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PATENT CLAIM
Claim 1 of U.S. Patent No. 8,731,963 reads as follows:

1. A computer-implemented system for treatment of a narcoleptic
patient with a prescription drug that has a potential for misuse, abuse
or diversion, comprising:

one or more computer memories for storing a single computer
database having a database schema that contains and interrelates
prescription fields, patient fields, and prescriber fields;

said prescription fields, contained within the database schema, storing
prescriptions for the prescription drug with the potential for abuse,
misuse or diversion, wherein the prescription drug is sold or
distributed by a company that obtained approval for distribution of
the prescription drug;

said patient fields, contained within the database schema, storing
information sufficient to identify the narcoleptic patient for whom
the company’s prescription drug is prescribed;

said prescriber fields, contained within the database schema, storing
information sufficient to identify a physician or other prescriber of
the company’s prescription drug and information to show that the
physician or other prescriber is authorized to prescribe the
company’s prescription drug;

a data processor configured to:

process a database query that operates over all data related to the
prescription fields, prescriber fields, and patient fields for the
prescription drug; and

reconcile inventory of the prescription drug before the shipments for a
day or other time period are sent by using said database query to
1dentify information in the prescription fields and patient fields;

wherein the data processor is configured to process a second database
query that identifies that the narcoleptic patient is a cash payer and
a physician that is interrelated with the narcoleptic patient through
the schema of the single computer database;

said identifying that the narcoleptic patient is a cash payer by said
second database query being an indicator of a potential misuse,
abuse or diversion by the narcoleptic patient and being used to notify
the physician that is interrelated with the narcoleptic patient
through the schema of the single computer database.
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STATEMENT OF RELATED CASES

There have been no prior appeals in this case.

Jazz Pharms., Inc. v. Avadel CNS Pharms., LLC, No. 1:22-cv-
00941-GBW (D. Del.) (filed July 15, 2022), which alleges infringement of
the patent at issue in this appeal, is currently pending before the

United States District Court for the District of Delaware.

— X1 —
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JURISDICTIONAL STATEMENT
The district court had jurisdiction pursuant to 28 U.S.C. §§ 1331,

1338(a), 2201, and 2202. This Court has jurisdiction on appeal from the

district court’s entry of an injunction pursuant to 28 U.S.C. § 1292(c)(1).
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INTRODUCTION

This appeal concerns whether a patent that claims an FDA-
approved condition of use for a pioneer drug should be listed in the
Orange Book. FDA’s regulations implementing the statutory listing
rules say that patents claiming conditions of use must be listed, and
there 1s no serious question that, when the patent in question here was
submitted, such patents could be listed. Yet the district court in this
case found that the listing was improper, issuing an injunction
requiring Appellant Jazz Pharmaceuticals, Inc. to request that FDA
delist that patent. That injunction rests on an erroneous interpretation
of the governing statutes (and one contrary to FDA’s own views,
reflected in authoritative regulations), as well as an erroneous
construction of the patent’s claims. The district court’s order should be
vacated.

In 2002, Jazz’s predecessor (Orphan Medical) sought FDA
approval for a new drug—Xyrem® (sodium oxybate)—to treat certain
symptoms of narcolepsy. The active ingredient in Xyrem is the sodium
salt of gamma hydroxybutyrate (GHB), which is a strong central

nervous system (CNS) depressant often associated with drug-facilitated
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sexual assault and is the only medicine explicitly declared by an act of
Congress to be a Schedule I controlled substance. See Hillory J. Farias
and Samantha Reid Date-Rape Drug Prohibition Act of 2000, Pub. L.
No. 106-172, § 3(b)(1) 114 Stat. 7, 9 (Feb. 18, 2000). Under its
regulations, FDA would not (indeed, could not) approve Xyrem absent a
means to minimize those risks. See 21 C.F.R. § 314.520. Jazz
developed such a means through a novel risk management program for
Xyrem, which FDA identified as a condition of its approval in both its
approval letter and the labeling for Xyrem. Five years later, Congress
deemed the risk management program for Xyrem to be a Risk
Evaluation and Mitigation Strategy (“REMS”). See 21 U.S.C. § 355-1.

Because the REMS is an approved condition of use for Xyrem and
1dentified in its approved labeling, Jazz listed the patent covering the
REMS in the Orange Book in 2014—U.S. Patent No. 8,731,963 (the
“963 patent”). The ’963 patent addresses the problem of how to safely
distribute sodium oxybate to treat narcolepsy patients while avoiding
abuse, misuse, and diversion of that drug, according to its FDA-

approved labeling.
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In 2020, Appellee Avadel CNS Pharmaceuticals LLC sought from
FDA approval to launch a different version of sodium oxybate to treat
narcolepsy. While Avadel’s drug, FT218, is not a generic drug, Avadel
sought approval via an abbreviated pathway, relying on Xyrem as the
“listed drug” for its application. FDA determined that Avadel was
“seeking approval of a condition of use that is claimed by the 963
patent, as described [in the Orange Book],” Appx4230-4231, and that
Avadel “must provide an appropriate patent certification ... to address
the ’963 patent.” Appx4245. Avadel resisted on two fronts. It both
sought to overturn FDA’s determination through an Administrative
Procedure Act challenge in the U.S. District Court for the District of
Columbia and brought a counterclaim in this case seeking to require
Jazz to delist its ‘963 patent. While the D.C. court rejected the
administrative challenge, the district court in this case granted Avadel’s
motion for judgment on the pleadings on the delisting counterclaim and
issued an injunction requiring Jazz to request that FDA delist the 963
patent. The district court’s decision was wrong, and the injunction

should be vacated.
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At the threshold, the district court erred in its interpretation of
the Federal Food, Drug, and Cosmetic Act (FDCA). Under the FDCA,
Avadel had the burden to show that the 963 patent “does not claim” an
“approved method of using the drug.” 21 U.S.C. § 355(c)(3)(D)(11)(I)(bb).
The FDCA does not define “approved method of using the drug,” and the
district court treated that phrase as effectively presenting a patent-law
question: because the court construed the 963 patent to include
“system” claims rather than “method” claims, it held that the patent
was not properly listed under the FDCA. But the interpretation of the
phrase “approved method of using” in the FDCA is a question of FDCA
law, not patent law. Congress codified the listing rules in the FDCA—
unlike the patent-law provisions from Hatch-Waxman, codified in Title
35—and Congress authorized FDA, rather than the Patent Office, to
administer Orange Book listings. FDA’s authoritative implementing
regulations, which are entitled to deference, provide for the listing of
patents that claim “conditions of use for which approval is sought or has
been granted,” 21 C.F.R. § 314.53(b)(1), and the ’963 patent is just such

a patent.
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Independently, the district court’s injunction should be vacated
because—even if the 963 patent does not claim a “method using the
drug’—it was properly listed in the Orange Book in the first instance
and should not now be subject to delisting. The district court declined
to analyze whether Jazz was permitted to list the patent at the time of
listing and, if so, whether permissibly-listed patents are now subject to
delisting. The district court’s failure to address this question of
statutory construction was reversible error because the delisting statute
offers no basis to delist patents that were appropriately included in the
Orange Book under the law that applied when they were listed. See 21
U.S.C. § 355(c)(3)(D)(1)(I). Because the 963 patent was permissibly
listed in 2014, the district court erred in ordering Jazz to delist that
patent today.

In any event, even on its own terms, the decision below rests on
legal error, because it is based on an erroneous claim construction. The

’963 patent, properly construed, claims a method.
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STATEMENT OF THE ISSUES

1.  Whether the FDCA’s references to patents that claim a
“method of using [a]” drug should be interpreted to encompass those
claiming “conditions of use,” as FDA has interpreted that phrase under
the FDCA, or instead only to encompass claims construed to cover
“methods” as a matter of patent law.

2. Whether 21 U.S.C. § 355(c)(3)(D)(11)(I) creates a delisting
remedy for patents that were properly listed at the time of their original
listing.

3.  Whether—even assuming that patent law provides the

correct interpretive framework—the ’963 patent claims a method.

STATEMENT OF THE CASE
A. Regulatory Framework

This appeal turns on the interpretation of two provisions of section

505 of the FDCA: 21 U.S.C. § 355(c)(3)(D)(11)(I) (the “delisting statute”);

and 21 U.S.C. § 355(c)(2), as amended by the Orange Book
Transparency Act of 2020. These provisions are part of a complex
statutory scheme upon which FDA relies to approve applications for

new drugs.
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When a brand pharmaceutical manufacturer seeks to market a
novel drug, the manufacturer submits a new drug application (“NDA”)
to FDA for approval. There are also two streamlined pathways for drug
approval: an abbreviated new drug application (“ANDA”) for generic
drugs, see 21 U.S.C. § 355(3), and a separate process for companies that
seek to rely on findings or data that they did not sponsor (“505(b)(2)
application”), see 21 U.S.C. § 355(b)(2). Both pathways were created by
the Drug Price Competition and Patent Term Restoration Act of 1984,
98 Stat. 1585, better known as the “Hatch-Waxman Amendments.”

The Hatch-Waxman Amendments were designed to strike a
balance between encouraging development of innovative new medicines,
on the one hand, and ensuring access to affordable generic medicines on
the other, and so the timing of when FDA approves an ANDA or
505(b)(2) application depends on the patents covering the brand-name
drug. To enable potential applicants to identify the relevant patents,
the Hatch-Waxman Amendments and FDA regulations direct brand
manufacturers to file certain information about their patents that is
ultimately listed in FDA’s “Approved Drug Products With Therapeutic

Equivalence Evaluations” publication, commonly known as the “Orange
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Book.” For instance, when the 963 patent was listed in the Orange
Book in 2014, section 355(b)(1) (the “listing statute”) directed that the
“applicant shall file . . . any patent which claims the drug for which the
applicant submitted the application or which claims a method of using
such drug.” FDA’s implementing regulation identified two categories of
patents: those that “must” be listed in the Orange Book and those that
“must not” be listed. 21 C.F.R. § 314.53(b)(1). Only “[p]rocess patents,
patents claiming packaging, patents claiming metabolites, and patents
claiming intermediates” fell into the category of patents that “must not”
be listed. Id.

After consulting the Orange Book, a company filing an ANDA or
505(b)(2) application may, among other options, assure FDA that there
are no listed patents, that all listed patents have expired, or that the
applicant agrees to wait until the listed patents expire. See 21 U.S.C.
§§ 3552 (A)(vi)(M—TI); id. §§ 355(b)(2)(A)(1)—(@i1). Alternatively, an
applicant may file what is commonly referred to in the ANDA context as
a “Paragraph IV certification,” or, in the 505(b)(2) context, a
certification under section 505(b)(2)(A)(iv) (“Paragraph (iv)”)—as Avadel

eventually did here—which states that a listed patent “is invalid or will
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not be infringed by the manufacture, use, or sale of the new drug.” 21
U.S.C. § 355(b)(2)(A)(iv). Filing this certification provokes litigation,
since the submission of an application under Section 505(b)(2) for a
drug claimed in a patent or the use of which is claimed in a patent
listed in the Orange Book 1s a statutory act of infringement, giving the
brand an immediate right to sue—as Jazz did here. See 35 U.S.C.

§ 271(e)(2)(A). Once the brand manufacturer brings suit, the ANDA’s or
505(b)(2) application’s approval is stayed for 30 months, until the
patent expires, or until the court finds the patent invalid or not
infringed, whichever comes first. See 21 U.S.C. § 355(0)(5)(B)(1i1); id. §
355(c)(3)(C).

On December 8, 2003, Congress amended the FDCA to allow an
applicant sued on the basis of a Paragraph (iv) certification to bring a
counterclaim seeking to delist the patent (and thereby lift the stay of
approval). See The Medicare Prescription Drug, Improvement, and
Modernization Act of 2003, 117 Stat. 2452; 21 U.S.C. § 355(c)(3)(D)(11)(1)
(the “delisting statute”). Under the delisting statute, an applicant sued
for patent infringement by “an owner of the patent or the holder of the

approved application under [section 355(b)] for the drug that is claimed

— 10—
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by the patent or a use of which is claimed by the patent” can assert a
counterclaim seeking an order requiring the plaintiff “to correct or
delete the patent information submitted by the holder under [section
355(b)] on the ground that the patent does not claim either”: “the drug
for which the application was approved” or “an approved method of
using the drug.” 21 U.S.C. § 355(c)(3)(D)(11)(I). If the information
cannot be corrected, and the plaintiff must instead delete it, the patent
1s delisted from the Orange Book.

