before the expiration date of the '590 patent.

The United States District Court for the District of
New Jersey sustained the '590 patent against the de-
fendants' challenges on the grounds of inequitable
conduct, anticipation, obviousness, and
non-enablement. However, the court held the claims
invalid for lack of utility, which the court called “en-
ablement/utility.” The court also held that if the claims
were valid the defendants would be liable for in-
ducement to infringe, but that they would not be liable
for contributory infringement. The ruling of invalidity
for lack of utility, and the ruling that contributory
infringement does not also apply, are reversed. The
district court's other rulings are affirmed.™*

FN1. Eli Lilly & Co. v. Actavis Elizabeth
LLC, 676 F.Supp.2d 352 (D.N.J.2009); 731
F.Supp.2d 348 (D.N.J.2010).

I
THE PATENTED INVENTION
The '590 patent is directed to the use of the
compound tomoxetine,™? having the chemical name
(R)-(=)-N-methyl-3—(2—methylphenoxy)-3—phenyl
propylamine, for treatment of ADHD. Claim 1 is as
follows:

FN2. The common names “atomoxetine” and
“tomoxetine” are both used in the record, and
are used herein as they appear in the record.

1. A method of treating atten-
tion-deficit/hyperactivity disorder comprising ad-
ministering to a patient in need of such treatment an
effective amount of tomoxetine.

Claim 1 was treated by the parties and the district
court as dispositive of the issues. At the time the
'590 patent application was filed, tomoxetine was a
known compound, described and claimed in Lilly's
U.S. Patent No. 4,314,081, issued February 2, 1982.
Tomoxetine was studied through Phase 11 clinical
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trials for the treatment of urinary incontinence, and
through Phase I11 clinical trials for treatment of de-
pression. See *920 21 C.F.R. § 312.21 (explaining

Phase I, Phase 11, and Phase I11 clinical trial criteria).

Although the clinical trials showed that tomoxetine
was safe for human use, the product did not provide
the medicinal benefits for which it was being
evaluated.

In 1993 Lilly scientists Dr. John Heiligenstein
and Dr. Gary Tollefson suggested that tomoxetine
might be effective for treatment of ADHD. ADHD is a
complex neurobiological disorder characterized by
developmentally inappropriate levels of inattention,
hyperactivity, and impulsiveness. The district court
explained that the occurrence of ADHD is wide, the
cause is unknown, and the mechanism of drug treat-
ment is unclear. Eli Lilly, 731 F.Supp.2d at 352-53,
366. It was explained at the trial that research con-
cerning ADHD is difficult because there is no animal
model for experimental evaluation of the effect of any
particular treatment.

**2 At the time of this invention, all of the
products that were being used to treat ADHD exhib-
ited deficiencies. The '590 patent explains that the
stimulants that were being used require multiple doses
per day, produce a rebound effect between doses, and
cause undesirable side effects; and the tricyclic anti-
depressants that were being used also produce unde-
sirable side effects, and require careful supervision
and dosage titration. The record states that the sug-
gestion of Drs. Heiligenstein and Tollefson that to-
moxetine might be an effective treatment for ADHD
was met with skepticism. However, arrangements
were made to conduct clinical tests at Massachusetts
General Hospital, and on December 1, 1994 the in-
vestigators submitted to the FDA an Investigational
New Drug (IND) application for treatment of ADHD
with tomoxetine. On January 3, 1995 the FDA au-
thorized the investigation. The ' 590 patent application
was filed on January 11, 1995, and the clinical inves-
tigation commenced. By May 1995 initial positive
results were obtained, and in October 1995 the inves-
tigators reported their preliminary results at a meeting
of the American Association of Child and Adolescent
Psychiatry.

Clinical investigation continued over the next
seven years, including treatment of patients of various
ages and ADHD severity, determination of possible

side effects and of the cumulative effect of treatment,
the development and evaluation of formulations,
schedules, and dosages, and other studies relevant to
determination of efficacy and safety. On November 26,
2002 the FDA approved the use of tomoxetine for
treatment of ADHD in adults, children, and adoles-
cents, at dosages of 10, 18, 25, 40, and 60 mg/day of
oral administration; on February 14, 2005 the FDA
also approved dosages of 80 and 100 mg/day. The
record states that the product has achieved wide use.

I

OBVIOUSNESS
[1] The defendants challenged patent validity on
the ground of obviousness, arguing that atomoxetine
was a known norepinephrine inhibitor and thus that it
would have been obvious to test this product for
treatment of ADHD. The defendants argued that the
inventors simply “substituted one potent selective
norepinephrine reuptake inhibitor (atomoxetine) for
another (desipramine) known to be effective in treat-
ing ADHD.” Eli Lilly, 731 F.Supp.2d at 356 (quoting

Defendants' Post—Trial Brief, at 7).

