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UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF COLUMBIA

ASTRAZENECA PHARMACEUTICALS LP,
Plaintiff,

V. Civil Action No. 12-00472 (BAH)
Judge Beryl A. Howell

FOOD AND DRUG ADMINISTRATION,
etal.,

Defendants.

AMENDED MEMORANDUM OPINION

Plaintiff AstraZeneca Pharmaceuticals LP (“AstraZeneca”) has manufatheredug
guetiapine fumarate (“quetiapine”) under the lobraame Seroquel@Seroquel”)since 1997
without generic competitionAstraZeneca brought this lawsuithich presents a question of
statutory interpretatiorggainst the Food and Drug Administration, Margaret A. Hamburg, M.D.,
Commissioner of Food and Drugs, and Kathl8ebelius, Secretary of Health and Human
Services (collectively, “the FDA)}to challenge the FDA's approval, on March 27, 2012, of
generic versions of SeroquebeeComplaint,ECF No. 1 (“Compl.”){ 3.

AstraZeneca believes thamder the plain langga d 21 U.S.C. 8§ 355())(5)(F)(iv),
codifying Section 505(j)(5)(F)(iv) of the Federal Food, Drug, and Cosmetic'RDOA"), it is
entitled to total markegxclusivity until December 2, 20%@r thesafety information
encapsulated in “Table 2,” which wagpaioved for all Seroquel labels on December 2, 2009 and
must be included on the labels of all generic versions of quetiapine. Based upon this belie
AstraZeneca seeks a judgment that the FD&centapproval of generic versions of quetiapine,
while AstraZeneca retains exclusivity over TablevidJated AstraZeneca’s exclusivity rights and

was arbitrary, apricious, and contrary to law.
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Pending before the Court are Cross-MotionsSliommary Judgment filed by
AstraZeneca, ECF No. 21, and thBA, ECF No. 26. For the reasons explained below, the
Court denies AstraZeneca’s Motion for Summary Judgment and grants the FD#os Kbr
Summary Judgment.

. BACKGROUND*
A. STATUTORY AND REGULATORY BACKGROUND
1. New Drug Applications

The pharmaceutical drug approyabcesdor both new and generic drugs is governed by
the FDCA, as amended binter alia, the Drug Price Competition and Patent Term Restoration
Act of 1984, Pub. L. No. 98-417, 98 Stat. 1585 (“Haf¢axman Amendments({codified at 21
U.S.C. 8§ 355, 360cc (2000), and 35 U.S.C. §8§ 156, 271, and 282 (20063)FDA is the
agency charged with approvia new and generic drugs for mark&ee21 U.S.C. § 355(a).

Under the FDCA, pharmaceutlairug manufacturers interestedmarketing anew
phamaceutical drugotherwise known as an “innovator” or “pioneer” dyuguch as Seroquel,
must file a new drug application (“NDAWith the FDAas required by 21 U.S.C. 8§ 355(b)(1),
andmust demonstrat@ter alia, the safety and efficacy of tldeug. Seeid.; Compl. § 29.

Pioneer drug companies must file with the FDA “full reports of investigationshwiave been
made to show whether or not such drug is safe for use and whether such drug is effastye
21 U.S.C. § 355(b)(2)(A), and other information, includiadull statement of the composition

of such drug,” 21 U.S.C. § 355(b)(1)(C), and “specimens of the labeling proposed to be used for

! This Court provides a brief background below and also incorporatesdrgnce the extensive statutory,
regulatory and casspecific background set forth AstraZeneca Pharms. P FDA No. 1200388,2012 U.S.
Dist. LEXIS 39611at *4-24 (D.D.C. Mar. 23, 2012).

2 As noted, section 505 of tfDCA is codified in section®5 of Title 21 of the United States Code. For clarity,
this Qpinion refers to the provision by its U.S. Code section number, 355, but imais@®d when qung from
parties’ briefs.



such drug,” 21 U.S.C. 8§ 389 (1)(F). ‘Once the drug is g@poved, it is referred to as a ‘listed
drug.” Sanofi-Aventis U.S. LLC v. FDNo. 10-1255, 2012 WL 373214t*1 (D.D.C. Feb. 7,
2012) (citing 21 C.F.R. § 314.3(b)).

The FDA publisleslisted drugs in the “Orange Book,” which includes information about
applicable patents and periods of exclusiviBeeOrange Book: Approved Drug Products with
Therapeutic Equivalence Evaluations, availablettgt//www.fda.gov/cder/olf‘Orange
Book”). The Orange Bookrovides notice to generic drug applicants about when drug patents
and periods of exclusivity expire, and when there will be openings to marketogegrsions of
pioneer drugsSeeDefs.” Mem. in Supp. of Mot. for Summ. J. (“Defs.” Memat)4.

2. Abbreviated New Drug Applications

TheHatchWaxman Amendments to the FD@Nowedmanufacturers tgeek approval
from the FDA to market generic drugs by filing an abbreviated new gpigcation (“ANDA”).
See?21 U.S.C. 8 355(j). fe significance of the Hatélwaxman Amendmenthas been aptly
noted by other Judgés this Circuit

Prior to 1984, all applicants seeking to market pioneer drugs or generic non-

antibiotic drugs had tble [a new drug application (“NDA)] containing,inter

alia, extensive scientific data demonstrating the safety and effectivenéss of t

drug. See21 U.S.C. § 355(a)-(b); 21 C.F.R. § 314.3G a result, few generic

non-antibiotic drugs were approved by [the] FD@eg Glaxo, Inc. v. Heckler

623 F. Supp. 69, 72 (E.D.N.C. 1985jatchWaxman created an abbreviated

approval process for generic nantibiotic drugs, while retaining incentives for

pioneer drugs, such as marketing exclusivity and patent protecteae?.1

U.S.C. 8§ 355(j).The ablbeviated new drug application (“ANDA’process

shortens the time and effort needed for approval of a generic drug by allbeing t

applicant tamerely demonstrate its produsbioequivalence to the NDA drug,

without reproducing the entirety of the NDsAéxtensive scientific researcBee

Eli Lilly and Co. v. Medtronic, Inc496 U.S. 661, 676, 110 S. Ct. 2683, 110 L.

Ed. 2d 605 (1990) (describing the ANDA process).

ViroPharma, Inc. v. HamburdNo. 12-0584, 2012 U.S. Dist. LEXIS 56128, at *6-7 (D.D.C. Apr.

23, 2012) (quotind\llergan, Inc. v. Crawford398 F. Supp. 2d 13, 16-17 (D.D.C. 2005)).



Unlike applicants for pioneer drugs, applicants for generic drugs are noedttp
submit clinical data to demonstrate the safety and efficacy of their prodgttad, according to
the FDA, “if an ANDA applicant establishes that its proposed drug product hasribeastive
ingredient, strength, dosage form, route of administration, labeling (witkirceermissible
differences), and conditions of use as a listed drug, and that it is bioequivalenhtha¢azhe
applicant” may rely on the FDA'’s earlier findings of safety and efficacytfe drug when it was
approved as an NDADefs.” Mem.at 5;see als®1 U.S.C. § 35§); Compl. § 34.

FDA-approvedyeneric versins of a drugnust utilize the “same” labeling as the labeling
approved for theaferencdisted drug, except for labeling differences “based on a suitability
petition or because the generic drug and the reference drug are producetbotetighy
different manufacturers."Compl.  35; 21 U.S.C. 8 355(j)(2)(A)(v) (an ANDA must include
“information to show that the labeling proposed for the new drug is the same as timg) label
approved for the listed drug referred to in clause (i)”). .EDA regulatons require that, hen a
manufacturer submits an ANDA, “[l]Jabeling (including the container labekaggeinsert, and,
if applicable, Medication Guide) proposed for the drug product must be the same bslthg la
approved for the reference listed drugjth certain exceptionnot applicable here. 21 C.F.R. 8§
314.94(a)(8)(iv) seeAR 294, 305 EDA Letter, dated Mar. 27, 20129 AstraZenecaexplaining
that the"FDA concurs that these portions of the labeling are essential to safe usenafr g
guetiapine product referencing Seroquel for any indication, and the agency would not approve a
guetiapine ANDA referencopnSeroquel that omitted thé&mDefs.” Mem. at 3 Qoting that‘the
safety information in Table 2 is nesasy for safe use of the prattand therefore cannot be

carved out . .").



3. Exclusivity Periods

Since ‘Congress still wanted to provide incentives for new drug development, alongside
the ANDA process that eased the marketing of generic drugs,-M&igman entitles an NDA
applicant to a period of market exclusivity (3 or 5 years, depending on the degrneevattion
reflected in the NDA) . . .” ViroPharma 2012 U.S. Dist. LEXIS 56128, at *7 (quoting
Allergan, Inc, 398 F. Supp. 2dt17). During an exclusivity periodheFDA is barred from
approvinga generic ANDA for the NDA productSee id(citing 21 U.S.C. 8855(c)(3)D)(ii) -
(@iv), §)(B)(D)(i)-(iv)). In this case, for exampl&llowing Seroquel’s approval on September
26, 1997, the FDA granted AstraZenechve-year period of “new chemicahtity’ exclusivity
for Seroquel. Defs.” Mem. at 8.

Pioneer drugs magisobe eligibleunder statutorily pieribed circumstancder
additional periods of exclusivity on the basis of medical studies completethaftieug
approval process. These additional exclusivity periods “provide incentives to ptongeanies
to conduct new clinical investigatioffer] previously approved NDAs, including through
‘supplemental’ NDAs (‘sNDAS.” Compl. § 32 ¢itation omitteq.

The statubry provision at issue in this case, 21 U.S.C. 8§ 355())(5)(F{e9¢cribes one
such circumstancdor new indications or uses of the already approved pioneer dhig.
sectionprovides:

If a supplement to an application approved under subsection (b) is approved after

the date of enactment of this subsection [enacted Sept. 24, 1984] and the

supplement contains reports of new clinical investigations (other than
bioavailability studies) essential to the approval of the supplement and conducted
or sponsored by the person submitting the supplement, the Secretary may not
make the approval of an [ANDA] . . . for a change approved in the supplement

effective before the expiration of three years from the date of the appfdhel
supplement under subsection (b).