Neither the listing statute nor the regulation, however, prohibited
the listing of patents that did not fall into the “must list” category until
Congress enacted the Orange Book Transparency Act (the “OBTA”), 134
Stat. 4889, on January 5, 2021. The OBTA, in part, amended the FDCA
to provide that “[p]atent information that is not the type of patent
information required by subsection (b)(1)(A)(viii) shall not be submitted
under this paragraph.” 21 U.S.C. § 355(c)(2). Thus, it was not until the
OBTA’s passing that patents in the “must list” category became the only
kind that could be listed in the Orange Book.

B. Jazz’s Xyrem

Jazz markets Xyrem (sodium oxybate) oral solution (“Xyrem”), an

—11 -
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FDA-approved drug product for use in the treatment of both cataplexy
and excessive daytime sleepiness, which are devastating symptoms
associated with the sleep disorder narcolepsy. Appx59; Appx122 at
2:51-55. The active ingredient in Xyrem is sodium oxybate—a specific
salt form of gamma-hydroxybutyrate. Appx122 at 2:51-55. Congress
and federal agencies have recognized sodium oxybate as a dangerous
substance that has been misused as a “date rape drug” in cases of drug-
facilitated sexual assault. Because of its high potential for abuse and
misuse 1nvolving third parties, Congress classified sodium oxybate as a
Schedule I controlled substance under the Controlled Substances Act (a

designation reserved for drugs with a high potential for abuse and no

accepted medical use). See 21 U.S.C. § 812(b)(1); 21 C.F.R.
§ 1308.11(e)(1).

At the same time, FDA and Congress recognized that studies had
established that sodium oxybate might be the basis for a unique
treatment for certain symptoms of narcolepsy. Appx122 at 1:41-58.
Accordingly, Congress classified FDA-approved forms of sodium

oxybate—like Xyrem—as Schedule III controlled substances, thereby

acknowledging their legitimate medical uses. See 21 U.S.C. § 812(b)(3);

—12 —
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21 C.F.R. § 1308.13(c)(6). In reaching this compromise with respect to
FDA-approved forms of sodium oxybate, both Congress and FDA noted
that medical use of a sodium oxybate-based drug—Ilike Xyrem—must be
strictly controlled to ensure that it cannot be illicitly obtained and

misused.

C. FDA’s Approval Of Xyrem
In 2002, FDA approved a New Drug Application (“NDA”) under

Section 505 of the Food, Drug, and Cosmetic Act (“FDCA”), 21 U.S.C.

§ 355(a), for sodium oxybate oral solution (NDA No. 21-196), which Jazz
now sells under the trade name Xyrem. Appx59. Given the unique
status of sodium oxybate as a Schedule III controlled substance in FDA-
approved forms, FDA conditioned approval of Xyrem on the
development and implementation of a controlled distribution program
to ensure proper use of the drug. Appx59-60; Appx3624 (approving
Xyrem “with a Risk Management Program (RMP) that must include
[several specified] components”); see also Appx3623 (“Marketing of this
drug product and related activities are to be in accordance with the
substance and procedure of all FDA regulations and the specific

restrictions on distribution and use described [in the Xyrem Risk

—13 -
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Management Program] below.” (emphasis added)). Today, to obtain
FDA approval of a drug containing sodium oxybate, the agency requires
new drug applications to include a Risk Evaluation and Mitigation
Strategy (“REMS”).1 See 21 U.S.C. § 355-1 (the “REMS statute”).

Following FDA approval, the labeling for Xyrem has specified that
“Xyrem 1s available only through a restricted distribution program
called the XYWAYV and XYREM REMS because of the risks of central
nervous system depression and abuse and misuse.” Appx862.2
Consequently, distributing and using Xyrem according to the methods
set forth in the FDA-required REMS (which, as explained below, are

covered by the 963 patent) are conditions of using the drug.

1 A REMS is a form of Risk Management Plan that FDA can
require for certain medications with serious safety concerns to help
ensure the benefits of the medication outweigh its risks. See, e.g.,
https://www.fda.gov/files/drugs/published/Risk-Evaluation-and-
Mitigation-Strategies--Modifications-and-Revisions-Guidance-for-
Industry.pdf at 2. In 2007, Congress deemed Jazz’s risk management
program to be a REMS when it enacted the REMS statute.

2 Xywav® is an oxybate product marketed by Jazz that contains
92% less sodium than Xyrem® and is distributed and used according to
the methods set forth in the 963 patent. Appx60. For simplicity’s sake,
the XYWAV and XYREM REMS is referred to hereafter as the “Xyrem
REMS.”
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1. The Orange Book Listing

On May 20, 2014, the United States Patent and Trademark Office
1ssued the ’963 patent, Appx58, which covers various elements of the
risk-management program (now REMS) for Xyrem. Appx59-60. On
May 30, 2014, Jazz listed the 963 patent in the Orange Book under use
code 1110 (“U-11107). That listing, and a related statutory period of
pediatric exclusivity, see 21 U.S.C. § 355a(b)(1)(B), protect Jazz’s
exclusive right to market sodium oxybate-based drugs to treat
narcolepsy through June 17, 2023.

2. The ’963 Patent’s Claimed REMS

The claims of the '963 patent address the unique problem that the
Xyrem REMS was invented to solve: using sodium oxybate for
legitimate medical purposes while avoiding the potential for misuse,
abuse, or diversion of sodium oxybate by or against others. Appx95 at
1:32—45. The claims relate to using a computer-implemented system to
safely distribute sodium oxybate for treatment of a narcoleptic patient.
Specifically, the independent claims recite a “computer-implemented
system for treatment of a narcoleptic patient with a prescription drug
that has a potential for misuse, abuse or diversion ....” Appx98 at

8:39—41.

— 15—
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D. Avadel’s Application For FDA Approval Of FT218

In December 2020, Avadel asked FDA to approve its proposed
sodium oxybate product, FT218,3 via an abbreviated regulatory
pathway, submitting a section 505(b)(2) application, and relying on
Xyrem as the “listed drug” for that application. That strategy allowed
Avadel to rely on FDA’s prior finding that Jazz’s product is safe and
effective. At the same time, it required Avadel to file a patent

certification regarding each patent listed in the Orange Book for Xyrem,
including the 963 patent. 21 U.S.C. § 355(b)(2)(A); 21 C.F.R.

§ 314.54(a)(1)(v1).

Rather than file a patent certification, Avadel filed a patent
statement—telling FDA that its application did not seek approval for
any protected use. See 21 U.S.C. § 355(b)(2)(B). FDA rejected Avadel’s
filing strategy, concluding that Avadel’s patent statement was not
accurate. On May 24, 2022, the agency issued a decision stating that

Avadel sought “approval of a condition of use that is claimed by the ’963

3 FT218s proposed brand name is “Lumryz.” But because an
unapproved new drug product like FT218 cannot be marketed in the
United States, see 21 U.S.C. §§ 331(a), 355(d), it 1s more appropriate to

refer to the drug by its investigational moniker.
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patent, as described by the U-1110 use code.” Appx5568-5569. As a
result, FDA explained that it would not approve Avadel’s application
unless Avadel replaced its inaccurate statement with a patent
certification. Id.; see 21 U.S.C. § 355(d)(6); 21 C.F.R. § 314.125(b)(7).
Avadel submitted the missing patent certification to FDA “under
protest” and, as the statute requires, notified Jazz, Xyrem’s listed
patentholder. FDA tentatively approved FT218 on July 18, 2022.4
Appx4315.

Avadel also responded to the denial in part by filing claims in the
U.S. District Court for the District of Columbia against multiple federal
agencies and agency heads, including FDA, seeking equitable relief.
See Avadel CNS Pharms., LLC v. Becerra, No. 22-cv-02159, Doc. 1
(Complaint) (D.D.C. July 21, 2022). According to Avadel, FDA violated
the Administrative Procedure Act by (1) “second-guess[ing] Avadel’s
decision to file a patent statement” and “compelling Avadel to submit a

patent certification instead,” id. at 24, and (2) unreasonably delaying

4 See Tentative Approval Letter from Teresa Buracchio, Director,
Division of Neurology 1, FDA Office of New Drugs, to Marla E. Scarola,
Vice President, Regulatory Program Management (Jul. 18, 2022)
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2022/214755
OriglsO00TA_ltr.pdf.
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approval of FT218, id. at 25—-26. Jazz intervened. The D.C. district
court ultimately entered judgment against Avadel because of the
“availability of adequate alternative relief” in the ongoing patent suit,
Avadel CNS Pharms., LLC v. Becerra, No. 22-cv-02159, 2022 WL
16650467, at *2 (D.D.C. Nov. 3, 2022)—i.e., the proceedings in the
district court in Delaware, from which this appeal arises.

E. Procedural History

Upon receiving notice of Avadel’s patent certification, the FDCA
gave Jazz two choices: either allow the tentative approval to be “made
effective immediately” if certain other regulatory exclusivities were
adjudicated, or else sue Avadel for patent infringement. 21 U.S.C.

§ 355(c)(3)(C). Jazz sued. See Jazz Pharms., Inc. v. Avadel CNS
Pharms., LLC, No. 1:22-¢v-00941-GBW, Doc. 1 (Complaint) (D. Del.
July 15, 2022). That lawsuit triggered a statutory stay of approval,
precluding FDA from approving FT218 until Jazz’s pediatric exclusivity
ends in June 2023. See 21 U.S.C. § 355(c)(3)(C).

Prior to the July 2022 patent infringement suit, however, Jazz
sued Avadel on the '963 patent in this case. Avadel responded here by

(among other things) asserting a counterclaim seeking delisting of the
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963 patent. See Appx461-462.

In its counterclaim, Avadel alleged that the ’963 patent should be
delisted under 21 U.S.C. § 355(c)(3)(D)(11)(I) because “only patents
claiming a drug product, drug substance, or method of using the drug
may be listed in the Orange Book,” and “[t]he ’963 patent only includes
claims to a ‘computer-implemented system for treatment of a
narcoleptic patient with a prescription drug . .., which are neither
method claims nor claims to a drug product or drug substance.”
Appx461-462.

On July 23, 2021, Avadel first moved for partial judgment on the
pleadings as to its delisting counterclaim for the 963 patent. Appx521.
Jazz opposed the motion, arguing it should be denied because Jazz was
either required or, at a minimum, permitted to list the patent in the
Orange Book. Appx839-840. Jazz further argued that the delisting
counterclaim could not be resolved prior to resolution of disputed claim
construction issues, because the claim construction implicated whether
the ’963 patent is directed toward a method of using the drug, and
therefore properly listed even under Avadel’s interpretation of the

delisting statute. Appx840-844.
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The district court denied Avadel’s delisting motion on October 19,
2021, explaining that “there is a question as to whether Jazz was
required to submit the 963 Patent for listing in the Orange Book,” and
that Avadel’s “arguments depend in no small part on claim
construction.” Appx1449. The court emphasized that Avadel’s delisting
counterclaim raises “the question of whether the claimed ‘system’
includes methods of using the approved product,” id., which would
render the patent properly listed even under Avadel’s interpretation of
the delisting statute.

On June 23, 2022, after the parties had submitted claim
construction briefing but before the district court had resolved those
disputes, Avadel renewed its motion for partial judgment on the
pleadings. Appx2478. Jazz opposed the motion, Appx3597, and the
district court heard the motion on November 15, 2022.

On November 18, 2022, the district court issued both its opinion,
Appxb5707-5728, and order, Appx5729-5731, on claim construction, and
subsequently its opinion, Appx1-9, and order, Appx10-11, granting
Avadel’s renewed motion under Federal Rule of Civil Procedure 12(c) for

a partial judgment on the pleadings as to Avadel’s delisting
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counterclaim. In the claim construction opinion as to the '963 patent,
the district court concluded that the claims “are directed to systems and
not to methods.” Appx5722.

The district court concluded that its claim construction holding led
to the rejection of Jazz’s argument that it was required to list the 963
patent in the Orange Book. See Appx7 (explaining that the district
court’s “construction of the 963 patent disposes of the inquiry” because
the court concluded the patent’s claims “are directed to systems not
methods,” and therefore do not claim “an approved method of using the
drug”). Accordingly, in its delisting opinion the district court considered
the only outstanding question to be whether to accept Jazz’s argument
that, because Jazz was “permitted” to list the ’963 patent in the Orange
Book, Jazz was not required to delist the patent now. Appx8. The
district court rejected this argument as “not relevant,” holding that,
“[o]n 1ts face, the delisting statute does not require inquiring as to
whether the NDA holder was authorized to list the patent in the first
instance.” Id. (“But regardless of the propriety of Jazz’s initial listing,

that assertion is not relevant in view of 21 U.S.C. § 355(c)(3)(D)(11)(1),

which states that patents that do not claim either a drug or method of
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using a drug may be either ‘correct[ed] or delete[d].”).