The district court, discussing this argument, re-
ferred to the reports of sudden death of children taking
desipramine, and found that these “negative reports
concerning desipramine .... must weigh to some extent
away from using atomoxetine *921 as a potential
ADHD treatment” although “desipramine was func-
tionally a similar compound to atomoxetine.” 1d. at
365. The court found that “while the prior art demon-
strated that norepinephrine reuptake inhibition was
relevant to ADHD treatment, the literature does not
appear to indicate that it was alone sufficient.” 1d. at
362. The court stated that “it is impermissible to pick
and choose from any one reference only so much of it
as will support a given position, to the exclusion of
other parts necessary to the full appreciation of what
such reference fairly suggests to one of ordinary skill
in the art.” 1d. at 365-66 (quoting In re Wesslau, 53
C.C.P.A. 746, 353 F.2d 238, 241 (CCPA 1965)).

**3 The district court observed that the entirety of
the prior art must be considered in determining obvi-
ousness. There was no evidence that the advantageous
and effective properties of atomoxetine to treat ADHD,
devoid of the negative effects of known and similar
products, would have been obvious from the prior art.
The district court found that treatment of ADHD with
atomoxetine would not have been predicted by skilled
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artisans with a reasonable degree of certainty, and
concluded that there was not clear and convincing
evidence that the effective use of atomoxetine to treat
ADHD would have been obvious to a person of or-
dinary skill in the field of the invention.

The defendants argue that, at the very least, it
would have been “obvious to try” atomoxetine for this
use. However, applying the guidance of KSR Interna-
tional Co. v. Teleflex Inc., 550 U.S. 398, 127 S.Ct.
1727, 167 L.Ed.2d 705 (2007), there was no evidence
that use of atomoxetine had been identified as a pos-
sible solution to the problems of treating ADHD, nor
that the exercise of common sense would have led a
person of ordinary skill to test atomoxetine for treat-
ment of ADHD. See id. at 420-21, 127 S.Ct. 1727.
The evidence was contrary to the likelihood that
atomoxetine would be effective to treat ADHD, for
atomoxetine was known not to be an effective anti-
depressant, and the known norepinephrine inhibitor
despiramine was associated with sudden death in
children. The experts for both sides were in agreement
that they would not have expected that atomoxetine
would be a successful treatment of ADHD.

We discern no error in the district court's ruling
that the claims had not been proved invalid on the
ground of obviousness.

i
ENABLEMENT/SCOPE

[2] The defendants argue that the ‘590 specifica-
tion does not enable the full scope of claim 1, pointing
out that the claim's words “administering to the patient
an effective amount” are not limited to the formula-
tions that are specifically exemplified in the specifi-
cation. The defendants argue that the patent enables
only the immediate release products and dosages in
the specific examples, and that claim 1 is invalid be-
cause it is not so limited. The defendants' expert wit-
ness testified that formulations and dosages for
treatment of ADHD are not routine, and thus that
undue experimentation would be required to deter-
mine the specific formulation and effective amount to
be administered to a specific patient.

The '590 patent describes the formulation and
administration of tomoxetine as follows:

Since tomoxetine is readily orally absorbed and
requires only once/day administration, there is little

or no reason to administer it in any other way than
orally. It may be produced in the form *922 of a
clean, stable crystal, and thus is easily formulated in
the usual oral pharmaceutical forms, such as tablets,
capsules, suspensions, and the like. The usual
methods of pharmaceutical scientists are applicable.
It may be usefully administered, if there is any
reason to do so in a particular circumstance, in other
pharmaceutical forms, such as injectable solutions,
depot injections, suppositories and the like, which
are well known to and understood by pharmaceuti-
cal scientists. It will substantially always be pre-
ferred, however, to administer tomoxetine as a tab-
let or capsule and such pharmaceutical forms are
recommended.

**4 '590 patent, col. 2 11.20-33. The patent's de-
scription of dosages for treatment of ADHD with
tomoxetine includes:

The effective dose of tomoxetine for ADHD is in
the range from about 5 mg/day to about 100 mg/day.
The preferred adult dose is in the range from about
10 to about 80 mg/day, and a more highly preferred
adult dose is from about 20 to about 60 mg/day. The
children's dose of course is smaller, in the range
from about 5 to about 70 mg/day, more preferably
from about 10 to about 50 mg/day. The optimum
dose for each patient, as always, must be set by the
physician in charge of the case, talking into account
the patient's size, other medications which the pa-
tient requires, severity of the disorder and all of the
other circumstances of the patient.

1d. at col. 2 11.7-19.

The district court found that “the various con-
ceivable formulations are standard—and they were
not part of the basis for the invention's patentability.”
Eli Lilly, 731 F.Supp.2d at 375. The court observed
that the particular dosage form is not the invention,
and is routinely determined:

a dosage formulator as defined by the parties—a
scientist with at least a bachelor's degree in phar-
macy or some closely related field, at least three to
five years of work experience in developing a par-
ticular pharmaceutical dosage form, and the ability
to consult with others skilled in other particular
disciplines (e.g., physicians, analytical chemists,
and biopharmaceutical scientists)}—would be able
to do so without undue experimentation.
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