21 U.S.C. § 355())(5)(F)(ivj.

Threeyearexclusivityunder this statutory provisioa sometimes referred to as “new
indication exclusivity” or “new patient population exclusivityecause it often applies to
applications for approval @he use of an alreaebpproved drug for a new medical indication,
such as to treat a different disordara new population of patients, such as a new age group.
SeeDefs.” Mem. at 6 (citation omittefdYiroPharma 2012 U.S. Dist. LEXIS 56128, at *8-9.

Under FDA regulations, the FDA will not approve an ANIA three years$ollowing the grant
of exclusivity to a pioneer drufthe ANDA “relies on. . . information supporting a change
approved in the supplemental new drug application.” 21 C.F.R. § 314.108(h)(B) this case,
for example, the FDA has grant@dtraZeneca&xclusivityovertwo pediatric indcationsfor
Seroquelntil Decembel, 2012. Thereforeny generic version of Seroquel approved before
that datanaynot be marketdas a drug for the pediatric indications for which AstraZeneca
retains exclusivity.

Under section 355())(5)(F)(iv) pproval fora new usef a drugmust be predicated on
new clinical investigations. The FDA defines “new clinical investigation” imifgementing
regulation, 21 C.F.R. 8 314.108(a), as “an investigation in humans the results of which have not
been relied on by [thd-DA to demonstrate substantial evidence of effectiveness of a previously
approved drug product for any indication or of safety for a new patient population and do not
duplicate the results of another investigation that was relied on by the agelgyanstrate the
effectiveness or safety in a newipat population of a previously approved drug product.” 21

C.F.R. 8 314.10&). The FDA elaboratdbat “data from a clinical investigation previously

% The FDA notes that “[o]ther exclusivities apply to products thahavechemical entities, or for studies
undertaken for original approvabee?1 U.S.C. 8§ 355(j)(5)(F).” Defs.” Mem. at 5 n.4. The only exclusivityqoer
at issue here, however, is the thyear period of exclusivity under 21 U.S.C. § 355(j)(F)(ieid.

* An additional sixmonth period of pediatric exclusivity, until June 2, 2013, applies to Serbqu#iat period is
not at issue hereSeeDefs.” Mem. at 1.



submitted for use in the comprehensive evaluation of the safety of a drug product but not t
support the effectiveness of the drug product would be considered reewiri other words,
data from a previously submitted clinical investigation may nonetheless bda@asinew” if
the previous submission was to support the safety of indications already approveldithe
and the data imter presented in a supplemental NDA to shiogveffectiveness of the drug for
new populations or new indications. Moreover, under section 355(j)(5)(F)(iv), thdinmalc
investigations must be “essentialtke@ approval of the supplementsi its reguations, the FDA
explains that [e]ssentialto approval means, with regard to an investigation, that there are no
other data available that could support approval of the application.” 21 C.F.R. § 314.108(a).

According to the FDA, ta newindicationexclusivityregulation, 21 C.F.R. § 314.108,
when read in context with the definition‘ofew clinical investigatiori “requires a relationship
between the information from the new clinical investigation, the change taréduct or to the
use of the product approved in the supplement, and the scope of any resultiygdhnree-
exclusivity.” Defs.” Mem. at 7. Thus, “[ijn accordance with the statute andatgull the scope
of threeyear exclusivity depends on the nexus between the subject of the new clinical
investigations and the changes to the product that the investigations supghpaee also
ViroPharma 2012 U.S. Dist. LEXIS 5612&t *9 (“TheFDA has interpreted [8 355(j)(5)(F)(iv)]
as establishing a relationship between the information obtained from thelctinestigation,
the chang approved through the pioneer drug company’s [sSNDA], and the scope of the
information relied upon by a generic competitor in a speéRDA.”) (Quoting AstraZeneca
2012 U.S. Dist. LEXIS 39611, at ¥3

The FDA has issueddditional regulations on the implementation of 21 U.S.C. §

355())(5)(F)(iv). While not definingll types of changes approved in a supplemamtanting3-



yearexclusivity, the FDA discussed limits on the scope o Htatutoryprovision. For example,
during consideration of proposedplementing regulationghe FDA received comment
requesng clarification “whethem clinical investigation establishing new risks could be eligible
for exclusivity? Abbreviated New Drug Application Regulations; Patent and ESxaty
Provisions, 59 Fed. Reg. 50,338, 50,356 (Oct. 3, 1994¢. FDAresponded that “such studies
would not qualify for exclusivity because ‘protection of the public health demandslthat al
products’ labeling contain all relevant warningsd” (quoting preamble to proposed rule
published in 54 Fed. Reg. 28,872, 28,89Bhe FDAexplainedthat

Changes that would not warrant exclusivity are, as discussed in the preamble t

the proposed rule, changes in labeling that involve warnings or otharsisk

information that must be included in the labeling of generic competitors.

Applicants obtaining approval for such changes in labeling would, in any event,

have no valid interest in precluding such information from the labeling of other

products.
59 Fed. Reg. 50,338, 50,357.

The FDA further noted that it “does not consider a study to be ‘essential to approval
simply because the applicant conducted it and submitted the study for agenay. revield.
Rather, citing the legislativieistory, the FDA stated thaty&ar exclusivity is reserved for
investigations “that are necessary for approval of important innovations,” ancerémui
considerable investment of time and monelg” at 50,358. According tdvé FDA “an
applicant is nbentitled to 3year exclusivity merely because it supplements an approved

application based in part on a clinical investigaior because it certifies €DA that the clinical

investigation is essential to approval of the application or supplemient.”In short, theeDA

®> The FDA has consistently indicated that only “significant changes irdglisaproved drug products, such as a
new use, which require new clinical studies” are covered by-yfeaBexclusivity provisions54 Fed. Reg. 28,872,
28,896(July 10, 1989). “Congress understood thatsiiiestantial economic rewards of exclusivity might well
encourage drug companies to make minor and unimportant alteratitesrimarketed drug products or to conduct
additional tests which they could claim provide important mformationabout a marketed drug produdto

avoid rewarding such behavior, theg/@ar provision includes the special criteria intended to restrict eligibility to

8



regulations make clear thatyear exclusivity is not triggered merely by labeling changes related
to the safety or risks posed by the drug for indications already appsaadchanged, known,
would have been incorporated into tireginal labeling at the time of the approval of the original
NDA. Nor is a 3year period of exclusivity triggerday the simple submissiasf new clinical
investigationor on the applicant’s “sage.”

B. CASE-SPEAQ FIC BACKGROUND

AstraZenecaleveloped and nomanufactureshe drug Seroquelyhich was first
approved by the FDA anNDA (NDA 20639) on September 26, 199%eeAR 70-81 (FDA
Approval, dated Sept. 26, 1997, of Seroquel, NDA 20635 alsdefs.” Mem.at 8 (citing
Orange Book Seroquel is an atypical antipsychamedication that is used to treat a variety of
psychological disorders, including schizophrenia and bipolar dis®rédéthough more than 50
generic atypical antipsychotitgve FDA approval, Compl. § 39, Seroquellbesn marketed
without generic competition for the past fourteen ye&=seAR 66-67 (Orange Book)see also
Defs.” Mem. at 8.

Since Seroquel’s approval in 19%straZeneca has filed multiple supplemental
applications (sNDAS’). Based on the approval of those sNDAs, Seroquel has been approved
for multiple new medical indications and new patient populations. Although originally used
solely for the treatment of schizophreriaough severadNDAs, Seroquel is now approved for
use with the following medical indications and populations: “(1) in adults and adole&ogssds

13 to 17) to treat schizophrenia; (2) in adults, adolescents and children (ages 10 to 17) for the

significant innovations.SeeCong. Rec. H9114, 9124 (daily edition September 6, 198&g(sent of
Representative Waxman); Cong. Rec. S10505 (daily edition August 10,($888nent of Senator Hatch)ld.

®“The term atypical antipsychotic’ refers to@ass of drugshat, in comparison to the prior generation of
antipsychotic drugs,fiectively treats mental disorders while presenting a reduced tendeoayde significant side
effects known as extrapyramidal sympteriavoluntary movement disorders such as tics, tremors and writhing.”
Compl. 1 38.



acute treatment of manic episodes associated with bipoisorder, both as a monotherapy and
as an adjunct to lithium or divalproex; (3) in adults as a monotherapy for the acunetrteaf
depressive episodes associated with bipolar disorder; and (4) in adults forrttenarae
treatment of bipolar | disorder, as an adjunct to lithium or divalptobefs.” Mem. at 9seeAR
66-69(Orange Book)see alsaCompl. 1 21, 42.

AstraZeneca’s labeling hassochanged multiple timesnce Seroquel’s original
approval. The labeling changes fall into two main categories. Fasthe FDAhas approved
supplements to SeroqueNDA, the newlyapprovedmnedical indications and patient
populationg“with accompanying thregear exclusivity periods”) have been adde&évoquel’s
labeling. Defs.” Mem.at 89 (citing AR 66-690range Book)).Second, changes involving new
safety information &ve been made to the labeling. These additional labeling changes, according
to the FDA, “have not resulted in exclusivityld.

Atypical antipsychotics, such as Seroquel, may have numerous side effectsngcludi
hyperglycemia To minimizetherisk of hyperglycemian users of atypical antipsychotics, the
FDA has investigated the metabolic changes caused by that class of mediGeieDsmpl.