The accompanying order entered judgment in favor of Avadel on
Avadel’s counterclaim, Count III, and ordered Jazz “by mandatory
injunction under 21 U.S.C. § 355(c)(3)(D)(11)(I)"—“within fourteen (14)
days from the date of this Order”—“to submit to the FDA a request
enclosing this Order to delete the ’963 patent from the Orange Book
entry for Xyrem®.” Appx10-11.

Jazz promptly filed its notice of appeal, Appx5735, a motion for a
stay pending appeal to preserve the status quo before the district court,
Appx5739, and an emergency motion for a stay pending appeal before
this Court. The district court denied Jazz’s motion for a stay pending
appeal on December 5, 2022. Appx6348. On December 14, 2022, this
Court granted Jazz’s motion for a stay pending appeal. See Jazz
Pharmaceuticals, Inc. v. Avadel CNS Pharmaceuticals, LLC, No. 23-

1186, Doc. 28 (Order) at 1-2 (Fed. Cir. Dec. 14, 2022).
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SUMMARY OF ARGUMENT
I

The district court erred in issuing the injunction requiring
delisting of the '963 patent because REMS-related patents must be
listed in the Orange Book as patents covering a drug’s approved
conditions of use and, thus, “methods of use.” Even if the district court
were right that the 963 patent is a system patent for patent-law
purposes, a patent containing system claims can nonetheless recite “an
approved method of using the drug” within the meaning of the key
FDCA provision, 21 U.S.C. § 355(c)(3)(D)(11)(I)(bb). A REMS-based
distribution plan falls comfortably within the ordinary meaning of
“method of using [a] drug” because the distribution plan specifies how
physicians can prescribe, how pharmacists can dispense, and how
patients can use, the drug.

Neither the FDCA nor its implementing regulations define
“method,” which should be read broadly, given that Congress did not
limit the phrase “method of using [a] drug” to only methods of
administering a drug or treating an indicated disease. Likewise, all

indications suggest Congress did not intend to import patent law into
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the FDCA: Congress codified the listing rules in the FDCA, distinct
from the patent law provisions of the Hatch-Waxman Amendments, and
Congress selected FDA, rather than the Patent Office, to administer the
listing process. Moreover, FDA’s implementing regulations, which are
entitled to deference, plainly do not adopt a patent-law definition,
because ascribing the patent-law definition to the word “method” would
suggest that only process patents would be eligible for inclusion in the
Orange Book, contrary to FDA’s regulation affirmatively forbidding the
submission of process patents. Thus, because FDA itself characterized
the REMS that the 963 patent claims as a “condition of use” for Xyrem,
and because the ’963 patent claims a “condition of use,” the ’963 patent
cannot be delisted from the Orange Book.
II

Independently, the district court erred in concluding that whether
the ’963 was properly listed in the first place is irrelevant to the
question of whether it should be delisted. The delisting statute offers
no basis to delist patents that—Ilike the 963 patent—were
appropriately included in the Orange Book under the law that applied

when they were listed. When the 963 patent was listed in 2014, FDA’s
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implementing regulation identified two categories of patents: those that
“must” be listed in the Orange Book and those that “must not.” 21
C.F.R. § 314.53(b)(1). The two categories were not exhaustive, so FDA
necessarily left the door open to list patents that fell into neither
category. The 2021 enactment of the Orange Book Transparency Act,
which provides that “[p]atent information that is not the type of patent
information required by subsection (b)(1)(A)(viii) shall not be submitted
under this paragraph,” 21 U.S.C. § 355(c)(2), proves this point, and the
OBTA does not apply retroactively. As a result, patents properly listed
before the enactment of the Orange Book Transparency Act remain so
and cannot be delisted.
111

Even if patent law provided the correct framework for
determining whether a patent should be listed under the FDCA, the
evidence before the district court on claim construction demonstrated
that the claimed system of the 963 patent is a method of use. Indeed,
the computer-implemented REMS that the ’963 patent claims provides

a safe method by which prescribers can prescribe, pharmacists can
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dispense, and patients can use, Xyrem. In short, the patent claims a
method.

STANDARD OF REVIEW

The 1ssues in this appeal all concern questions of law, including
the interpretation of the FDCA and the construction of the 963 patent’s
claims, which are reviewed de novo. See Hawkins v. United States, 469

F.3d 993, 1000 (Fed. Cir. 2006) (statutory interpretation); Jack

Guttman, Inc. v. Kopykake Enterprises, Inc., 302 F.3d 1352, 1356 (Fed.

Cir. 2002) (claim construction). Although the ultimate decision to grant
an injunction is generally reviewed for abuse of discretion, the legal
conclusions underpinning the grant of an injunction are reviewed de
novo on appeal. Nat’l Steel Car, Ltd. v. Canadian Pac. Ry., Ltd., 357

F.3d 1319, 1325 (Fed. Cir. 2004) (“As a necessary corollary to this

standard of review, ‘to the extent that a district court’s decision to grant
a[n] injunction hinges on questions of law, our review is de novo.”
(internal alterations omitted)). See also Sanofi—Synthelabo v. Apotex,

Inc., 470 F.3d 1368, 1374 (Fed. Cir. 2006) (“To the extent the court’s

decision is based upon an issue of law, we review that issue de novo.”).

— 926 —



Case: 23-1186  Document: 39 Page: 40 Filed: 01/12/2023

ARGUMENT

I. THE’963 PATENT CLAIMS A CONDITION OF USE AND
THEREFORE MUST BE LISTED IN THE ORANGE BOOK
UNDER THE FDCA.

The question before the Court is whether the ’963 patent claims
an “approved method of using [a] drug,” as that phrase i1s used in
section 505 of the Federal Food, Drug, and Cosmetic Act, or “FDCA.”
See 21 U.S.C. § 355(c)(3)(D)(G1)(I)(bb). If the 963 patent does claim such
an “approved method of using [a] drug,” there is no statutory basis for
the district court’s injunction.

Avadel and the district court have consistently treated that issue
as presenting only a patent-law question—which turns on whether the
claims are best construed as “method” or “system” claims as a matter of
patent law. Appx7 (treating claim construction as dispositive). But the
disputed phrase in the FDCA is not directed to a patent-law question at
all, and it is therefore no surprise that patent law provides the wrong
framework for addressing whether a patent is properly listed in FDA’s
Orange Book.

As Jazz has emphasized from the outset of this case,
“independent” of any claim construction dispute, Appx841, the FDCA’s

statutory text, context, and implementing regulations confirm that an
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“approved method of using [a] drug” encompasses not just patents that
claim “indications” (such as a method of using a given drug to treat a
given disease) but also those that claim “conditions of use for which
approval is sought or has been granted.” 21 C.F.R. § 314.53(b)(1)
(emphasis added). See Appx839—-840. And one critical set of conditions
of use for certain drugs, including Xyrem, is a Risk Evaluation and
Mitigation Strategy, or “REMS.” E.g., Appx859. Because the elements
of the REMS claimed in the ’963 patent are among the approved
“conditions of use” for Xyrem, Jazz was required to list the patent in the
Orange Book.

A. The Interpretation Of The FDCA Is Not A Question Of
Patent Law.

There are many patent-law consequences at stake in a dispute
over whether a patent claims a “method” within the meaning of the
patent laws. For example, a method claim is only infringed when the
claimed steps are actually carried out, which means a sale of a system

to carry out the claimed steps will generally not infringe a method

claim. See, e.g., Joy Techs., Inc. v. Flakt, Inc., 6 F.3d 770, 773 (Fed. Cir.
1993). Method claims also raise potential “divided infringement” issues,

see Akamai Technologies, Inc. v. Limelight Networks, Inc., 797 F.3d
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1020, 1022-23 (Fed. Cir. 2015) (en banc), and they are subject to special
standards for infringement in the context of importation, see 35 U.S.C.
271

But the Orange Book listing rules codified in the FDCA have
nothing to do with these kinds of patent-law problems. Instead, they
are directed to questions surrounding the approval of generic or follow-
on drugs. One indication of this fact is Congress’s decision in enacting
the Hatch-Waxman Amendments, 98 Stat. 1555 (1984), to codify the
listing rules in the FDCA, alongside the requirements for approval of
abbreviated new drug and 505(b)(2) applications, see 98 Stat. 1585-97,
rather than in Title 35, where it put the “artificial” act of patent
infringement under § 271(e)(2), for example, see 98 Stat. 1603. See

Yates v. United States, 135 S. Ct. 1074, 1085 (2015) (plurality) (relying

on Congress’s codification decisions). The patent-law provisions of the
Hatch-Waxman Amendments are generally in Title 35, and the FDCA-
law provisions are in the FDCA. And it is undisputed that “identical

language may convey varying content when used in different statutes.”

Id. at 1082.
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Another indication that the disputed provision of the FDCA 1is
addressing an FDCA issue rather than a patent-law issue is the
parallelism between the FDA-approval requirements for a generic drug
and the Orange Book listing rules. To obtain approval, a generic
manufacturer needs to establish that its proposed product has the same
active ingredient as the reference product, see 21 U.S.C.

§ 355(N(2)(A)@1)(I), and, critically, that the proposed labeling has the
same “conditions of use prescribed, recommended, or suggested” as the
reference product, see id. § 355(G)(2)(A)(1) (emphasis added). But
generics are generally not required to make their product by the same
process or use the same packaging. Similarly, when submitting patent
information, innovators must identify patents claiming the “active
ingredient” or a “method of using” the drug (among other patents), 21
U.S.C. § 355(b)(1)(A)(vii1), but not patents claiming a manufacturing
process or packaging. FDA’s regulations further underscore the point,
requiring the listing of patents claiming “conditions of use” but

prohibiting the listing of “[p]rocess patents” and patents claiming

“packaging.” 21 C.F.R. § 314.53(b).
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Furthermore, the agency that Congress empowered to administer
Orange Book listing is not the Patent Office but FDA. See 98 Stat.
1591. To the extent the listing statute is ambiguous, this Court should
defer to FDA’s reasonable interpretation reflected in its regulations.

See 21 C.F.R. § 314.53(b); Chevron USA Inc. v. Natural Resources
Defense Council, Inc., 467 U.S. 837 (1984). The reason for that
deference is that the statute is bound up with the statutory scheme
governing drug approval, see id. 844 (deference tied to the “statutory
scheme [an agency] is entrusted to administer”), not patent law.

Finally, FDA regulations are incompatible with patent-law
definitions in this context, powerfully indicating that a patent-law
analysis (such as claim construction) would be misplaced. For example,
under the Patent Act, the words “process” and “method” mean the same
thing. See 35 U.S.C. § 100(b). But FDA did not use those words
interchangeably in 21 C.F.R. § 314.53(b)(1). To the contrary, under that
regulation, applicants “must submit information” on certain “patents
that claim a method of use,” but they “must not” submit information on
“[p]rocess patents.” Id. Borrowing patent-law definitions would make a

hash of these rules. If method-of-use patents were process patents (and
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vice-versa), applicants would simultaneously have to submit them to
FDA—and be forbidden to do so.

B. An “Approved Method Of Using [A] Drug”
Encompasses Approved “Conditions Of Use.”

Against this backdrop, the question here is whether, as a matter
of FDCA law, an “approved method of using [a] drug” encompasses
approved “conditions of use,” such as those set forth in a REMS. The
answer 1s yes.

“As always, we begin with the text.” Sw. Airlines Co. v. Saxon,

142 S. Ct. 1783, 1789 (2022). Under the delisting statute, Avadel must

show that the ’963 patent “does not claim” an “approved method of

using the drug.” 21 U.S.C. § 355(c)(3)(D)(11)(I)(bb). The key phrase—

“approved method of using the drug”—is undefined, so this Court must

(113

ask what its “ordinary, contemporary, common meaning’ was when
Congress enacted [the statute].” Food Mktg. Inst. v. Argus Leader
Media, 139 S. Ct. 2356, 2362 (2019) (quoting Perrin v. United States,

444 U.S. 37, 42 (1979)).

Then (as now), the term “approved” referred to FDA’s role in
granting new drug applications under FDCA section 505. See, e.g., 21

U.S.C. § 355(a) (interstate distribution of new drugs prohibited “unless

— 392 —



Case: 23-1186  Document: 39 Page: 46 Filed: 01/12/2023

an approval of an application is effective”’). Meanwhile, a “method” was
a “procedure, technique, or planned way of doing something.” Random
House Webster’s College Dictionary 776 (2005). And “to use” meant “to
put into action or service,” Webster’s Third New International
Dictionary 2523-24 (2002), or to “take, hold, or deploy (something) as a
means of accomplishing a purpose,” The New Oxford American
Dictionary 1853 (2005). So an “ordinary speaker of English,” Comcast

Corp. v. Nat’l Ass’n of Afr. Am.-Owned Media, 140 S. Ct. 1009, 1015

(2020), would have understood the phrase “approved method of using
[a] drug” to mean an FDA-authorized procedure, technique, or plan for
deploying a drug or for putting it into service.5

The structure of the FDCA discussed above further supports an
interpretation that looks to how FDA has approved the deployment of a

drug. Read together, the patent listing requirements, the delisting

5 Avadel itself framed things that way in the District of Columbia
case, focusing on “ordinary English meaning” and the “broader [FDCA]
context”—without invoking patent-law principles or terms of art.
Avadel CNS Pharms., LLC v. Becerra, No. 22-cv-02159, Doc. 3-3
(Memorandum of Law in Support of Motion for a Preliminary
Injunction) at 16 (D.D.C. July 21, 2022); see also Avadel CNS Pharms.,
LLC v. Becerra, No. 22-cv-02159, Doc. 31-2 (Memorandum of Law) at 26
(D.D.C. Sep. 2, 2022).
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counterclaim provision, and the generic drug approval requirements are
wholly consistent. A generic drug manufacturer needs to establish
(among other things) that its product has the same “conditions of use
prescribed, recommended, or suggested” on its labeling as the reference
product, 21 U.S.C. § 355()(2)(A)(1), but if those conditions of use are
claimed by a patent, the Hatch-Waxman Amendments contemplate
potential litigation of that patent, triggered by the requisite listing of
patents claiming approved methods of using the drug
(§ 355(b)(1)(A)(vii1)(I1I)) and a subsequent Paragraph IV certification
(§ 355(3)(2)(A)(vi))(IV)). However, if the patent does not claim the
“conditions of use” the generic manufacturer was required to copy in the
first place, then the statute may provide for a delisting counterclaim.
See id. § 355(c)(3)(D)(11)(I). And again, that counterclaim is all about
the path to approval of a generic drug; there is no independent cause of
action outside of Hatch-Waxman litigation, id. § 355(c)(3)(D)@G1)(II).
FDA regulations support a reading that focuses on conditions of
use as well. FDA’s listing rule requires drug applicants to submit

information on patents that “claim[] the drug or a method of using the

drug.” 21 C.F.R. § 314.53(b)(1) (emphasis added). The regulation then
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clarifies that, “[f]lor patents that claim a method of use, the applicant
must submit information only on those patents that claim indications or
other conditions of use for which approval is sought or has been
granted.” Id. The regulation thus makes clear that, in FDA’s
authoritative view, the phrase “approved method of using [a] drug”
includes a drug’s “conditions of use.”

C. The ’963 Patent Claims a REMS, Which Constitutes A
Set Of Approved Conditions Of Use For Xyrem.

Under both the plain text of section 355(c)(3)(D)(@1)(I)(bb) and
FDA’s authoritative interpretation, the 963 patent belongs in the
Orange Book and should not be delisted, because it claims elements of a
REMS, which constitute approved “conditions of use” for Xyrem.

As explained above, supra note 1, a REMS is a set of procedures to
ensure that drugs with higher-than-usual risk profiles can be approved
as safe and effective. When such procedures are necessary, they must
be included “as part of [the] application” for the drug. 21 U.S.C. § 355-
1(a)(1). Distribution plans may be included as an element of a REMS
when FDA has determined that the drug “can be approved only if . . .
such elements are required.” Id. § 355-1(f)(1)(A). Once in place, the

REMS and its elements are described as the “approved strategy”
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throughout the statute. See, e.g., id. § 355-1(g) (“Assessment and
Modification of Approved Strategy”); see also id. § 355(p)(1)(B)
(specifying that “the requirements of the approved strategy” are
enforceable by FDA).

A patent claiming elements of a REMS is properly listed in the
Orange Book because an FDA-approved REMS constitutes a set of
approved “conditions of use” for a given drug. Here, the Xyrem Package
Insert itself makes clear that “Xyrem 1s available only through a
restricted program under a Risk Evaluation and Mitigation Strategy
(REMS) called the XYWAV and XYREM REMS.” (Appx859.) Indeed,
when FDA approved Xyrem, it imposed “specific restrictions on
distribution and use”—including a “Risk Management Program” that
“must include” safeguards claimed under the 963 patent. (Appx851—
852.) More broadly, the FDCA makes clear that REMS elements are
among the conditions of use that inform FDA’s approval of a drug. See
21 U.S.C. § 355-1(HH(1)(A); see also FDA, Guidance for Industry:
Development and Use of Risk Minimization Action Plans, 6 (Mar. 2005),
https://www.fda.gov/media/71268/download (for the predecessor

program to REMS, applicants should adopt “conditions of use most
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likely to confer benefits and to minimize particular risks”). Were there
any remaining question, the agency answered it in the District of
Columbia case—explaining that “uses in [a] REMS document” “can be”
listed in the Orange Book. Appx5307. That statement is consistent
with the statute and regulations, represents FDA’s official position
based on its regulatory expertise, and reflects its longstanding
judgment, to which this Court should defer.

Further, when Congress enacted the REMS statute in 2007, there
were already patents listed in the Orange Book related to the risk
management programs that Congress was about to deem to be REMS
programs. See Orange Book, Patent and Exclusivity Addendum,
Prescription and OTC Drug Product Patent and Exclusivity List, ADA
124, ADB 24 (26th ed. 2006) (listing numerous patents under U-371,
defined as “Approval for marketing only under a special restriction
program approved by FDA called ‘System for Thalidomide Education

)

and Prescribing Safety”™). Congress did not decree such patents
improperly listed. Instead, it authorized FDA to facilitate generic

approval where a REMS element was “claimed by a patent that has not

expired” and the applicant “certifies that it has sought a license . . . and
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that 1t was unable to obtain a license.” FDA Amendments Act of 2007,
Pub. L. No. 110-85, tit. IX, subtit. A, § 901(b), 121 Stat. 823, 937-38
(codified at 21 U.S.C. § 355-1(1)(1)(B)(31)). In sum, Congress knew that
patents related to REMS elements would be—and had been—properly
listed in the Orange Book.

A patent claiming elements of a REMS is thus properly listed in
the Orange Book, and the 963 patent is just such a patent. The patent
claims elements of a REMS-based procedure for safely distributing

Xyrem® to patients, as shown below:

Claimed Elements FDA-Approved REMS
Fields “storing information “Verify in the Central
sufficient to identify a physician Database that the patient
or other prescriber of the and prescriber are enrolled.”

company’s prescription drug and | Appx897.
information to show that the
physician or other prescriber is
authorized to prescribe the
company’s prescription drug.” See
Appx98 at 8:56—61.

“[R]econcile inventory of the “Track and verify receipt of
prescription drug before the each shipment of [Xyrem®]
shipments for a day or other time |through the processes and
period are sent.” Appx98 at 8:66— | procedures established as a

67. requirement of the REMS.”
Appx898.

“[S]aid 1identifying that the “Monitor for all instances of

narcoleptic patient is a cash payer | patient and prescriber

by said second database query behavior that give rise to a
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being an indicator of a potential
misuse, abuse or diversion by the
narcoleptic patient.” Appx99 at
9:8-12.

reasonable suspicion of
abuse, misuse, and
diversion.” Appx898.

“[N]otify the physician that is
interrelated with the narcoleptic
patient” if any indicators of
misuse are detected. Appx98 at
9:12-14.

“Notify prescribers when
patients are receiving
concomitant contraindicated
medications or there are
signs of potential abuse,
misuse, or diversion.”

Appx893.

“[S]electively blocks shipment of
the prescription drug to the
patient” based upon identification
of abuse potential. See Appx99 at

“For patients who request an
early refill or if abuse,
misuse or diversion is
suspected: Discuss the

9:14-16. request or concern with the
prescriber.” Appx897.
“[S]hipped to the narcoleptic “Ship ... XYREM directly to

patient if no potential misuse,
abuse or diversion 1s found.” See

Appx99 at 9:17-20.

each patient or a patient-
authorized adult designee
through the processes and
procedures established as a
requirement of the REMS.”

Appx897.

“[IInsurance fields, contained
within the database schema, store
information sufficient to identify
an insurer to be contacted

for payment for prescription drugs
of an associated patient.” See

Appx99 at 9:49-53.

“Contact the patient’s
insurance provider to verify
. XYREM prescription

beneflts Appx913.

“[S]ystem 1s used to identify a
current pattern or an anticipated
pattern of abuse of the
prescription drug.” See Appx99 at
9:54-58.

“Assess the patient for . . .
signs of abuse and misuse
including an increase in dose
or frequency of dosing,
reports of lost, stolen, or
spilled medication, and drug-
seeking behavior.” Appx894.
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All of that counts as an “approved method of using the drug”
because the REMS-certified pharmacy follows the procedure to “deploy”
Xyrem and safely “put [it] into action or service.” Webster’s Third 2523—
24; Oxford American 1853.

Accordingly, because the ’963 patent claims an “approved method
of using the drug,” the district court erred by holding that the patent

was subject to delisting under, 21 U.S.C. § 355(c)(3)(D)(11)(1).

D. Jazz Presented Its FDCA Argument Below, And This
Court Should Accept It Here.

From the start, Jazz has argued that “the ’963 patent claims ‘an
approved method of using the drug’ under both the relevant statute and
FDA rule.” Appx840. In fact, Jazz’s very first brief before the district
court addressing the delisting counterclaim argued that “Jazz was
legally required to list the 963 patent” because it claims “conditions of
use for Xyrem.” Id. (emphasis in original) And Jazz could not have been
clearer that these were independent grounds for denying delisting—
urging the court to deny Avadel’s motion “[o]n this basis alone.” Id.
When the dispute was first raised, the district court initially denied the
motion, in part on the ground that there was a “question as to whether

Jazz was required to submit the ’963 patent for listing in the Orange
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Book” in view of the FDA-approved package insert for XYREM, which
indicates that XYREM is “available only” through the “XYREM REMS.”
Appx1449. In other words, the district court initially recognized Jazz’s
argument under the FDCA and saw merit in it.

To be sure, Jazz also argued that Avadel’s theory depended on
claim construction. But the district court misread Jazz’s briefing when
it reasoned, more than a year later, that Jazz had “suggest[ed]” that
claim construction “disposes of” the interpretive inquiry regardless of
how the claims are construed. Appx7. Not so. Jazz’s position was that
Avadel could not prevail without overcoming Jazz’s FDCA argument
and prevailing on its construction of the patent’s claims. Appx840-845.
In other words, claim construction would be dispositive if Avadel’s
construction were rejected, but not if Avadel’s construction were
accepted, as it ultimately turned out to be. The district court might
have recognized this point if it had addressed the section of Jazz’s brief
immediately preceding the one the court cited (and relied on) in its
decision. See Appx7 n.4 (citing Appx840-841); see also Appx839—-840
(making FDCA argument, which was independent of claim

construction).
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Even if Jazz had not made the argument below, however, this
Court “may address arguments beyond those originally presented”
when “review[ing] the district court’s interpretation of statutory and
regulatory provisions.” Broad. Innovation, L.L.C. v. Charter Commc'ns,

Inc., 420 F.3d 1364, 1366 (Fed. Cir. 2005); see also Bozeman Fin. LLC v.

Fed. Rsrv. Bank of Atl., 955 F.3d 971, 974 (Fed. Cir. 2020) (addressing

unpreserved “issue of statutory interpretation”); Karuk Tribe of Cal. v.

Ammon, 209 F.3d 1366, 1379 (Fed. Cir. 2000) (same); Cemex, S.A. v.

United States, 133 F.3d 897, 902 (Fed. Cir. 1998) (“[B]ecause an issue of

statutory interpretation is involved, we address [appellant’s
unpreserved] argument.”). After all: regardless of “particular legal
theories advanced by the parties,” courts “retain[] the independent
power to identify and apply the proper construction of governing law.”

Kamen v. Kemper Fin. Servs., Inc., 500 U.S. 90, 99 (1991). If this Court

disregards the places Jazz raised the statutory-interpretation question
before the district court, the Court should nevertheless exercise its
power to address that question here and adopt the correct

interpretation of the delisting statute, “giv[ing] effect to the text
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Congress enacted.” Ali v. Fed. Bureau of Prisons, 552 U.S. 214, 228

(2008).
II. AT THE VERY LEAST, JAZZ WAS PERMITTED TO LIST

THE 963 PATENT, WHICH FORECLOSES ANY
DELISTING COUNTERCLAIM.

Even if Jazz were not required to list the '963 patent in the
Orange Book, the district court erred in refusing to analyze whether
Jazz was permitted to list the patent and, if so, whether permissibly-
listed patents are subject to delisting. The district court’s failure to
address this question of statutory interpretation was reversible error
because the delisting statute offers no basis to delist patents that were
appropriately included in the Orange Book under the law that applied
when they were listed. See 21 U.S.C. § 355(c)(3)(D)(1i1)(I). Because the
’963 patent was permissibly listed in 2014, the district court erred in
concluding that it was subject to delisting.