51. To this end, the FDA has required manufactuwkas/pical antipsychotic drugs to provide
data and has mandated labeling changesid. {1 56054. In 2000, the FDAerformeda
“‘comprehensive review” of prelinical, clinical, and postrarketing data to see whether atypical
antipsychotics disturb glucose regulatidd. 1 51. After reviewing the entire class ofypical
antipsychotics, in 2001, the FDA announced that “further study will be needed to elucidate the
potential causality of [diabetes mellitus] by” atypical antipsychotids.In September 2003,

after years researching the issue,RB& “mandated a classide diabetes/hyperglycemia label

change for all atypicalrdipsychotics, including Seroquel.ld.

10



The FDA's concern about the effects of atypical antipsychotics on dialmetes a
hyperglycemighas prompted the agency to requistraZeneca and other manufacturers
continuallyto update thdabek fortheir atypi@l antipsychotics with warning information and
data that informs prescribers about possible metabfiéicts including glucose shift datald.

1 52. The FDA intended to use the glucose shift datadweéte a universal format for
presentation ametabolic information in the atypical package insert latielsereby
standartzing the hyperglycemia warniragross the entire class of atypical antipsychotic
medications.Id. § 53(quoting the FDA)see alsAR 32539 (FDA Letter dated Jan. 8, 2008,
to AstraZenecaeferencing original NDAs faeroquel and Seroquel XR aretjuesting
metabolic data analyses for the Filprevaluae the “effects of atypical antipsychotic drugs on
metabolic parameters (e.g., weight, lipids, glucose)”); ARFHAEmail, dated July 22, 2011,
to AstraZenecgstatingthat “[t]he Division has been working with sponsors clagte to create
a universal format for presentation of metabolic information in thecatlypackage insert
labels?).

As theFDA consideredhe metablic data issue for the entire classamtipsychotic
drugs, AstraZeneca continued to margetoquel andhvest in research and development to find
new indications, patient populations, and forms of Seroquel. In 2007, the FDA approved a new
drug applicatbn for Seroquel XR, an extendeglease tablet version of Seroqtlet only had to
be taken once a daynlike Seroquel, which had to be takes to three times per dayCompl.

19 44-45

" Glucose shift data describ&kie frequency with which patienghift, from beginning to end of treatment, fram
state of normal dporderline glucose levels to a state of hyperglycém@ompl. § 52.

8 The Complaint discusses length Seroquel XR® extendeelease tablets (“Seroquel XR”) and seeks the same
declaratory and injunctive relief it seeks with respect to Seroquel. Cat826 (seeking, for example, “[a]
permanent injunction prohibiting FDA from issuing final approvahiy ANDA for which Seroquel or Seroquel
XR is thereferencdisted drug, and vacating and rescinding any final approvals that haee issntil after

11



The FDA continued to focus attention loyperglycemia safety information related to
both Seroquel and Seroquel XR and the class of atypical antipsychititeugh Seroquel
already hadhlabel with agenerakisk statemenabout hyperglycemia and diabetseseAR 883,
the FDAwas interested idisplayingmore specifidhyperglycemialinical data In a letter
datedJanuary 8, 2008he FDArequested thastraZenecgrovide tables of data with
summaries of clinical trials related to metabolic paramétersoth Seroquel and Seroquel XR.
The FDA requestedhatthis information from various clinical trials “be submitted in stages
as they are complede AR 326-38, 33§FDA letter, dated Jan. 8, 2008, to AstraZeneca,
requesting metabolic data analysege alstAR 295 DA Letter, dated Mar27, 2012, to
AstraZenecanoting that théFDA requested glucoseslated metabolic data for Seroquel by
letter dated January 8, 2008Defs.” Mem. at 910.

On June 26, 2008, in response to the FO&tker requesting tables summarizing
metabolic dataAstraZeneca submittatiedatato the FDAfrom which Table 2 was eventually
derived, expressly referencing the original NCissSeroquel and Seroquel XR. AR 431
(AstraZeneca Lettedated June 26, 2008, FDA); see alsAR 295(FDA Letter, dated Mar.

27, 2012, to AstraZenec&)R 883 (nternal FDAConsultative Review, dated Mar. 27, 2012, to

December 2, 2012")Yet, Seroquel XR is not at issue here. Contrary to the allegations @othplaint thatpn
March 27, 2012, the FDA granted finalpapval to “one or more abbreviated new drug applications (‘ANDAS") for
generic versions of Seroquel and Seroquel X&R,f 3,the FDAexpressly stated thés decision to grant approvals
to ANDASs relates only to SeroquebeeAR 303 at n.20KDA Letter,datedMar. 27, 2012 to AstraZeneca,
explaining that “[tbday’s degsion relates only to Seroquefor Seroquel XR, there continue to be multiple
overlapping exclusivities, two of which expire on April 8, 2042 well as patent protection§hese protetions
could have implications for canaut decisions made by a Ihigy-line review of product labeling which involves
consideration of issues beyond Tabl§;Xee alsdefs.” Mem. at 12 n.12T he agency did not issue any ANDA
approvals or decision f@eroquel XR [on March 27, 2012)."Indeed the parties’ briefs make clear that only
exclusivity for Seroquel is at issue in this casd is the focus of AstraZeneca’s motion for summary judgniee
generallyPl.’s Mem PI.’s Reply at 2 n.Inoting that'because PA has only granted final approvals for generic
versions of Seroquel, AstraZeneca focuses here on the December 2, 2@08ldppSeroquel). Moreover,
AstraZenecanly asks the Gurt to “(a) vacate FDA's approvals of any ANDA for which Seroquéiésreference
listed drug; and (b) declare that FDA could not have lawfully granted agbany ANDA for which Seroquel is
the referencdisted drug prior to December 3, 2012.” Pl.'s Mem. at 23; Pl.’s Reply at 23ordiagly, tHs Court
addresses AstraZeneca’s claims with respect to the exclusivigble 2 only for SeroqueNevertheless, to the
extent that AstraZeneca seeks in the Complaint to bar FDA approval DAsfbr Seroquel XR on the basis of its
marketing exclusity for labeling containing Table 2, those claims are bound by the ruling here.

12



the FDA Office of Generic Drugs (“OGD”), analyzing information in TablelB)its letter
AstraZeneca noted that the dét@lows the criteriaasspecified in the January 2008 letter, and
subsequent clarifications” from the FDA. AR 43lhe FDA explains that thidata, submitted
to the FDAINn a letterby AstraZenecawas “coded by FDA as general correspondence,snat a
prior approval suppleme@®AS) or a Changes Being Effected (“CBE”") supplement to the
Seroquel NDA.” AR 295 (FDA Letter, dated Mar. 27, 2012, to AstraZeneca).

Although thedatasubmitted by AstraZeneca in June 2008 are not part of the
Administrative Record,the parties do not dispute thhis data consisted of fifteen clinical
trials, three of which were conducted with Seroquel alone for the treatment of loipptassion
or disorder; two were conducted with both Seroquel and Seroquel XR for schizophremgsy and
were conducted with Seroquel XR alone, includingtrials for the treatment dbipolar disorder
and major depressive disorder (“‘MDD”). AR 308one of these clinical trials were conducted
on pediatric patients or for purposes of generating fdaitTable 2 AR 301; Defs.Mem. at 10.
AstraZeneca describes only seven of the trials@s” because they hatbt been previously
submitted to the FDAPI.'s Mem. at 3 (Statement of Facts, ) 4

Almost four months after submission of the datiated to metabolic changes “in Patients
Receiving Quetiapine,” AR 43hich led to Table 2, on October 28, 2088traZenecaought
two new pediatric indications for Seroquel by suthing formal supplemental applicatien
referred taas “S045” and “S046,” respectivelyfor: (1) adolescents (age8 1o 17) to treat
schizofhrenia,and (2) adolescents and children (ages 10 to 17) for the acute treatment of manic
episodes associated with bipolar | disord&R 95. These sNDAs appear to have been the

sulect of multipleyearsof study. As early as 2001, AstraZeneca predaspedatric study

° The table of contents for the Supplemental Administrative Record, imtnnection with AstraZeneca’s June
26, 2008 letter, that the “06/13/2008 data submission of 1a§@gyis] omitted.” ECF No. 1% at 3.

13



request to the FDA and, in 2003, the agency requested that the rigeultsrials in pediatric
patients with (1) schizophrenia, and with (2) acute mania, as part of bipolar diseder
submitted within 5 yearsSeeAR 311-24, 314{FDA Letter, datedFeb. 11, 2003, to
AstraZenecarequesting pediatric clinical trial informati@md making “[rgference . . to
[AstraZenecasProposed Pediatric Study Request submitted on March 2, 2001, to
[AstraZeneca’sNew Drug Application for Seroquel (quetiapine fumarate) tablets.”).
WhenAstraZeneca submitted its formal applicationsHEDA approval to market
Seroquel for two newediatricindications AstraZenecaxpressly rquested-year exclusivity
for those pediatric indicationsSeeAR 433-34(AstraZeneca claim (undated) for thregear
exclusivity for supplemental new drug application for pediatric indicatsitaing:“The new
clinical investigation(s) provide safend efficacy data regarding the use of Seroquel . . .
Tablets for the treatment of bipolar mania in pediatric patients agég a40d schizophrenia in
pediatric patients ages -1IF that could not be gleaned from published information.
Accordingly, thesaew clinical investigations are essential to the approval of this supplemental
new drug application.”) By contrastthe Administrative Record contains no explicit request
from AstraZenecdor 3-year exclusivityfor the addition of Table 2 t8eroquel labling.
TheFDA consideed AstraZeneca’sormal supplemental applicatigrior pediatric
indications of Seroquel while simultaneously continuing to refine the labelingipSgchotic
drugs, including Seroquel, with respect to metabolic effectall agroved indications. kil
the end of 200&he FDAand AstraZenecaddressethe sNDAsfor the aproval of pediatric
indications andhe classvide metabolic dataeparatelyn their communicatios. AstraZeneca'’s
applicatiors for the pediatric indications, as noted, had been tdohasformal supplements to

the Seroquel NDAan“sNDA”) on October 28, 2008 amfktraZeneca madeeven subsequent
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submissiongarticularlyregarding thegediatricsupplementsSeeAR 95 (FDA Letter dated
Dec. 2, 2009to AstraZenecapproving sSNDAs 045 and 046 and summarizing submissions
relevant to approval). Moreover,iis earlierrequest for exclusivity for the pediatric
indications AstraZeneca discussed clinical tridlbelieved weressential to approval, but did
not mention Table 2. AR 433-34.