A. FDA Regulations Did Not Prohibit Listing The ’963
Patent In The Orange Book At The Time Of Listing.

When the 963 patent was listed in 2014, the listing statute
directed that the “applicant shall file . . . any patent which claims the

drug for which the applicant submitted the application or which claims

a method of using such drug.” 21 U.S.C. § 355(b)(1) (2013). Thus,
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although the statute required that patents claiming the drug or method
of using such drug be listed, the listing statute was silent as to whether
any other categories of patents could be listed. FDA’s regulation
providing instruction on the listing statute identified two categories of
patents: those that “must” be listed in the Orange Book and those that
“must not.” 21 C.F.R. § 314.53(b)(1). The two categories were not
exhaustive. Then, as now, FDA listed four specific categories of patents
in the “must not” list category: “[p]rocess patents, patents claiming
packaging, patents claiming metabolites, and patents claiming
intermediates.” Id. Avadel has never argued, and the district court
never found, that the 963 patent falls within any of these four
prohibited categories of patents.

Accordingly, because neither the listing statute nor FDA
regulation prohibited listing of all patents other than those that a party
must list, FDA, in implementing the statutory listing requirements
enacted by Congress, left the door open for patent holders to list patents
that fell into neither category. The ’963 patent fell either into the must-

list category—which would mean Jazz was required to list the 963
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patent in 2014—or into neither category—in which case Jazz was at
least permitted to list the 963 patent in 2014.

Indeed, if Jazz were prohibited from listing the 963 patent in
2014, the provision in the OBTA which expressly prohibits the listing of
all patent information that is not required would be superfluous. The
OBTA added to the listing statute an express provision stating that
“[p]atent information that is not the type of patent information required
by subsection (b)(1)(A)(vii1) shall not be submitted under this
paragraph.” See 21 U.S.C. § 355(c)(2). In other words, the OBTA
eliminated the permissibly listed category by placing all patents that an
applicant was not required to list in the “must not” list category.

Congress’s determination in 2020 that this OBTA provision was
necessary demonstrates the permissibility of, prior to the passage of the
OBTA, listing additional patents beyond those an applicant was
required to list. As the Supreme Court has explained, had Congress
thought the FDCA already included such a limitation, then “Congress
would have not needed to enact these additional statutory references,”

through the OBTA. Carcieri v. Salazar, 555 U.S. 379, 392 (2009).

Thus, any statutory interpretation to the contrary would render wholly
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superfluous this OBTA provision, contrary to well-established principles
of statutory construction. Nat’l Ass’n of Mfrs. v. Dep’t of Def., 138 S. Ct.
617, 632 (2018) (rejecting “an interpretation of the statute that would
render an entire subparagraph [of the statute] meaningless”).
Accordingly, this Court should not construe the OBTA as merely a
clarification of the original listing statute. As an initial matter, when
Congress intends to merely clarify a prior statute, Congress says as

much. See, e.g., Nat. Res. Def. Council, Inc. v. Gorsuch, 685 F.2d 718

721 (D.C. Cir. 1982) (“Congress, however, ‘(b)eliev(ed) that a statutory
clarification of the question (was) needed,” and therefore added to its
1977 Clean Air Act Amendments.” (alterations in original, citations
omitted) (quoting S. Rep. No. 127, 95th Cong., 1st Sess. 55 (1977))),
rev'd sub nom. Chevron, U.S.A., Inc. v. Nat. Res. Def. Council, Inc., 467

U.S. 837 (1984); Hawkins v. United States, 469 F.3d 993, 1001-02 (Fed.

Cir. 2006) (“That history indicates that the 1984 amendments to the
PSOBA merely re-authorized the existing Act with four minor
modifications ‘which are consistent with congressional intent as

2”9

expressed in the legislative history of the 1974 Act.” (alteration

omitted) (quoting S. Rep. No. 98-225, at 282 (1983), reprinted in 1984
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U.S.C.C.A.N. 3182, 3463)). No such indication of Congress’s intent
exists here.

Rather, the fact that Congress, through the OBTA, later
“demonstrated its ability to specify a statute’s applicability . . . and
indeed to make explicit refence” to patent information that could not be
listed renders it “unreasonable to infer” that Congress intended the
initial listing statute to prohibit the listing of all categories of patents

that were not required to be listed. Canadian Lumber Trade All. v.

United States, 517 F.3d 1319, 1343 (Fed. Cir. 2008). As the existence of

the OBTA demonstrates, Congress understands how to prohibit the
listing of all patent information that is not required to be listed if
Congress so intends, and it did not do so in the initial listing statute.

B. The Delisting Statute Cannot Apply To Permissibly-
Listed Patents.

The district court viewed the question whether Jazz was
permitted to submit the ’963 patent for listing in the Orange Book as
irrelevant, based on the court’s interpretation of the delisting statute.
Appx8. In other words, the court reasoned that a delisting remedy was
available under § 355(c)(3)(D)(11)(I) regardless of whether the patent

could (at least) permissibly be listed under FDA’s regulations
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implementing 21 U.S.C. § 355(b)(1)(A)(viii), so there was no need to try
to reconcile the two statutory provisions. That is not how statutory
interpretation is supposed to work. See Nat’l Assn. of Home Builders v.

Defs. of Wildlife, 551 U.S. 644, 666 (2007) (“It 1s a fundamental canon of

statutory construction that the words of a statute must be read in their
context and with a view to their place in the overall statutory scheme.”
(internal quotation marks omitted)); LaBonte v. United States, 43 F.4th

1357, 1373 (Fed. Cir. 2022) (same). Read in context, the delisting

statute cannot be understood to empower courts to order the delisting of
patents that are properly listed under 21 U.S.C. § 355(b)(1)(A)(vii1), as
implemented by the agency empowered to administer the FDCA.

The two provisions that the district court treated as independent
are integrally related. They appear in the same section of the FDCA,
and the statutory language of the delisting statute plainly (and
unsurprisingly) mirrors the language of the listing statute. In the
listing statute, Congress directs innovators to submit patents that
“claim[] the drug for which the applicant submitted [a new drug]
application” or that “claim[] a method of using such drug,” 21 U.S.C.

§ 355(b)(1)(A)(viii), and then in the delisting statute, Congress
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empowers courts to order delisting where patents do not claim “the drug
for which the application was approved” or “an approved method of
using the drug,” id. § 355(c)(3)(D)(11)(I). These two provisions need to be
read together. And, critically, the statute’s guidance on what should be
listed (or not listed) was incomplete, leaving a “gap” for FDA to fill,
which the agency did in promulgating 21 C.F.R. § 314.53(b)(1). The
agency’s regulation is entitled to deference. See, e.g., Patterson v. Dep’t

of Interior, 424 F.3d 1151, 1159 (Fed. Cir. 2005) (“Congress left a ‘gap’

in the [statute] on this issue, and the regulations issued by the [Office of
Personnel Management] to fill this gap are therefore entitled to
deference under Chevron.”). At least as of the time Jazz submitted the
’963 patent for listing in the Orange Book, the agency’s regulations
implementing the FDCA’s listing provisions permitted the listing of
that patent. The patent cannot be subject to delisting based on a
judicial interpretation of essentially the same statutory language
elsewhere in the same section of the FDCA.

Indeed, any other approach to reconciling the listing and delisting
statutory provisions would require the nonsensical assumption that

Congress authorized the listing of patents that would then be subject to
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delisting via litigation, rather than merely prohibiting the listing of
those patents in the first instance. Such a statutory interpretation
should be rejected. Dupuch-Carron v. Sec’y of Health & Hum. Serus.,

969 F.3d 1318, 1330 (Fed. Cir. 2020) (“Both the Supreme Court and this

court, however, have repeatedly held over the years that ‘if a literal

construction of the words of a statute be absurd, the act must be so

2”9

construed as to avoid the absurdity.” (alterations omitted) (quoting

Holy Trinity Church v. United States, 143 U.S. 457, 460 (1892))).

Here, the provisions in effect at time the 963 patent was listed in
the Orange Book permitted the listing of that patent. Accordingly, the
delisting statute cannot be read to require delisting of permissibly listed

patents.6

6 Contrary to Avadel’s assertions below, Jazz’s interpretation
that reconciles the listing and delisting statutory provisions does not
render the delisting counterclaim superfluous. Rather, delisting
remains an available remedy pre-OBTA for the categories of patents
that FDA interpreted the listing statute to prohibit. Those categories
include “[p]rocess patents, patents claiming packaging, patents
claiming metabolites, and patents claiming intermediates,” 21 C.F.R. §
314.53(b)(1), all of which could be subject to delisting if they were

1mproperly listed.
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C. The Orange Book Transparency Act Cannot Be
Applied Retroactively To Require Delisting Of The
’963 Patent.

The OBTA eliminated a gap that FDA had previously been
authorized to fill by regulation. Whereas FDA was once empowered to
allow permissive listing of patents whose listing was not expressly
mandated or prohibited, the OBTA ultimately prohibited innovators
from submitting any patents not required to be listed. Because the
parallel provisions of the FDCA should be read together, this important
change to the standards for listing likewise affects the standards for
delisting. But the OBTA applies only prospectively, and it therefore
cannot supply the basis for requiring the delisting of the 963 patent.

“Retroactivity is not favored in the law,” and “congressional
enactments and administrative rules will not be construed to have
retroactive effect unless their language requires this result.” Bowen v.

Georgetown Univ. Hosp., 488 U.S. 204, 208 (1988); see also Landgraf v.

USI Film Prods., 511 U.S. 244, 265 (1994). Accordingly, this Court “will

construe a statute to avoid retroactivity unless there is clear evidence
that Congress intended otherwise.” Hicks v. Merit Sys. Prot. Bd., 819

F.3d 1318, 1321 (Fed. Cir. 2016); Presidio Components, Inc. v. Am. Tech.
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Ceramics Corp., 702 F.3d 1351, 1364 (Fed. Cir. 2012) (“An Act must

clearly indicate its retroactive application.”); see also Lindh v. Murphy,

521 U.S. 320, 328 n.4 (1997) (“[C]ases where this Court has found truly

‘retroactive’ effect adequately authorized by a statute have involved
statutory language that was so clear that it could sustain only one
Interpretation.”).

The statutory language at issue here cannot overcome this strong
presumption against retroactivity. To the contrary, the imperative
phrase in 21 U.S.C. § 355(c)(2)—"shall not be’—unambiguously shows
that Congress intended only prospective application. Ghana v. Holland,

226 F.3d 175, 182 (3d Cir. 2000) (“shall be brought” shows Congress’s

“intent that the exhaustion requirement apply only to new actions”);

Salahuddin v. Mead, 174 F.3d 271, 274 (2d Cir. 1999) (“There is no

doubt that ‘shall’ . . . speaks to future conduct. Even the most
demanding among us cannot reasonably expect that a person ‘shall’ do
something yesterday.”); Carl Marks & Co., v. Union of Soviet Socialist
Republics, 665 F. Supp. 323, 337 (S.D.N.Y. 1987) (“The use of ‘shall
have’ indicates prospective application.”); Martropico Compania

Naviera S. A. v. Perusahaan Pertambangan Minyak Dan Gas Bumi
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Negara (Pertamina), 428 F. Supp. 1035, 1037 (S.D.N.Y. 1977) (“Indeed,
the very wording of section 1330(a) that the ‘district courts shall have
original jurisdiction’ is prospective.”).

Avadel did not argue below (and cannot credibly argue here) that
the statute is even ambiguous, much less that it dictates retroactive
enforcement. But even if the statutory language did not expressly
preclude retroactivity (it does), the adverse effects upon Jazz and other
third parties would preclude retroactive application. Lieberman v.

Cambridge Partners, L.L.C., 432 F.3d 482, 488-89 (3d Cir. 2005) (“[A]

court must examine whether the statute . . . impair[s] rights a party
possessed when he acted, . . . or impose[s] new duties with respect to
transactions already completed. If the statute would do any of these
things, it will not be applied retroactively, absent clear congressional
intent to the contrary.” (internal quotation marks omitted) (quoting
Landgraf, 511 U.S. at 280)).

Here, retroactive application would both impair rights and impose
duties. Retroactive application would result in the loss of statutory
rights under the Hatch-Waxman Amendments that Jazz—and anyone

else who followed the law as it applied prior to the enactment of the
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OBTA to permissively list patents—held through January 5, 2021, the
date on which the OBTA came into effect. Moreover, retroactive
application would impose new duties with respect to at least Jazz and a
long list of ANDA filers who previously certified against the ’963 patent
in litigation spanning from 2010 until 2018, impacting already-
completed transactions. And notably, Avadel has filed counterclaims
that seek to impose antitrust liability premised on the allegedly
1mproper listing of the ’963 patent in the Orange Book; if the OBTA
were applied retroactively, Avadel would propose that Jazz would be
subject to severe penalties for improperly listing a patent that Jazz was
permitted to list at the time of listing. Retroactive application is
unavailable in such circumstances. Apotex Inc. v. U.S. Food & Drug
Admin., 414 F. Supp. 2d 61, 75 (D.D.C. 2006) (explaining that because
“retroactive application to situations in which the FDA has already
determined which applicant is entitled to exclusivity would disturb
settled agency decisions and increase administrative burdensy,]
retroactive applications of the law are not favored in the administrative

law context.”).
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III. EVEN IF THE INTERPRETATION OF THE FDCA
PRESENTED A PATENT-LAW QUESTION, THE ’963
PATENT, PROPERLY CONSTRUED, CLAIMS A METHOD.

Avadel’s view, adopted by the district court, is that whether a
given patent claims an “approved method of using [a] drug,” 21 U.S.C.
§ 355(c)(3)(D)(i1), turns on a patent-law question: the only patents that
may be listed are those that are properly construed (e.g., under Phillips
v. AWH Corp., 415 F.3d 1303 (Fed. Cir. 2005) (en banc)) to claim a
“method” for patent-law purposes. As discussed above, that is not the
right test, but even if it were, the ’963 patent would pass it. Properly
construed, the 963 patent claims a method.

The ’963 patent claims cover methods of using a computer-
implemented system to safely distribute sodium oxybate for treatment
of a narcoleptic patient. Specifically, the independent claims recite a
“computer implemented system for treatment of a narcoleptic patient
with a prescription drug that has a potential for misuse, abuse or
diversion.” Appx98 at 8:39—41. While the district court concluded that
a “system” cannot be a “method,” the only evidence before it showed

otherwise.
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“It 1s axiomatic that [this Court] will not narrow a claim term
beyond its plain and ordinary meaning unless there is support for the
limitation in the words of the claim, the specification, or the prosecution

history.” 8M Innovative Props. Co. v. Tredegar Corp., 725 F.3d 1315

1333 (Fed. Cir. 2013). Accordingly, “absent a clear disavowal or
alternative lexicography by a patentee, he or she ‘is free to choose a

broad term and expect to obtain the full scope of its plain and ordinary

meaning.” Wasica Fin. GmbH v. Cont’l Auto. Sys., Inc., 853 F.3d 1272

1282 (Fed. Cir. 2017) (citation omitted).

Here, Jazz submitted unrebutted evidence that the plain and
ordinary meaning of “system” is a “formulated, regular, or special
method or plan of procedure.” See, e.g., Appx2884. Avadel never
contested that evidence, nor did it ever provide any alternative plain
meaning. And the evidence further showed that the specification of the
’963 patent consistently used the term “system” according to its plain
and ordinary meaning, referring to both the drug distribution “system”
of the claimed invention, Appx95 at Cover (“Sensitive Drug Distribution
System and Method”), as well as the separate “computer system” used

to implement the claimed drug distribution system. As the description
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br AN {5

of Figure 1 states, the described “computer system” “implement[s] the
system and method of the present invention.” Appx95 at 2:29-31.
Thus, the claimed system (i.e., special method or plan of procedure) is
carried out using the particular “computer system” described in the
specification and claims. This is consistent with the inventors’ use of
“computer system” throughout the specification when they wanted to
refer to the computer systems described therein, as opposed to the drug
distribution system and method of the invention. See Appx95-96 at
2:29-46, 3:20-23, 3:56—4:16.

The district court never addressed the evidence that articulated
the plain meaning of “system,” versus “computer system,” or made the
requisite finding based on the intrinsic record—i.e., lexicography or
statements amounting to clear and unmistakable disavowal—to justify
departing from the plain meaning of system.

Instead, the district court determined that “Jazz’s position is
strained in view of the patent’s title, ‘Sensitive Drug Distribution
System and Method,” which the Court interpreted as “distinguishing

between a ‘system’ and a ‘method.” Appx5724. The Court also found
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“Jazz’s position . . . further strained given that Jazz prosecuted both
system and method claims in this patent family.” Id.

The fact that Jazz pursued claims to both “systems” and
“methods” does not alter the plain meaning of either term. “[C]laim
drafters can [ ] use different terms to define the exact same subject
matter. Indeed this court has acknowledged that two claims with
different terminology can define the exact same subject matter.”

Curtiss-Wright Flow Control Corp. v. Velan, Inc., 438 F.3d 1374, 1380

(Fed. Cir. 2006). That i1s the case here. The district court provided no
rationale to deprive “system” of the full scope of its plain and ordinary
meaning and instead hold that the claimed drug distribution “system”
1s the same as the separate “computer system” described in the
specification. Indeed, such a construction would render the claim
nonsensical—requiring a “computer-implemented computer system”
instead of the “computer-implemented drug distribution system”
actually claimed.

Thus, because the district court premised its injunction on an
erroneous construction of the 963 patent, the injunction should be

vacated.
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CONCLUSION

For the reasons stated above, this Court should reverse the
district court’s order granting Avadel’s motion for judgment on the
pleadings and vacate the injunction directing Jazz to submit to FDA a

request to delete the ’963 patent from the Orange Book entry for Xyrem.
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I A re enc this = ° to =~ the ’963 patent from the - » "ok ry for

Xyren. _,

IT IS FURTHER ORDERED AND ADJUDGED that judgment is entered in favor of

Avadel and against Jazz on Count III of Avadel’s Answer to Complaint for Patent Infringement,

Defenses, and Counterclaims (D.I. 11).

SO ORDERED this 18" day of November, 2022.
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SENSITIVE DRUG DISTRIBUTION SYSTEM
AND METHOD

RELATED APPLICATION

This application a Continuation of U.S. application Ser.
No. 13/013,680, filed on Jan. 25, 2011, which is a Continua-
tion of U.S. application Ser. No. 12/704,097, filed on Feb. 11,
2010 and issued on Feb. 22,2011 as U.S. Pat. No. 7,895,059,
which is a Continuation of U.S. application Ser. No. 10/322,
348, filed on Dec. 17, 2002 and issued on Feb. 23, 2010 as
U.S. Pat. No. 7,668,730, which applications are incorporated
by reference herein in their entirety.

FIELD OF THE INVENTION

The present invention relates to distribution of drugs, and
in particular to the distribution of sensitive drugs.

BACKGROUND OF THE INVENTION

Sensitive drugs are controlled to minimize risk and ensure
that they are not abused, or cause adverse reactions. Such
sensitive drugs are approved for specific uses by the Food and
Drug Administration, and must be prescribed by a licensed
physician in order to be purchased by consumers. Some
drugs, such as cocaine and other common street drugs are the
object of abuse and illegal schemes to distribute for profit.
Some schemes include Dr. shopping, diversion, and phar-
macy thefts. A locked cabinet or safe is a requirement for
distribution of some drugs.

Certain agents, such as gamma hydroxy buterate (GHB)
are also abused, yet also are effective for therapeutic purposes
such as treatment of daytime cataplexy in patients with nar-
colepsy. Some patients however, will obtain prescriptions
from multiple doctors, and have them filled at different phar-
macies. Still further, an unscrupulous physician may actually
write multiple prescriptions for a patient, or multiple patients,
who use cash to pay for the drugs. These patients will then sell
the drug to dealers or others for profit.

There is a need for a distribution system and method that
directly addresses these abuses. There is a further need for
such a system and method that provides education and limits
the potential for such abuse.

SUMMARY OF THE INVENTION

A drug distribution system and method utilizes a central
pharmacy and database to track all prescriptions for a sensi-
tive drug. Information is kept in a central database regarding
all physicians allowed to prescribe the sensitive drug, and all
patients receiving the drug. Abuses are identified by monitor-
ing data in the database for prescription patterns by physi-
cians and prescriptions obtained by patients. Further verifi-
cation is made that the physician is eligible to prescribe the
drug by consulting a separate database for a valid DEA
license, and optionally state medical boards to determine
whether any corrective or approved disciplinary actions relat-
ing to controlled substances have been brought against the
physician. Multiple controls beyond those for traditional
drugs are imposed on the distribution depending on the sen-
sitivity of the drug.

Education is provided to both physician and patient. Prior
to shipping the drug for the first time, the patient is contacted
to ensure that product and abuse related educational materials
have been received and/or read. The patient may provide the
name of a designee to the central pharmacy who is authorized

20

25

40

45

60

65

2

to accept shipment of the drug. Receipt of the initial drug
shipment is confirmed by contacting the patient. Either a
phone call or other communication to the patient within a set
time after delivery may be made to ensure receipt. Further, a
courier service’s tracking system is used to confirm delivery
in further embodiments. If a shipment is lost, an investigation
is launched to find it.

In one embodiment, the drug may be shipped by the central
pharmacy to another pharmacy for patient pick-up. The sec-
ond pharmacy’s ability to protect against diversion before
shipping the drug must be confirmed. This ability may be
checked through NTIS and State Boards of Pharmacy.

Prescription refills are permitted in the number specified in
the original prescription. In addition, if a prescription refill is
requested by the patient prior to the anticipated due date, such
refills will be questioned. A lost, stolen, destroyed or spilled
prescription/supply is documented and replaced to the extent
necessary to honor the prescription, and will also cause a
review or full investigation.

The exclusive central database contains all relevant data
related to distribution of the drug and process of distributing
it, including patient, physician and prescription information.
Several queries and reports are run against the database to
provide information which might reveal potential abuse of the
sensitive drug, such as early refills.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 is a block diagram of a computer system for use in
implementing the system and method of the present inven-
tion.

FIGS. 24, 2B and 2C are a flowchart describing a method
for sensitive drug distribution at least partially utilizing a
computer system such as that shown in FIG. 1.

FIG. 3 is a flowchart of a physician success program at least
partially implemented on a computer system such as that
shown in FIG. 1.

FIGS. 4A and 4B are a flowchart describing a method for
handling refill requests at least partially utilizing a computer
system such as that shown in FIG. 1.

FIG. 5 is a flowchart of a process for requesting special
reimbursement when a patient is uninsured or underinsured at
least partially utilizing a computer system as that shown in
FIG. 1.

FIG. 6 is a flowchart of a process for inventory control at
least partially utilizing a computer system such as that shown
in FIG. 1.

FIG. 7 is a block diagram of database fields.

FIG. 8 is a block diagram showing a list of queries against
the database fields.

FIG. 9 is a copy of one example prescription and enroll-
ment form.

FIG. 10 is a copy of one example of a NORD application
request form for patient financial assistance.

FIG. 11 is a copy of one example voucher request for
medication for use with the NORD application request form
of FIG. 10.

FIG. 12 is a copy of certificate of medical need.

FIGS. 13A, 13B and 13C are descriptions of sample
reports obtained by querying a central database having fields
represented in FIG. 7.

DETAILED DESCRIPTION OF THE INVENTION

In the following description, reference is made to the
accompanying drawings that form a part hereof, and in which
is shown by way of illustration specific embodiments in
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which the invention may be practiced. These embodiments
are described in sufficient detail to enable those skilled in the
art to practice the invention, and it is to be understood that
other embodiments may be utilized and that structural, logical
and electrical changes may be made without departing from
the scope of the present invention. The following description
is, therefore, not to be taken in a limited sense, and the scope
of the present invention is defined by the appended claims.

The functions or algorithms described herein are imple-
mented in software or a combination of software and human
implemented procedures in one embodiment. The software
comprises computer executable instructions stored on com-
puter readable media such as memory or other type of storage
devices. The term “computer readable media™ is also used to
represent carrier waves on which the software is transmitted.
Further, such functions correspond to modules, which are
software, hardware, firmware of any combination thereof.
Multiple functions are performed in one or more modules as
desired, and the embodiments described are merely
examples. The software is executed on a digital signal pro-
cessor, ASIC, microprocessor, or other type of processor
operating on a computer system, such as a personal computer,
server or other computer system.

A sensitive drug is one which can be abused, or has addic-
tion properties or other properties that render the drug sensi-
tive. One example of such a drug is sodium oxybate, also
known as gamma hydroxy butyrate (GHB C,H,NaO,) which
is useful for treatment of cataplexy in patients with narco-
lepsy. GHB is marketed under the trademark of Xyrem®
(sodium oxybate oral solution), which trademark can be used
interchangeably with GHB herein. Sensitive drugs also
include narcotics or other drugs which require controls on
their distribution and use to monitor behaviors to prevent
abuse and adverse side effects.

In one embodiment, Xyrem® is subject to a restricted
distribution program. One aspect of the program is to educate
physicians and patients about the risks and benefits of Xyrem,
including support via ongoing contact with patients and a toll
free helpline. Initial prescriptions are filled only after a pre-
scriber and patient have received and read the educational
materials. Further, patient and prescribing physician regis-
tries are maintained and monitored to ensure proper distribu-
tion.