While AstraZeneca and the FD&ddressed in the same correspondence multiple pending
issues related to Seroquel and Seroquel XR, the agency viewed the labeling phamgésd
by metabolic data and the new pediatric indications as distinct and separatenbstlesere
being consideed independentlyNothing in the Administrative &ord suggesthat the
exclusivity periods for which AstraZeneca had applied for the pediatric traisavould be
extended to include other changes being negotiated between the agency aadtihealtical
company.

For example, shortly after submission of the SNDAs for the new pediatric ind&athe
FDA sent a letterdated December 18, 20a8 AstraZeneca directing the compaaoynclude
additional data regarding glucose levels in the labeling for Seroquel and Serogared f6R
“elevat[e]” the data for “glucose changes . . . from the clinical trials [from theese Reactions
section] to the Warnings/Precautions section of labeliddgr’11; Pl.’'s Mem. at 16.The FDA
further directed AstraZewa to use the label of another antipsychotic drug, Zyprexa, as a model
for the orrect formatting of the label. AR 11.h& FDAcommented that it was “currently
reviewing [AstraZeneca’'shetabolic data submission and the pediatric efficacy supplements
sulmitted under this NDA (945 and S-046),” evidentlyeatng them as separate submissions,
and noting that the agency would “be prongifurther labeling comments ..” AR 12, see

also, e.g, AR 70609 (FDA Pediatric Exclusivity Determination Checklidated Jan. 21, 2009,
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referring only to the pediatric indications, supplements #045 and #046, and not discussing Table
2); AR 710 (AstraZeneca Lett, dated Feb. 12, 2009, to FD#pdating tables witkhanges in
metabolic parameters inggonse to thEDA’s February 2009 request); AR 711-844, TEBA
Clinical Review on Metabolic Parameters (Hyperglycemia, HyperlipidemiaWaight Gai,

dated Mar. 26, 2009, relating to adult data and noting that the pediatric data is beingdreviewe
separately); AR 8452, 849(NDA Regulatory Filing Review, dated Apr. 22, 2009, noting as
background in a “Memo of Filing Meeting,” with no mention of Table 2, that “[these
supplements (S045 / S046) include data to support the use of Seroquel (molecular entity wa
approved in 1997) for the following pediatric indications, schizophrenid [@arof age) and
bipolar mania (1&7 years of age)The supplements are in response to a written request issued
on 2/11/2003.”); AR 853-65, 860 (FDA Memorandum, dated Aug. 13, 2608mmending
approval of NDA supplements for pediatric indications and noting as a “Comment” ixxthe te
that “[t]he Division also requested that the sponsor conduct an analysis of adldfials to

study [metabolic effects] . . . . The sponsor has recently submitted these data fadoettincp

and adult population. Further modifications to product labeling will be made based on our
review of these submitted data (refer to separate metabolic reviewBh}, the

communication between the agencyg aAstraZeneca in no way suggested that AstraZeneca was
eligible for exclusivity for its response to the agency’s requests fobolgtalata.

On October 16, 2009, the FDA requested that AstraZenedadfgnclude a table
summarizing the shift change®m normal to high fasting glucose and from borderline to high
fasting glucose for the shaetfrm, placebeacontrolled clinical trials in adults.AR 15-19, 18
(FDA Email, datedOct. 16, 2009, téstraZenecagforwardingattachmentvith labeling

changes The agency also instructed AstraZeneca to “[p]leaer to current Zgrexa labeling
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for examples of these tabledd. AstraZenecaespomled in a letter orNovember 18, 2009,
statingthat it was “providing a response to the proposed label and Medication'Gande,
forwardingan“Amendment to a Pending ApplicatinAR 1969. As part of this submission,
AstraZeneca includedraft labelingfor Seroquel that included not only metabolic data in Table 2
but alsoreferredto manyotherlabeling changesTellingly, in track changeshe FDA referred
to labeling changes in connection with multiplending applications, not just SNDAs 045 and
046, the supplemental applications for the pediatric indicati8egAR 1973 Apparent FDA
note in draft belirg referring to“your labeling changes submitted un&042, 044, 045, 046
and 048. In this version, we have made additional modifications in several sectionsveWe ha
included bracketed comments to note these changes or requéshatidevisions wher
needed.). Thus, it appears that the FDA was communicating with AstraZeneca about numerous
proposed changes all at once, with no suggestiorexcaisivity was at stake for all of the many
changs proposed in track changesthe draft label

As noted, one of the many proposed changes idrtfelabelwas Table 2 SeeAR
1991. Next to Table ZAstraZeneca noted that‘itaj]dded table summarizing the shift changes
from normal to high fasting glucose and from borderline to high fasting glucosguasted by
FDA in the 10/16/09 FDA communicationld. The “Source’df Table 2 is listeds “NDA 20
639, Metabolic Response, submitted 26 June 2008, Table #BB9Thus, the November 2009
draft labelingproposalfrom AstraZeneca demonstratést the ddition of Table 2 was derived
from its submission to the FDA on June 26, 2008, almost four months before it submitted
separately its two formal supplemental applications for the pediatric iizgisa

Less than a monthfter AstraZenecaansmitted tdhe FDAtrack changes in the

proposed labeling, the FDA approved, on December 2, 2009, the pediatric supplemental
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applications for Seroquel as well as AstraZeneca’s proposed labeling shiacgeding the

addition of Table 2. AR 95-9@-DA Letter, datedDec. 2, 2009to0 AstraZenecaapproving
supplemental new drug applications for pediatric indicatio®g)ffoval Lettef). The FDA’s
decision to approve Table 2 for inclusion in the labeling and its decision to approve thegediatri
indications for Seroqel were two separagections. See id The FDA howevercommunicated

its decisiongo approve both the display of class-wide safety information, including Table 2, and
the approval of the pediatric SNDAs in the same letigbr

The Approval letterprimarily focused on the approval of the two pediatric SNDAS, for
which AstraZenea earned 3 years of exclusivity, stating that:

These supplemental new drug applications provide for the use of Seroquel

(quetiapine fumarate) tablets for the treatmerstobiizophrenia in adolescents 13

to 17 years of age and the treatment of bipolar mania in children and adolescents

10 to 17 years of age. We have completed our review of these applications. They

are approved...
AR 95.

TheApproval Letteralsonoted, however, that the supplemental drug applications “are
approved, effective on the date of this letter,use as recommended in the enclosed, agreed-
upon labeling text Id. (emphasis added). The letter directieakt the content of the labeling
shall be formatted in structured product labeling (SPL) format and “[florraskmative purposes
... designate[[das] ‘SPL for approved NDA 020639/S-045/S-046AR 95-96.

In a separate section of the Approval Letter, captioned “Risk Evaluation andtiitiga
Strategy Requirements, tl@A explained thaf[s]ince Seroquel (quetiapine fumarate) was
approved on September 26, 1997, [the Hi28 become aware of additional clinical trial data

and postrarketing safety data that sh@aarisk of hyperglycemidyyperlipidemia and weight gain

associated with all forms of Seroquel (quetiapine fatedrin all patient populationgThe FDA
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considers] this information [in Table 2] to be ‘new safety information’ as defmeddtion 505-
1(b) of FDCA.” AR 96 (Approual Lette)). Immediately following that statement, the letter
stateghat AstraZeneca'’s proposed REMS (Risk Evaluation and Mitigation Styateglgmitted
on October 22, 2009 . . . is approvedd. Attached to the Approval Letter is the approved
labeling showing Table 2 in theAdults' rather than theChildren and Adolesceritsection of
the documentAR 112-13.

Although the FDA expressed approval for bthtb new pediatric uses atlte Table 2
labeling chang@ a single letter, each changas approved on its own merit. The FDA notes
that it “consolidated a number of . . . actibreferred to in the approval letters sent to
AstraZeneca for the two new pediatric indications (S-45, S-868AR 295 n.9 FDA Letter,
dated March 27, 2012, #estraZenecp Support for this assertion is foumdter alia, in an
internal FDA Memorandum, noting that “the addition of Table 2 was not related to approval of
these new indications. It is not unusual for DB Division of Psychiatry Products] to bundle
actions together. . . [M]odifications to product labeling usually occur in concert with other
actions being taken.” AR 88®(ernalFDA Consultative ReviewdatedMar. 27, 2012to OGD
regardinginter alia, quetiapine ANDAs and information included in Tabjes2ealsoAR 866-
68 (FDA InternalMemorandum, dated Dec. 2, 20068commendin@pproval of the pediatric
SNDAs based on pediatric clinical trial results and the opinion of the Psychophargixacolo
Drugs Advisory Committee that the efiicy and safety of Seroquel had been established, and
discussing labeling changes liiith no mention of Table 25ee alsAR 869-76, 873FKDA
Exclusivity Summarydated Dec. 11, 2009, for Seroquel Tablets, noting the thlieeal
investigations submitted in the [pediatric] applicatibat are essential to approval,” none of

which are Table 2 or contuited to the creation of Table 2).
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TheFDA’s communications following the December 2, 2009 apglrofthe pediatric
indicationsand proposed labeling only reinforce that the addition of Table 2 was a decision
distinctfrom the decision to gratihe sSNDAsfor pediatric indicationand related exclusivity
and was part of the agency’s broader efforts with respéiaefmrovision of safety information
related to the metabolic effects of atypical antipsychoficsan email from the FDA to
AstraZeneca, on July 22, 2011, for example, the FDA explained that the agency “has been
working with sponsors clasgide to create a univsal format for presentation of metabolic
information in the atypical package insert labels.” AR 21 (Email from Fia#ed July 22,
2011, toAstraZeneca). The FDA referenced AstraZeneca’s pending suppleme®2(06B9,
S-053, NDA 22047, S-026) and regted that AstraZenecalgase submit revised labeling to
these supplements that incorporates this new foridgperglycemia and Diabetes
Mellitus/Dyslipidemia/Weight Gain as separate headings under one warnthgsegaution
section, with the same introdtory paragraph preceding the headings, as in the Latuda/Invega
labek.” 1d. Thus, the FDA's effds to improve metabolic data in tlabelingof atypical
antipsychotics continued, apart from the indicationsMoich AstraZeneca was granted
exclusivityon December 2, 2009.

The crux of the instardtispute is that AstraZeneca believieat it is entitled ta 3-year
period ofexclusivity for use of Table 2 in Seroquel labeling because Pabkes a change based
on clinical trials approved as part of a supplerakapplication AstraZeneca contends that the
FDA'’s approval of ANDAs for generic versions of Seroquel violates its rggaktlusie use of
the labeling and was arbitrarygapricious, and contrary to law.h& FDAdoes not disputthat
Table2 is essential information for all quetiapine labélstbelieves that Table 2 is not entitled

to exclusivityin partbecausét was not “essential” to approval of the pediatric supplemergmund
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21 U.S.C. 8 355())(5)(F)(iv)See AR 294(FDA Letter, datedVar. 27, 2012, to AstraZeneca,
noting that the addition of Table 2 isssential to safe use of a generic quetiapine product
referencing Seroquel for any indication, and the agency would not approve a quetidpiae A
referencing Seroquel that omitted tHg¢nsee alscAR 882-85 (nternalFDA Consultative
Review dated Mar. 27, 2012, noting that tredfécts of Seroquel on glucose are not specific to a
particular indication and that the data in Table 2 are relevant to any populagnigec
guetiapine”).

C. PROCEDURAL BACKGROUND

Under 21 C.F.R. 8§ 10.25(a), “[a]n interested person” may petition the“€DAsue,
amend, or revoke a regulation or orderto take or refrain from taking any other form of
administrative action."SeeAR 277-92 (Guidance fdndustry: Citizen Petitions and Petitions
for Stay of Action Subject to Section 505(q) of the Federal Food, Drug, and Cosntetiatéd
June 2011). In September of 2011, AstraZenecatied Citizen Petitions with theFDA
requesting that the agency not grant final approval to any ANDA based on Sero§asdquel
XR unless the labeling of the ANDA includes the labeling thatFDA has required of
AstraZeneca, including Table ZeeAR 1-21 (AstraZeneca Citizen Petitioegarding Seroquel,
datedSept. 2, 2011) (“Seroquel Citizen PetitionAR 2859 (AstraZeneca Citizen Petition
regarding Seroquel XR, dated Sept. 2, 2q13¢roquel XR Citizen Petition”see alsacCompl.q
6.1° More to the pointAstraZeneca argued its Citizen Petitionshat Table 2 was entitled to
exclusivity based on clinical trials that AstraZeneca performedddbiel XRthat were

essential to the approval of the addition of Table 2 to labeling for both Seroquel and Seroque

19 AstraZeneca also asked the FDA noapprove generic quetiapine furate tablets if the labeling omitted two
other warnings regarding increased suicidality in children, adolescedtgpang adults and the clisitworsening
of depession and the risk of suicid®leither of these warnings are at issue here.
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XR. SeeAR 2, 4-6 (SeroqueCitizen Petition)“Because these new clinical investigations with
Seroquel XR for the treatment of bipolar disorder and MDD [major depressive djseeder
essential to the approval of the labeling supplement for Seroquel, the labehtigaed ¢o three
years of exclsivity in accordance with Secti&@®5(j)(5)(F)(iv) of the FDCA.")see alsdefs.’
Mem. at 3"

TheFDA denied AstraZeneca's Citizen Petitions “without comment” @md 7, 2012,
the last day of th&80-day period in which the FDA was statutorily required to respaiii23-
27 (FDA Letter dated March 7, 2012, to Covington and Burling LLP, noting thate'[mgve
carefully considered the information submitted in the Petitions. For the reast@uststlow, the
Petitions are deed without comment on whether we will take the actions that you request.”)
(“Citizen Petition Denial”) see als®21 U.S.C. § 355(q); Defs.” Mem. at 11. Although the FDA
acknowledged AstraZeneca’s assertion of exclusivity periods over the labediragghcy
ducked this issue, merely stating that “[t|he periods of exclusivity deschims@ dor Seroquel
and Seroquel XR may or may not apply or be relevant to the Agency'’s final decisilons wi
respect to any individual application and its labeling depending on the particudar DDA
and the timing of its approval AR 26 (Citizen Petition Denial); @Gmpl. 1 78 (citation
omitted). Since the FDA had not yet approved any generic versions of SerduwpfeDA noted

that it would not “be appropriate” to address mierits of AstraZeneca’s claim#\R 26.

1 As the FDA points out, the “theory for exclusivity that AstraZeneised in its citizen petition, which was that
Table 2 was entitled to threear exclusivity based on clinical trials that AstraZeneca had performadiftierent

drug product [i.e. Seroquel XR],” differs from the position it asseots. Defs.” Mem. at 35ee alsAR 6

(Seroquel Citizen Petitiomrguing thatthe data and information in Table 2 cannot be included in the labeling of a
generic version of Seroquel until the exclusivity periods for the Serodr bipolar disorder and MDD indications
have expired”) Rather than rely on Seroquel XR’s sSNDA for new indications of MDD and bigisiarder,
AstraZeneca is now hitching its proverbial wagon to the Seroquel sK®Agw pediatric indications, as well as

the approvabf Table 2 itself, as the basks exclusive use for 3 years of Table 2.
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The FDA conveniently conflated the legal issues thisethe CitizerPetitions namely,

(1) whether the agency would approve ANDAs for generic versions of Seroquel witaout
identical labeling requiretb be used byAstraZenecaand (2) whether the agency concurred in
AstraZeneca’s legal judgment that TaBlevas derived from “protected datidiatwassubject to
exclusivity periods, which did not expire until December 2, 204/Aile the former issue was
dependent upon the specific ANDA application pending before the FDA, the second isgue coul
have been addressed even if no ANDA were ever approved.

Less than one week lateo|lbwing the FDA’s denial ofAstraZeneca CitizenPetitions,
AstraZeneca filed a Complaitdgether witha Motionfor a Preliminary Injunction ithe District
Courtfor the District of Columbia AstraZeneca sought freventthe FDA from grantingfinal
approval to ANDAs to manufacturgeneric forns of Seroquel.See AstraZeneca Pharms. LP v.
FDA, No. 12-388, 2012 U.S. Dist. LEXIS 39611 (D.D.C. Mar. 23, 20T2)e case was assigned
to another Judge on this court and, on March 12, 2012, that Judge denied the Motion for
Preliminary Injunction and disissed the case asripe becauséhe FDA had not yet decided to
grant approval to an&kNDA for a generic version of Seroqué&eeid. at *55-56.

Only four days after AsaZeneca’s case was dismissed March 27, 2012he FDA
granted final approval televen ANDASs fo generic versions of Seroquel. Pl.’'s Mah3 6;
Compl.  11Defs.” Mem. at 12} Onthe same dayhe FDA also issued a letter to Astexieca

explaining its reasoning for granting approval to the ANDAS, stating in e @aat:

12 The approval letters for the elevANDASs, all approved on March 27, 2012, may be found in the Administrative
Record. SeeAR 97881 (Accord Healthcare Inc.); AR 1043 (Apotex Corp.); AR 10888 (Aurobindo Pharma
USA, Inc.); AR 112124 (Caraco Pharmaceutical Labs, Ltd.); AR 17A41(Dr.Reddy’s Laboratories, Inc.); AR
124144 (Mylan Pharmaceuticals Inc.); AR 1258 (Lupin Pharmaceuticals Inc.); AR 1324 (Roxane

Laboratories, Inc.); AR 13581 (Roxane Laboratories, Inc.); AR 138@ (Torrent Pharma, Inc.); AR 1432

(Teva PharmaceutitaUSA). Certain of these ANDAs had been pending before the WilfAtentative approvals
granted several years before the final appro8ale, e.g AR 1429 EDA Letter, datedMar. 27, 2012to Teva
PharmaceuticaldSA, approving ANDA for quetiapine fummate tabletand referring td'the tentative approval

letter issued by this office on Decemb@r 2008 and “your amendments dated August 2, and December 23,
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In sum, FDA concurs that these portions of the labeling [inclu@aige 2] are

essential to safe use of a geneuetiapine product referencing Seroquel for any

indication, and the agency would not approve a quetiapine ANDA referencing

Seroquel that omittethem. FDA does not concur, however, that an ANDA

referencing Seroquel is precluded from including Table 2 or the suicidality

warnings by virtue of AstraZeneca’'syBar exclusivity on certain indications for

Seroquel XR.

AR 305-06 EDA letter, dated Mar27, 2012, to AstraZenexaThe FDA provided several
explanations for finding that Table 2 was not protected by a period of exclusivity, mgludi
inter alia, (1) that the data was not specific to any indication and generally changesiimglabel
that inwolve the addition ofvarnings are not entitled ®year exclusivity; (2 Table 2 does not
include data from indications for which Seroquel has 3-year exclusivity and daaslade any
pediatric dataand(3) the “coincidental” timing of the addition dfable 2 being approved at the
same time as the pediatric supplements does not mean that the labeling change eraria p
exclusivity. SeeAR 301-03.