In a further embodiment, bulk sodium oxybate is manufac-
tured at a single site, as is the finished drug product. Following
manufacture of the drug product, it is stored at a facility
compliant with FDA Schedule I1I regulations, where a con-
signment inventory is maintained. The inventory is owned by
a company, and is managed by a central pharmacy, which
maintains the consignment inventory. Xyrem® is distributed
and dispensed through a primary and exclusive central phar-
macy, and is not stocked in retail pharmacy outlets. It is
distributed by overnight carriers, or by US mail in one
embodiment to potentially invoke mail fraud laws if attempts
of abuse occur.

FIG. 1 is a simplified block diagram of a computer system
100, such as a personal computer for implementing at least a
portion of the methods described herein. A central processing
unit (CPU) 110 executes computer programs stored on a
memory 120. Memory 120 in one embodiment comprises one
or more levels of cache as desired to speed execution of the
program and access to data on which the programs operate.
The CPU is directly coupled to memory 120 in one embodi-
ment. Both CPU 110 and memory 120 are coupled to a bus
130. A storage 140, I/O 150 and communications 160 are also
coupled to the bus 130. Storage 140 is usually a long term
storage device, such as a disk drive, tape drive, DVD, CD or
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other type of storage device. In one embodiment, storage 140
is used to house a database for use with the present invention.
1/O 150 comprises keyboards, sound devices, displays and
other mechanisms by which a user interacts with the com-
puter system 100. Communications 160 comprises a network,
phone connection, local area network, wide area network or
other mechanism for communicating with external devices.
Such external devices comprise servers, other peer computers
and other devices. In one embodiment, such external device
comprises a database server that is used in place of the data-
base on storage 140. Other computer system architectures
capable of executing software and interacting with a database
and users may also be used. Appropriate security measures
such as encryption are used to ensure confidentiality. Further,
data integrity and backup measures are also used to prevent
data loss.

FIGS. 2A, 2B and 2C represent an initial prescription order
entry process for a sensitive drug, such as Xyrem. At 202, a
medical doctor (MD) sends a Rx/enrollment form via mail,
fax, email or other means to an intake/reimbursement special-
ist at 204, who makes a copy of the RX/enrollment form that
is stamped “copy”. The original fax is forwarded to a phar-
macy team. The enrollment form contains prescriber infor-
mation, prescription information, checkboxes for the pre-
scriber indicating they have read materials, educated the
patient, understand the use in treatment, and understand cer-
tain safety information, and also contains patient information.

The prescriber information contains standard contact
information as well as license number, DEA number and
physician specialty. Patient and prescription information
includes name, social security number, date of birth, gender,
contact information, drug identification, patient’s appropriate
dosage, and number of refills allowed, along with a line for
the prescriber’s signature. Patient insurance information is
also provided.

There are two workflows involved at the pharmacy team,
intake reimbursement 206 and pharmacy workflow 208,
which may proceed in parallel or serially. The intake work
flow 206 starts with an intake reimbursement specialist enter-
ing the patient and physician information into an application/
database referred to as CHIPS, which is used to maintain a
record of a client home infusion program (CHIP) for
Xyrem®. A check is made to ensure the information is com-
plete at 212. If not, at 214, an intake representative attempts to
reach the MD or prescriber to obtain the missing information.
If the missing information has not been obtained within a
predetermined period of time, such as 24 hours at 216, the
Rx/Enrollment form is sent back to the MD with a rejection
explanation. A note is entered in CHIPS that the application
was rejected.

If the information is complete at 212, the MD is contacted
at 220 to verify receipt and accuracy of the patient’s Rx. This
contact is recorded in CHIPS. The intake and reimbursement
specialist then sends a consent form and a cover letter to the
patient at 224. The insurance provider is contacted at 226 to
verify coverage and benefits. At 228, a determination is made
regarding coverage for the drug. If it is not available, it is
determined at 230 whether the patient is willing and able to
pay. If not, a process is performed for handling patients who
are uninsured or underinsured. In one embodiment, the pro-
cess is referred to as a NORD process.

Ifthe patient is willing and able to pay at 230, the patient is
informed of the cost of the product and is given payment
options at 234. At 236, once payment is received, the intake
reimbursement specialist submits a coverage approval form
with the enrollment form to the pharmacy team as notification
to process the patient’s prescription. If coverage is approved
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at 228, the intake reimbursement specialist also submits the
coverage approval form with the enrollment form to the phar-
macy team as notification to process the patient’s prescrip-
tion. Processing of the prescription is described below.

Upon receipt and initial processing of the prescription
enrollment form and sending an original to the pharmacy
work flow block 208, the patient is shipped a Xyrem® success
packet via mail. In one embodiment, the Xyrem® success
packet contains educational material for a patient that advises
of the proper use, care and handling of the drug and conse-
quences of diversion at 268. The medical doctor’s credentials
are checked to determine if the physician has a current DEA
license to prescribe controlled substances and if he or she has
had any actions related to misuse/misprescribing of con-
trolled drugs against him or her, within a predetermined time,
such as three months at 270. If they have, a pharmacist holds
the prescription until receiving a coverage approval form
from the intake reimbursement specialist at 272.

If the credentials have not been recently checked, the phar-
macist verifies the credentials and enters all findings in the
database at 274. If the credentials are approved at 276, the
physicianis indicated as approved in a physician screen popu-
lated by information from the database at 280. The prescrip-
tion is then held pending coverage approval at 282.

If any disciplinary actions are identified, as referenced at
block 278, management of the pharmacy is notified and either
approves processing of the prescription with continued moni-
toring of the physician, or processing of the prescription is not
performed, and the physician is noted in the database as
unapproved at 284. The enrollment form is then mailed back
to the physician with a cover letter reiterating that the pre-
scription cannot be processed at 288. The patient is also sent
a letter at 290 indicating that the prescription cannot be pro-
cessed and the patient is instructed to contact their physician.

Actual filling of the approved prescription begins with
receipt of the coverage approval form as indicated at 240. The
patient is contacted by the pharmacy, such as by a technician
to complete a technician section of a patient counseling
checklist. If a pharmacist verifies that the program materials
were not read at 242, the receipt of the material is confirmed
at 244 and another call is scheduled to counsel the patient
before the drug is shipped.

If the program materials, were read at 242, the checklist is
completed at 246 and the technician transfers the patient to
the pharmacist who reviews the entire checklist and com-
pletes remaining pharmacist specified sections. At 248, the
pharmacists indicates in the database that the patient coun-
seling and checklist was successfully completed, indicating
the date completed.

At 250, the pharmacist schedules the patient’s shipment for
the next business day or the next business day that the patient
or designee is able to sign for the package. Further, as indi-
cated at 252, the shipment must be sent to the patient’s home
address unless the patient is traveling or has moved. In that
event, the pharmacist may determine that an exception may
be made. The patient or the patient’s designee who is at least
18 years old, must sign for the package upon delivery.

At 254, the pharmacist enters the prescription order in the
database, creating an order number. The pharmacist then
verifies at 256 the prescription and attaches a verification
label to the hard copy prescription. At 258, a pick ticket is
generated for the order and the order is forwarded to the
pharmacy for fulfillment. The shipment is confirmed in the
database at 260, and the order is shipped by USPS Express
Mail. Use of the US mail invokes certain criminal penalties
for unauthorized diversion. Optionally, other mail services
may be used. Potential changes in the law may also bring
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criminal penalties into play. Following shipment, the patient
is called by the central pharmacy to confirm that the prescrip-
tion was received.

As noted at 266, for the sensitive drug, Xyrem, all inven-
tory is cycle counted and reconciled with the database system
quantities before shipments for the day are sent. This provides
a very precise control of the inventory.

A physician success program materials request process
begins at 310 in FIG. 3. At 320, the MD calls to the central
pharmacy to request program materials. A special phone
number is provided. MD demographics, DEA number, and
data or request are entered into the database at 330. At 340, a
request is made to ship the materials to the MD via a fulfill-
ment website, or other mechanism. The request process ends
at 350.

A refill request process begins at 302 in FIGS. 4A and 4B.
There are two different paths for refills. A first path beginning
at 404 involves generating a report from the central database
of patients with a predetermined number of days or product
remaining. A second path beginning at 406 is followed when
a patient calls to request an early refill.

In the first path, a copy of the report is provided to an intake
reimbursement specialist at 408. No sooner than 8 days
before the medication depletion, a pharmacy technician con-
tacts the patient at 410 to complete the pre-delivery 30 check-
list. At 412, if the patient is not reached, a message is left
mentioning the depletion, and a return number at 414. A note
is also entered into the database indicating the date the mes-
sage was left at 416.

If'the patient is reached at 412, the next shipment is sched-
uled at 418, the prescription is entered into the database
creating an order at 420, the pharmacist verifies the prescrip-
tion and attaches a verification label at 422 and the shipment
is confirmed in the database at 424. Note at 426 that the
inventory is cycle counted and reconciled with the database
quantities before the shipments for a day or other time period
are sent. A pick ticket is generated for the order and the order
is forwarded for fulfillment at 428, with the first path ending
at 430.

The second path, beginning at 406 results in a note code
being entered into the database on a patient screen indicating
an early refill request at 432. The pharmacist evaluates the
patient’s compliance with therapy or possible product diver-
sion, misuse or over-use at 436. In one embodiment, cash
payers are also identified. The pharmacist then contacts the
prescribing physician to alert them of the situation and con-
firm if the physician approves of the early refill at 438. If the
physician does not approve as indicated at 440, the patient
must wait until the next scheduled refill date to receive addi-
tional product as indicated at 442, and the process ends at 444.

If the physician approves at 440, the pharmacist enters a
note in the database on a patient screen that the physician
approves the request at 446. The pharmacist notifies an intake
reimbursement specialist to contact the patient’s insurance
provider to verify coverage for the early refill at 448. If the
insurance provider will pay as determined at 450, the special-
ist submits the coverage approval form as notification that the
refill may be processed at 452. At 454, the pharmacy techni-
cian contacts the patient to schedule shipment of the product
for the next business day, and the process of filling the order
is continued at 456 by following the process beginning at 240.

If the insurance provider will not pay at 450, it is deter-
mined whether the patient is willing and/or able to pay at 458.
If not, the patient must wait until the next scheduled refill date
to receive additional product at 460. If it was determined at
458 that the patient was willing and able to pay, the patient is
informed of the cost of the product and is given payment
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options at 462. Once payment is received as indicated at 464,
the specialist submits a coverage approval form to the phar-
macy team as notification that the refill request can be pro-
cessed at 466. At 468, the pharmacy technician contacts the
patient to schedule shipment. The process of filling the order
is continued at 470 by following the process beginning at 240.

A process, referred to as a NORD process in one embodi-
ment is used to determine whether donated, third party funds
are available for paying for prescriptions where neither insur-
ance will, nor the patient can pay. The process begins at 510
upon determining that a patient is uninsured or underinsured.
A reimbursement specialist explains the NORD program to
the patient and faxes an application request form to NORD for
the patient. At 515, the intake reimbursement specialist docu-
ments in the database that an application has been received
through NORD. At 520, NORD mails an application to the
patient within one business day.

A determination is made at 525 by NORD whether the
patient is approved. If not, at 530, NORD sends a denial letter
to the patient, and it is documented in the database at 540 that
the patient was denied by NORD. If the patient is approved,
NORD sends an acceptance letter to the patient and faxes a
voucher to the central pharmacy (SDS in one embodiment) to
indicate the approval at 545. At 550, an intake reimbursement
specialist submits a coverage approval form to the pharmacy
team as notification that the patient has been approved for
coverage. The process of filling the order is continued at 555
by following the process beginning at 240.

An inventory control process is illustrated in FIG. 6 begin-
ning at 610. Each week, a responsible person at the central
pharmacy, such as the director of the pharmacy transfers
inventory for the week’s shipments to a segregated warehouse
location for production inventory. At 620, a purchase order is
generated for the inventory transferred to the production loca-
tion and is sent, such as by fax, to a controller, such as the
controller of the company that obtained approval for distri-
bution and use of the sensitive drug. At 630, the controller
invoices the central pharmacy for the product moved to pro-
duction. The process ends at 640.

The central database described above is a relational data-
base running on the system of FIG. 1, or a server based system
having a similar architecture coupled to workstations via a
network, as represented by communications 160. The data-
base is likely stored in storage 140, and contains multiple
fields of information as indicated at 700 in FIG. 7. The orga-
nization and groupings of the fields are shown in one format
for convenience. It is recognized that many different organi-
zations or schemas may be utilized. In one embodiment, the
groups of fields comprise prescriber fields 710, patient fields
720, prescription fields 730 and insurance fields 740. For
purposes of illustration, all the entries described with respect
to the above processes are included in the fields. In further
embodiments, no such groupings are made, and the data is
organized in a different manner.