Following the FDA'’s approval of the eleven ANDAs, on March 28, 20k&aZeneca
again filed a Cmplaint in the District Court fothe District of Columbia, as well as a Motion for
a Temporary Resdining Order, seeking to (Yacate thé-DA'’s final approval of ANDASs for
which Seroquel and Seroquel XR are the referdisted dugs and (2) enjoin thEDA from
granting any other such final approvals pending the Court’s resolution of Ast@Zs Motion

for a Preliminary InjunctionPl.’s Mot. for Temp. Restraining Order (TRQPI.’s Mot. for

TRO”), ECF No. 3, at 1; Compl.  8&straZeneca argudkat “[a]bsent immediate relief from

2017); AR 1171 (LetterdatedMar. 27, 2012from FDA toDr. Reddy’s Laboratorigseferring to*the tentative
approval for your Quetiapine Fumarate Tabletsissued by this office on June 17, 2009 . . ..").
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the CourtFDA’s final approval of these generics before they are lawfully subject to final
approval could cost AstraZeneca in the range of $2 billion in lost revenues.” Compl.  18.

This Court @nied Plaintiff'smotion for a Temporary Restrainingd@ron March 28,
2012, finding that AstraZeneca had not shown a likelihood of success on the Reeits.
Astrazeneca Pharms. LP v. FDRo. 12-472, 2012 U.S. Dist. LEXIS 54863, at *7-10 (D.D.C.
Mar. 28, 2012)3

Following this Court’s denial of AstraZeneca’s Motion for a Temporary Restraining
Order, the parties supplemented the Administrd®eeord and briefed the pendingoSs
Motions for Summary Judgmetit. The parties’ Cros#lotions for Summary Judgment are now
before this Court.
. STANDARD OF REVIEW

A. SUMMARY JUDGMENT

Pursuant to Rule 56 of the Federal Rules of Civil Procedure, summary judgment shall be
granted “if the movant shows that there is no genuine dispute as to any mateald the

movant is entitled to ggment as a matter of lawPeD. R. Civ. P.56(a);Anderson v. Liberty

3 The Court alsmbservedhat it appeared from the record that the FDA had made “tactical decisitnfskevent
the plaintiff ‘from seeking judicial review of FDA's legal position,” indimg denying AstraZeneca'’s Citizen
Petition without comment on the merits on the last day of the commend jpexdoadvocating for denial of
AstraZenca’s Motion for a Preliminary Injunction on ripeness grouriethe FDA, only four days following the
court’s denial of the Motion for Preliminary Injunction, gave final appt to the ANDAs for generic versions of
Seroquel.SeeAstrazeneca Pharms. LP, 2012 U.S. Dist. LEXIS 548630-12 (quotingPl.’s Mot. for TRQ. The
FDA had the opportunity both at the time of responding to AztraZes&itzen Petitions and thdotion for
Preliminary Injunctiorto reveal the agency’s legal position that Table 2, as incorporated in theddbe
Seroqueldid not warrant a-ear exclusivity period AccordCollaGenex Pharms., Inc. v. Thompshbio. 031405,
2003 U.S. Dist. LEXIS 1252&t *16-17 (D.D.C. July 22, 2003)ejecting FDA argument that company’s effort to
prevent approval of ANDA, which wdsot quite final,”was unripe because company’s challenge was to agency’s
determination that drug at issue was an antibiotic and not entitled to pnagefction generic drugs available under
the HatchWaxman Amendments rather than an attack on the pegsMiDA itself) (emphasis omitted).

4 The Administrative Record in this case consists of 101 documents ga2alifi0 pages. When AstraZeneca filed
its motion for a Temporary Restraining Order before this Court, it filedd#ntical Administrative Recd,
consisting of 38 documents totaling 2%gps, thahad been filed before Judge Kollsotelly when she decided
AstraZeneca’s earlier Motion for a Preliminary Injunction. RItt. for TRO, ECF No. 3, Ex. A, at-81 (Index of
Administrative Record)AstraZzeneca Pharms. LP v. FDNo. 12388, 2012 U.S. Dist. LEXIS 39611 (D.D.C. Mar.
23, 2012).
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Lobby, Inc., 477 U.S. 242, 247 (198&}state of Parsons v. Palestinian Ayt®51 F.3d 118, 123
(D.C. Cir. 2011);Tao v. Freeh27 F.3d 635, 638 (D.C. Cir. 1994). Summary judghie
properly granted against a party who “after adequate time for discovery and apon m .
fails to make a showing sufficient to establish the existence of an elemantiad$edhat party’s
case, and on which that party will bear the burdgorodf at trial.” Celotex Corp. v. Catrett
477 U.S. 317, 322 (1986). The burden is on the moving party to demonstrate that there is an
“absence of a genuine issue of material fact” in displgteat 323.

In ruling on a motion for summary judgment, theu@ must draw all justifiable
inferences in favor of the nonmoving party, and shall accept the nonmoving party’s edsgence
true. Anderson477 U.S. at 25%Fstate of Parson$51 F.3d at 123fao, 27 F.3d at 638. The
Court is only required toonsider the materials explicitly cited by the parties, but may on its own
accord consider “otlienaterials in the record.FeD. R.Civ. P.56(c)(3). For a factual dispute to
be “genuine, Estate of Parson$51 F.3d at 123, the nonmoving party must establish more than
“the mere existence of a scintilla of evidence” in support of its posiioderson477 U.S. at
252, and cannot simply rely on allegations or conclusory staten@eene v. Dalton164 F.3d
671, 675 (D.C. Cir. 1999). Rather, the nonmgwvarty must present specific facts that would
enable a reasonable jury to find in its fav8ee Andersqrl77 U.S. at 250If the evidence “is
merely colorable, ois not significantly probative, sumary judgment may be grantedd. at
249-50 (citéions omitted). An agency is “entitled to summary judgment if the path of its
reasoning is sufficiently discernible in light of the recor&éttles vU.S. Parole Comm’29

F.3d 1098, 1108 (D.C. Cir. 2005).
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B. ADMINISTRATIVE PROCEDURE ACT

Under the Administrative Procedure Act (“APA”), the reviewing Court mesaside
those agency actions that are in excess of an agency’s statutory jmsaiathority, or
limitations. 5 U.S.C. § 706(2)(C). In order to determine whether an agenagthdsn excess
of its statutory authority, this Court must engage in a two-step inquiry set@beiron U.S.A.
Inc. v. Natural Res. Def. Council, Ind67 U.S. 837 (1984%ee also Fox v. ClintoMNo. 11-
5010, 2012 U.S. App. LEXIS 11852, at *f2.C. Cir. June 12, 2014)As a general matter, an
agencys interpretation of the statute which that agency administers is entitetoon
deference).

In ChevronStep One, the Court first askéether‘Congress has directly spoken to the
precise questioat issue.”Bhd. of R.R. Signalmen v. Surface Transp, &8B F.3d 807, 811
(D.C. Cir. 2011) (quotinghevron 467 U.S. at 842). If so, the Courtritist give effect to the
unambiguously expressed intent of Congréskl. (quotingChevron 467 U.S. at 843)In
deciding whether a statute is ambiguous, the Court has “a duty to conduct an ‘independent
examinationof the statute in question.Martini v. Fed. Nat'l Mortg. Ass’n178 F.3d 1336,
1345 (D.C. Cir. 1999citation omitted)

“If Congress has not directly addressed the precise question at issugietvngecourt
proceeds t&€ChevronStep Twa. Ass’n of Private Sector Colls. & Univs. v. Duncélos. 11-
5174, 11-5230, 2012 U.S. App. LEXIS 11269, at *23 (D.C. Cir. Jun. 5, 2012) (quotirryH .
EDWARDS & LINDA A. ELLIOTT, FEDERAL STANDARDS OFREVIEW — REVIEW OFDISTRICT
CoURTDECISIONS ANDAGENCY ACTIONS 141 (2007)). IrChevronStep Two, “the question for
the court is whether the agency’s answer is based on a permissibteuction of the statute.

Chevron 467 U.S. at 843ee also Nddosp. Corp. v. Sebeliu57 F.3d 1, 4-5 (D.C. Cir. 2011).
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“T he whole point oChevronis to leave the discretion provided by the ambiguities of a statute
with the implementing agencyAss’n of Private Sector Call& Univs., 2012 U.S. App. LEXIS
11269, at *24 ¢itations omitted).In conducting itsChevronStep Wwo analysis, the Court will
“defer to the agency’s permissible interpretation, but only if the agency hasdoffeeasoned
explanation for why it chose that interpretatio¥ill. of Barrington Ill. v. Surface Transp. Bd
636 F.3d 650, 660 (D.C. Cir. 2011).
1. DISCUSSION

AstraZeneca@ontendghatthe FDA's final approval ofgeneric versions of Seroqueés
in contravention of 21 U.S.C. 8 3$%5)(F)(iv), violating AstraZeneca’s exclusivity rights over
Table 2 as established by that sectaord was arbitrary, capricious, and contrary to |&N's
Mem. in Supp. of Mot. for Summ. J. (“Pl.’'s Mem.”), ECF No. 21, at fpecHically,
AstraZeneca arguéblat Table 2 is subject to exclusivitypder the plain language of 21 U.S.C. §
355())(5)(F)(iv) because this table was derived frogawclinical investigations andias
“essential” to the changeapproved by thEDA aspart ofthe sSNDAs approved on December 2,
2009. AstraZeneca asks that the Court enter summary judgment in its favor, Vecate t
approvals of generic drugs, and permanently enjoin the FDA from granting amyiogh
approvals of generic versions of Seroquel before December 3, 2012. Pl.’s Mot. for Bumm.
(“Pl.’s Mot.”), ECF No. 21, at 1. Since there is no disputmaterial fa&t, and the dispute
centers around a purely legal question of statutory interpretatismppropriate to resolve the

case on summary judgmenit.

15 AstraZeneca has requested oral argument on the pending motions forrgjutigment. SeePl.’s Mot. at 1.

Having carefully considered the briefs and administrative record, assandiving heard argument by the parties on
the Motion for a Temporary Restraining Order, the Court exercises itstitiscto decide the motions on the
papers. LCVR 7(e).
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AstraZeneca argues in support of its Motion for Summary Judgimerthe FDA'’s
approval of the ANDAsvasunlawful, for two distinct reasons based on the plain and
unambiguous language of 21 U.S.C. 8§ ®%5)(F)(iv). First, AstraZeneca argues that “the
sNDAs approvedh Decembe009 were supported by new clinical investigations on pediatric
use essential tapproval of the SNDAs, and Table 2 was a ‘a change approved in th[os]e
supplement[s]” Pl.’s Reply atl. Second, AstraZeneca argues that “separately, considered by
itself, Table 2 contains reports of new clinical investigations essentiabtovag of thelabeling
changesupplement required by FDA and approved in December 2009—the addiigaldé of
gluccse shift data.”ld. (emphasis in original)Since AstraZeneca’s overarching claim, and the
two distinct arguments in support of that claim, focus on statutory interpretago@ptrt “must
beginwith the first step of the twpart framework announced @hevron. . . and ask whether
Congress has directly addressed the precise question at iskaté Auto. Dealers Ass’n v.

FTC, No. 11-1711, 2012 U.S. Dist. LEXIS 70831, at *12 (D.D.C. May 22, 2012) (citations and
guotation marks omitted). “When determining whether Congress has spoken to the preci
guestion at issue, courts must first exhaust the traditional tools of statutomnycbost” Mylan
Pharms., Inc. v. Sebeliuslo. 12-524, 2012 U.S. Dist. LEXIS 56178, at *27 (D.D.C. Apr. 23,
2012)(citations and internal quotation martitted. “If, however, the statute is silent or
amhbguous on the specific issue, ‘the question for the court is whether the agenayes msns
based on a permissible construction of the statutédiv. Med. Ctr., Inc. v. Sebeliuslo. 11-

260, 2012 U.S. Dist. LEXIS 53395, at *27 (D.D.C. Apr. 17, 2012) (qudZingvron 467 U.S. at
843). “When the agency'’s construction of a statute is challenged, its inteopreed not be

the best or most natural one by grammatealther standards . . . . Rather [it] need be only

reasonable to warrant deferencéd’ (citationsand internal quotation marksnitted)
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As explained above, the threshold question is whether the statute is ambiguous, or
instead, by its plain terms, mpels the result urged by AstraZeneca. If the statute is ambiguous,
then the Court must defer to tRBA’s determination, which was well within the agency’s
expertise, so long as its decision was not arbitrary, capricious, an abuseetiatisor
othemwise not in accordance with lavee, e.gViroPharma, Inc. 2012 U.S. Dist. LEXIS
56128, at *37 (“It bears emphasis that [ijn an area as complex as the regulataryfeyst
pharmaceuticalghe agency Congress vests with administrative responsibility be able to
exercise its authority to meet chamgjiconditions and new problems.”) (citations and internal
guotation marks omitted and alteration in original). Upon review of the administratiord,
and for the reasons explained below, the Courtlooles tha1l U.S.C. § 355(j)(5)(F)(Ms
ambiguous. Th&DA has reasonably interpreted and applied the applicable statdte,
therefore itdinal approval of the ANDASs was not arbitrary, capricious, or an abuse of discreti

A. CHEVRON STEP ONE

UnderChevronStep One, “[f]irst, always, is the question whether Congress has directly
spoken to the precise question at issue. If the intent of Congress is clearthib&nd of the
matter; for he court, as well as the agenowst give effect tthe unambiguously expressed
intent of Congress.'Chevron 467 U.S. at 842-43ee alsiNRDCv. EPA 643 F.3d 311, 322
(D.C. Cir. 2011) (“We begin with the statufe. As noted, the relevant provision of the FDCA
subject to this Court’s statutomyterpretation an€Chevronanalysis, and at the heart of the
dispute, is 21 U.S.C. 8§ 355())(5)(F)(iv).

AstraZenecs position isthatthe Court’s analysis should endGitevronStep One
because the plain language2dfU.S.C. 8§ 35§)(5)(F)(iv) sets fortha conditionthat, if met,

leads to a specific resulAstraZeneca interprets the statute to mean thét) there is an
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approved sNDA containing reports of new clinical investigations sponsored or condudted by t
applicant that were essential to th@maval of the SNDAthen(2) the sNDA applicant has three
years of exclusivity over a ‘change approved in the supplerhd?it’s Mem. at 1 Since the
sSNDAs for Seroquel approved on December 2, 2009 included reports of clinical invessigati
that were ssential to approval of the SNDAkgn, AstraZeneca arguéise labeling change.€.,

the inclusion of Table 2) approved in the supplement, is entitled to exclusivity by thevplais

of the statute. As notedstraZeneca bas&s exclusivity rightson “two separate types of new
clinical investigations”(1) “the new clinical investigations conducted to establish the efficacy of
Seroquel to treat schizophrenia and bipolar disorder in adolescents,” and (2) “thlenitav
investigations that provideglucose shift data for Table 2.” Pl.’s Reply as@e also idat 3

(Table illustratingallegedbases for AstraZeneca'’s statutory exclusivity rights). The question,
then,AstraZeneca argues “whether Section 505(j)(5)(F)(iv) ‘means what it say®T.’s

Mem. at7 (quotingLandstar Express Am., Inc. v. Fed. Maritime Comri89 F.3d 493, 498

(D.C. Cir. 2009)) If it does mean what it says, AstraZeneca argues, then AstraZeneca has
exclusivity over Table 2 through December 2, 20$2ePl.’s Mem. af7.

The FDA, on the other hand, has interpreted the statutory proasigsue as requiring a
relationship between the subject of the “new clinical investigatitims,thange to the product or
use of the product, and the scope of the tlyeseexclusivity, explaining as follows:

The statute sets up a relationship between the “new clinical investigations” that

are“essential to the approval of the supplement,” and the scope of the exclusivity.

That is, if an applicant submits a supplement ansl ggear exclusivity for a

change in the use of the drug product supported by new clinical investigations, the

FDA may not approve an ANDA referencing that drug product for the “change

approved in the supplement” during that 3-year exclusivity periodalge the

change in the drug product or use of the drug product that was approved in the

supplement was based at least in part on the new clinical investigations, it

naturally follows that the scope of any exclusivity also will relate to thpesob
thosenew clinical investigations.
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AR 299(FDA Letter, dated Mar. 27, 2012, to AstraZeneca).

Althoughthe FDA, inits briefs, framedts argument as a “reasonable interpretation” of
the statute, the Court believiemtthe FDA'’s interpretations closest ¢ the plain meaning of the
statute.Indeed, he Court agrees wittihe FDA that the statute sets up a “logical relationship
between the change in the product for which the new clinical investigatioasssntial to
approval of the supplement, and the scope of any resultingybeeexclusivity.” Defs.” Reply
at 34. Interpreting the plain meaning of the statute in Wy means thatnly changeso
labeling derived from clinical studieslated to the changes approved in the supplement may be
entitled to exclusivity Seeid. at 34. Thus, AstraZeneca is namitomatically entitled to
exclusivityfor Table 2by virtue ofunrelatectlinical studiesupportinghe pediatriandications
approved on December 2, 2009.

AstraZeneca also arguydsweve, that Table 2 deserves exclusivity on its own merit,
independent of the pediatric supplemerggePl.’s Mem. at 17 Section355(j)(5)(F)(iv),
however, requires that a “supplement to an application” contain reporswfclinical
investigation and be‘essential tahe approval of the supplementiere, the administrative
record demonstrates, and AstraZeneca admits, that Table 2 was an “amendrhenpethdtric
supplemental new drug applications, not a supplement itSedPl.’s Replyat14. Nor was
Table 2 a part of AstraZeo&'s three supplements that were “superseded” by the December 2009
approval étter. Defs.Reply at 7, n.£® Moreover, as notedhe data from which Table 2 was

derived was submitted by AstraZeneca in 2008 purdoageneral correspondence between the

® The December 2, 20089pprovalLetter stated thairevious labeling supplements “have been superseded by this
approval action.” AR 95The supplements referred to are dated July 19, 2007, September 11, 2008, arteDecem
4, 2008. According tthe FDA, “[n]one of those supplements have submission dagtgelate to Table 2; nor does
AstraZeneca assert that those supplements are for Tablzefs” Reply at 7 n.1
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parties. SeeAR 883, 295; Defs.” Mem. at 9. It does not appear “plain” to the Court that data
submitted in caespondence is a “supplement” or that theadsubmitted for Table 2 constitutes
a “newclinical investigatioh for purposes of the statute.

Although the statute’s plain meaning favors the FDA, spiaasible plairmeaning
arguments cut both ways, the Court believes the lretteing of the statute is thacsion
355())(5)(F)(iv) is ambigous. SeeViroPharmg 2012 U.S. Dist. LEXIS 56128, at *46 (“[T]he
fact ‘[t}hat a statute is susceptible of one construction does not rendeaigwgelain if it is
also susceptible of another, plausible construction[.¢gitation omitted (finding ambiguou21
U.S.C. 8§ 355(v)(3)(B), which exempts certain drugs from the exclusivity provided for 2hde
U.S.C. 8 355(j)(5)(F)(iv), and deferring to agenayterpretation of the statute)

Section 355())(5)(F)(iv) is ambiguous becaksg phrases the statutory provision are
undefined and their meaning disputéithe parties dispute, for example, whether or not Table 2
is evena “supplement” within the meaning thfe section ComparePl.’s Reply at 4 (“The new
clinical data in Table 2 . . . is an approved supplement to the Seroquel)NDith Defs.” Mem.
at 9 (“The data from which Table 2 was derived were [not] submitted . . . as a supglement
This dispute over whether Table 2 is a “supplement” is due to the ambiguities in thelisean
to define the scope of which supplements trigger thiea3-marketing exclusivity undsection
355())(5)(F)(iv) The statutory provision at issue does not define “new clinical investigation,” o
what makes a particular investigation “essential to approval,” or what it méemsa change is
approved at the same time @ supplement is approved when ttenge is not part of the
original supplemera application Whilea lack ofdefinitions does nautomaticallynean that
a statute is ambiguousge Goldstein v. SE@51 F.3d 873, 878 (D.C. Cir. 2006), without these

key definitions, “nothing about ‘the specific context in which [the phrase] is usétieor
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broader context of thstatute as a whole’ is likely to compel the conclusion thgihrese has a
definite meaning. ViroPharmg 2012 U.S. Dist. LEXIS 56128, at *43 (quotiBtackman v.
District of Columbia 456 F.3d 167, 176 (D.C. Cir. 2006 Bach of these key phrases is
examined in more detail below.