Several queries are illustrated at 800 in FIG. 8. There may
be many other queries as required by individual state report-
ing requirements. A first query at 810 is used to identify
prescriptions written by physician. The queries may be writ-
ten in structured query language, natural query languages or
in any other manner compatible with the database. A second
query 820 is used to pull information from the database
related to prescriptions by patient name. A third query 830 is
used to determine prescriptions by frequency, and a n” query
finds prescriptions by dose at 840. Using query languages
combined with the depth of data in the central database allows
many other methods of investigating for potential abuse of the
drugs. The central database ensures that all prescriptions,
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prescribers and patients are tracked and subject to such inves-
tigations. In further embodiments, the central database may
be distributed among multiple computers provided a query
operates over all data relating to such prescriptions, prescrib-
ers and patients for the drug.

An example of one prescription and enrollment form is
shown at 900 in FIG. 9. As previously indicated, several fields
are included for prescriber information, prescription informa-
tion and patient information.

FIG. 10 is a copy of one example NORD application
request form 1000 used to request that an application be sent
to a patient for financial assistance.

FIG. 11 is a copy of one example application 1100 for
financial assistance as requested by form 1000. The form
requires both patient and physician information. Social secu-
rity number information is also requested. The form provides
information for approving the financial assistance and for
tracking assistance provided.

FIG. 12 is a copy of one example voucher request for
medication for use with the NORD application request form
of FIG. 10. In addition to patient and physician information,
prescription information and diagnosis information is also
provided.

FIGS. 13A, 13B and 13C are descriptions of sample
reports obtained by querying a central database having fields
represented in FIG. 7. The activities grouped by sales, regu-
latory, quality assurance, call center, pharmacy, inventory,
reimbursement, patient care and drug information. Each
report has an associated frequency or frequencies. The reports
are obtained by running queries against the database, with the
queries written in one of many query languages.

While the invention has been described with respect to a
Schedule IIT drug, it is useful for other sensitive drugs that are
DEA or Federally scheduled drugs in Schedule 1I-V, as well
as still other sensitive drugs where multiple controls are
desired for distribution and use.

The invention claimed is:

1. A computer-implemented system for treatment of a nar-
coleptic patient with a prescription drug that has a potential
for misuse, abuse or diversion, comprising:

one or more computer memories for storing a single com-

puter database having a database schema that contains
and interrelates prescription fields, patient fields, and
prescriber fields;

said prescription fields, contained within the database

schema, storing prescriptions for the prescription drug
with the potential for abuse, misuse or diversion,
wherein the prescription drug is sold or distributed by a
company that obtained approval for distribution of the
prescription drug;

said patient fields, contained within the database schema,

storing information sufficient to identify the narcoleptic
patient for whom the company’s prescription drug is
prescribed;

said prescriber fields, contained within the database

schema, storing information sufficient to identify a phy-
sician or other prescriber of the company’s prescription
drug and information to show that the physician or other
prescriber is authorized to prescribe the company’s pre-
scription drug;

a data processor configured to:

process a database query that operates over all data related

to the prescription fields, prescriber fields, and patient
fields for the prescription drug; and

reconcile inventory of the prescription drug before the

shipments for a day or othertime period are sent by using
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said database query to identify information in the pre-
scription fields and patient fields;

wherein the data processor is configured to process a sec-

ond database query that identifies that the narcoleptic
patient is a cash payer and a physician that is interrelated
with the narcoleptic patient through the schema of the
single computer database;

said identifying that the narcoleptic patient is a cash payer

by said second database query being an indicator of a
potential misuse, abuse or diversion by the narcoleptic
patient and being used to notify the physician that is
interrelated with the narcoleptic patient through the
schema of the single computer database.

2. The system of claim 1, wherein the data processor selec-
tively blocks shipment of the prescription drug to the patient
based upon said identifying by the database query.

3. The system of claim 1, wherein the prescription drug is
shipped to the narcoleptic patient if no potential misuse,
abuse or diversion is found for the narcoleptic patient.

4. The system of claim 1, wherein the single computer
database is an exclusive database that receives data associated
with all patients being prescribed the prescription drug that is
associated with the company.

5. The system of claim 1, wherein an exclusive central
pharmacy controls the single computer database.

6. The system of claim 1 wherein the prescription drug
comprises gamma hydroxyl butyrate (GHB).

7. The system of claim 1, wherein the single computer
database comprises a relational database.

8. The system of claim 1, wherein the single computer
database is distributed among multiple computers and the
database query operates over all data relating to said prescrip-
tion fields, prescriber fields, and patient fields for the pre-
scription drug.

9. The system of claim 1, wherein the data processor is
configured to initiate an inquiry to a prescriber when one or
more prescription fields, patient fields, or prescriber fields are
incomplete in the computer database.

10. The system of claim 1, wherein the data processor is
configured to process a third database query that identifies an
expected date for a refill of the prescription drug.

11. The system of claim 10, wherein the expected date is
based on a prescription for the prescription drug and a date of
a previous filling of the prescription.

12. The system of claim 11, wherein the prescription iden-
tifies an amount of the prescription drug to be provided and a
schedule for consumption of the prescription drug.

13. The system of claim 1, wherein the database schema
further contains and interrelates insurance fields, wherein the
insurance fields, contained within the database schema, store
information sufficient to identify an insurer to be contacted
for payment for prescription drugs of an associated patient.

14. The system of claim 1, wherein the single computer
database is used to identify a current pattern or an anticipated
pattern of abuse of the prescription drug; wherein the current
pattern or the anticipated pattern are identified using periodic
reports generated from the single computer database.

15. The system of claim 14, wherein one or more controls
for distribution of the prescription drug are selected based on
the identified pattern.

16. The system of claim 15, wherein the one or more
controls are submitted to an approval body for approval of
distribution of the prescription drug.

17. The system of claim 1, wherein additional controls for
distribution are selected in a negotiation with an approval
body to garner the approval of distribution.
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18. The system of claim 17, wherein the data processor is
used to add further controls until approval is obtained.

19. The system of claim 18, wherein the approval body is
the Food and Drug Administration (FDA) or the Drug
Enforcement Agency (DEA).

20. The system of claim 1, wherein current inventory is
cycle counted and reconciled with database quantities before
shipments for a day or other time period are sent.

21. The system of claim 1, wherein the single computer
database comprises an exclusive computer database of the
company that obtained approval for distribution of the pre-
scription drug, wherein all prescriptions for the company’s
prescription drug are stored only in the exclusive computer
database of the company, and wherein the company’s pre-
scription drug is sold or distributed by the company using
only the exclusive computer database of the company.

22. The system of claim 1, wherein the single computer
database comprises a single computer database of the com-
pany that obtained approval for distribution of the prescrip-
tion drug, wherein the prescription fields store all prescription
requests, for all patients being prescribed the company’s pre-
scription drug, only in the single computer database of the
company, from all physicians or other prescribers allowed to
prescribe the company’s prescription drug, such that all pre-
scriptions for the company’s prescription drug are processed
using only the single computer database of the company.

23. A computer-implemented system for treatment of a
narcoleptic patient with a prescription drug that has a poten-
tial for misuse, abuse or diversion, comprising:

one or more computer memories for storing a single com-
puter database having a database schema that contains
and interrelates prescription fields, patient fields, and
prescriber fields;

said prescription fields, contained within the database
schema, storing prescriptions for the prescription drug
with the potential for abuse, misuse or diversion,
wherein the prescription drug is sold or distributed by a
company that obtained approval for distribution of the
prescription drug;

said patient fields, contained within the database schema,
storing information sufficient to identify the narcoleptic
patient for whom the company’s prescription drug is
prescribed;

said prescriber fields, contained within the database
schema, storing information sufficient to identify a phy-
sician or other prescriber of the company’s prescription
drug and information to show that the physician or other
prescriber is authorized to prescribe the company’s pre-
scription drug;

a data processor for processing a database query that oper-
ates over all data related to the prescription fields, pre-
scriber fields, and patient fields for the prescription drug;

said database query identifying information in the pre-
scription fields and patient fields for reconciling inven-
tory of the prescription drug before the shipments for a
day or other time period are sent, wherein an inventory
reconciliation is performed where current inventory is
counted and reconciled with database quantities before
shipments for a day or other time period are sent, and
wherein the data processor is configured to selectively
block shipment of the prescription drug based on the
inventory reconciliation;

wherein the data processor is configured to process a sec-
ond database query that identifies that the narcoleptic
patient is a cash payer and a physician that is interrelated
with the narcoleptic patient through the schema of the
single computer database;
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said identifying that the narcoleptic patient is a cash payer
by said second database query being an indicator of a
potential misuse, abuse or diversion by the narcoleptic
patient and being used to notify the physician that is
interrelated with the narcoleptic patient through the
schema of the single computer database.

24. A computer-implemented system for treatment of a
narcoleptic patient with a prescription drug that has a poten-
tial for misuse, abuse or diversion, wherein the prescription
drug is sold or distributed by a company that obtained
approval for distribution of the prescription drug, comprising:

one or more computer memories for storing a central com-

puter database of the company that obtained approval for
distribution of the prescription drug, for receiving pre-
scriptions from any and all patients being prescribed the
company’s prescription drug, said central computer
database having a database schema that contains and
interrelates prescription fields, patient fields, and pre-
scriber fields;

said central computer database being distributed over mul-

tiple computers;

said prescription fields, contained within the database

schema, storing prescriptions for the prescription drug
with the potential for abuse, misuse or diversion;

said patient fields, contained within the database schema,

storing information sufficient to identify the narcoleptic
patient for whom the company’s prescription drug is
prescribed;

said prescriber fields, contained within the database

schema, storing information sufficient to identify any
and all physicians or other prescribers of the company’s
prescription drug and information to show that the phy-
sicians or other prescribers are authorized to prescribe
the company’s prescription drug;

one or more data processors for processing one or more

database queries that operate over data related to the
prescription fields, prescriber fields, and patient fields
for the prescription drug;
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said one or more database queries checking for abuse
within the central computer database, wherein the filling
of the prescriptions is authorized for the company’s
prescription drug only if there is no record of incidents
that indicate abuse, misuse, or diversion by the narco-
leptic patient and prescriber and if there is a record of
such incidents, the central computer database indicates
that such incidents have been investigated, and the cen-
tral computer database indicates that such incidents do
not involve abuse, misuse or diversion.

25. The system of claim 24, wherein the one or more
database queries are processed by the one or more data pro-
cessors for identifying: that the narcoleptic patient is a cash
payer and a physician that is interrelated with the narcoleptic
patient through the schema of the single computer database;

said identifying that the narcoleptic patient is a cash payer

by said second database query being an indicator of a
potential misuse, abuse or diversion by the narcoleptic
patient and being used to notify the physician that is
interrelated with the narcoleptic patient through the
schema of the single computer database.

26. The system of claim 24, where the central computer
database is distributed among multiple computers, and where
the one or more database queries operate over all data relating
to said prescription fields, prescriber fields, and patient fields
for the prescription drug.

27. The system of claim 24, wherein the central computer
database is used to identify a current pattern or an anticipated
pattern of abuse of the prescription drug;

wherein the current pattern or the anticipated pattern are

identified using periodic reports generated from the
single computer database.

28. The system of claim 24, wherein current inventory is
cycle counted and reconciled with database quantities before
shipments for a day or other time period are sent.

® 0% % % %
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DATED : May 20,2014

INVENTOR(S) : Reardan et al.

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby corrected as shown below:
ON THE TITLE PAGE:

On page 2, in column 2, under “Other Publications”, line 1, delete “mailed” and insert --filed--,
therefor

On page 2, in column 2, under “Other Publications”, line 24, delete “mailed” and insert --filed--,
therefor

On page 2, in column 2, under “Other Publications”, line 42, delete “mailed” and insert --filed--,
therefor

On page 2, in column 2, under “Other Publications”, line 54, delete “mailed” and insert --filed--,
therefor

On page 3, in column 2, under “Other Publications”, line 54, delete “Sodiium™ and insert --Sodium--,
therefor

On page 3, in column 2, under “Other Publications”, line 57, delete “Sodiium” and insert --Sodium--,
therefor

IN THE DRAWINGS:

On sheet 9 of 16, Fig. 6, delete “236” and insert --610--, therefor

On sheet 9 of 16, Fig. 6, delete “236” and insert --612--, therefor

On sheet 9 of 16, Fig. 6, delete “236” and insert --630--, therefor
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Eighteenth Day of November, 2014
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Michelle K. Lee
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