First,the Court turns to thehrase “new clinical investigation|It is an established
principle of statutory construction that a provision’s context should be used to assist in
determining whether a statute commands a certain interpretation or hasragaaing.See,

e.g, Samantar v. Yosut30 S. Ct. 2278, 2289 (2010) (“[W]e do not ... construe statutory
phrases in isolation; we read statutes as a whole.”) (qudhitgd States v. Mortorl67 U.S.

822, 828 (1984))see also Dolan v. U.S. Postal SebA6 U.S. 481, 486 (2006) (“Interpretation
of a word or phrase depends upon reading the whole statutory text, considering the puatpose a
context of the statufg”). In the context of this provision, the meaning'méw clinical
investigation”is not “plain.” It is not immediately apparentthAstraZeneca’s clinical studies
underlying Table &re “new clinical investigations” forysposes of the statute. In 2008,
AstraZenecaubmitted tadhe FDA the clinical studies that are the basis for Table 2 in
AstraZeneca’'sinrelatedeffort to have newndications of Seroquel XR approve8eeDefs.’

Mem. at 9;Defs.’ Replyat 15. AstraZeneca was later asked to reanalyze this data to produce
Table 2. Defs.” Mem. at 10.Since the samelinical investigationsvereused to support
unrelated applicationg,is not clear that these studies are “new” with respect to Table 2
Furthermoreif these investigations are deemed “new” to support exclusivity for Table 2, are
they thenneligible to count again as “newd support exclusivity for any of the unredd

applications for which AstZenecaoriginaly submitted them?n other words, the statute does

34



not describe theircumstances whetlinical investigationgreconsidered “new.” Thushe
Court is not persuaded that “new clinical investigations” is unambiguous.

Secondthe phrase “essential to approva’anbiguous. Congress provides no guidance
or criteria under which reports of new clinical investigations may be judgseérigal” versus
merely persuasive or noteworthgeeUpjohn Co. v. Kessle®38 F. Supp. 439, 444 (W.D.
Mich. 1996)(noting that a determination of what data is “essential to approval” is &guar
within the ambit of the FDA’s expertise and merit[s] deference . . . ") @itsitand internal
guotation marks removed)urthermoreAstraZenecaeems tonterpretthe FDA'’s judgment
that Table 2 contains essential safety data as automatically making Tabseatial to
approval” of the supplement containing unrelated pediatric data for new peuhidicetions.
SeePl.’sMem. at2. The words of the statute cannot bear this overbroad interpretation.

Third, AstraZeneca argues that the plain meaning of the phrase “a change approged in th
supplement” means that any change approved in the supplement is entitled toigxclose
Pl.’'s Mem. at 8. The clear implication of this reading is that any change appno¥ed i
supplement, whether or not it is related te thew clinical investigation,” or to the new uses
approved in the supplemeng,entitled to exclusivity.See id AstraZeneca argudisatthis
readingis compelled byCongress’s use of the phrdsechange” rather than “the changeste
id. This reading is unpersuasive for two reasons. First, it is not unusual for supplements t
contain more than one changeeeDefs.” Mem. at23-24. By its use of “a” rather than “the,”
Congress provided the flexibility for the FDA to approve multiple changésnaone
supplement, rather than requiring a separate supplement for each change. Sscambendca’s
interpretation igores the implication of the phrase “in the supplement.” As ndted)ast

plausiblemeaning is that there must be a connection between the change and the supplement
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beyond mere coincidence of appearing in the same approval feded. at 24. Congrsscould
not have intended that the FDA'’s decisiomdport oncompletely unrelated regulatory actions in
the same letter for the sake of efficiency would confer on drug manufacdicit®nal periods

of exclusivity when that exclusivity was not oth&e merited Thus, even if this phrase has a
plain meaning, it favors the FDA rather than AstraZeneca. At the very leagyémwhis

phrase is ambiguoug.

Finally, the subsection read as a whole isigodus. AstraZeneca proposes one
interpretation that goes thusl\t) Any changedo a pioneer drug applicatiaounts a a
supplement under this statut€) This makes Table @ supplement(3) The data to generate
Table 2 is essential to the approval of Tablé®);Therefore, Tabl@ is entitled to exclusivity.
The FDA properlyrejects thigircular reading of thetatuteasomitting the proper emphasis on
the nexus between the new clinical investigations and new uses required to tegagditional
period of exclusivity.SeeDefs.” Reply at 3.

While AstraZeneca is correct that “an agency’s own regulations cannot argate ase
to ambiguity when the statutory language is unambiguduB],]s Reply at 6 (citingChevron
467 U.S.at843 n.9 (“The judiciary is the final authority on issues of statutory construction and
must reject administrative constructions which are contracietir congressional intef)), in
this casehe partiesdifferent interpretatins of the statutory provision highligitie statute’s
ambiguity.

Accordingly, the Court proceeds @hevronStep Wwo.

" The FDA could in the future minimize misunderstanding about which apphange warrants an exclusivity
period, prompted by the anghiity in the statute, by more carefully and precisely delineating atntieedti the
approval- in separate communications if necessatiose changes in an sNDA that warrant an exclusivity period
and those changes that do not.
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B. CHEVRON STEP TWO

As this Court found in denying AstraZeneca a Temporary Restraining OrdEDA
has reasonably interpret@d U.S.C. § 355(j)(5)(F)(iv) idenying exclusivity for Table.2The
FDA'’s determination that the approval of Table 2 for Seroquel labeling aathe time as the
approval of the sNDA for pediatric indications “was only coincidentaltsg]f, a determination
“well within the agencys expertise . ..” AstraZeneca Pharms. LP v. FDNo. 12-472, 2012
U.S. Dist. LEXIS 54863at *9 (D.D.C. Mar. 28, 2012)Therefore, theCourt will defer tothe
FDA'’s conclusiorhereunless it wasinreasonableFollowing a review of the administrative
record, the Court concludes that the agency’s interpretation of the statuté a-stistantive
relationship between new clinical studies and changes in the supplement, not thefarma
submission, dictates whahanges receivexclusivity— is reasonhble for several reasong:irst,
the administrative record shows that the pediatric supplements were approtheir own
merits based upon cliratinvestigations unrelated tbe Table 2abeling change, which
standng alone does not entitle AstraZeneca to exclusivity. Se¢bhe@&DA'’s interpretation of
the statute itargelyconsistent with past practice, and therefore not arbitrary and capricious.
Third, the FDA's interpretationis consistent withthelegislative history.

1. The Administrative Record Shows that the Pediatric Supplements
Were Approved onTheir Own Merit, and Table 2 Standing Alone
Does Not Entitle AstraZenea to Exclusivity.

AstraZenecaositstwo bases for exclusivitipr Table 2 arising frontwo separate sets of
clinical investigations: thelinical investigations supporting pediathclications and the clinical
investigationghat yielded thelata for Table 2 According toAstraZeneca, “each separately and
independently establishes AstraZeneca’s exclusivity rights under theuylampiguous

language of the statute.” Pl.’s Reply atSncethe Court finds the statute to be ambiguous,
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however, analysis of these two arguments turns on whigthEDA'’s interpretation of the
statute was reasonabbes explained belowSee Chevrgd67 U.S. at 843.

a. Clinical Investigations Supporting Pediatric Indications Do
Not Support Exclusivity For Table 2.

The administrative record shows that the pediatric supplements approved on Degember
2009 were approved on their own meaitdthe addition of Table 2 was not a factor in the
evaluation of theafety and efficacy dderoquel for pediatric indication&eeAR 866-68 FDA
Internal Memorandum, dated Dec. 2, 20@9erring to pediatric indicain issues only, not
Table 2).

While AstraZeneca states repeatdtiigt “the addition of Table 2 to the label was part of
the supplements approved on December 2, 2G@®'e.g, Pl.’s Reply at 221, AstraZneca
has not established that the approval of Table 2esssntiato the approval afhe pediatric
SNDAs, which were supported ntirelydifferent clinical trids. None ofAstraZeneca’s
citations to the Administrative Record show thiaé FDA mandated changes to Table 2 “as a
condition of approval of theNdDAs.” Pl.’s Reply at 1see alsd’l.’s Mem. atl6. An example
of evidence that conceivably suppoAstraZeneca position in the Administrative Record is an
internalFDA Memorandum, dated August 13, 20@eeAR 853-64. In the memoranduran
FDA official statedthat “[w] e should be negotiating labeling changes with the sponsor prior to
approval of these NDA supplements” and “I recommend the Division should consider approval
of this set of NDA supplements provided that an agreement is reached between the sponsor
[AstraZeneca] and the Agency regardihg language in the labelingltl. at 863-64.Since
Table 2 was not related to the pediatric supplements, however, which were approved on their
own merit,this internal recommendatipwithout more, desnotrenderTable 2 “essential to

approval’of the pediatric supplemen
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Moreover, the fact that the FDA said it would not approve generics without Table 2 does
not mean that it would not have approved the pediatric indications for Seroquel withou2 Table
Indeed it appears to the Court that the additiomable 2merelycoincided with, but was not
essential tothe sNDA approvals on December 2, 2008ee AR 303(FDA Letter, dated Mar.

27, 2012, to AstraZenegstating that[t] his data does not qualify for any protection solely by
virtue of the timing of FDA’s approval of the supplement, including Table 2. Rathecdpe s
of exclusivity must relate to the new clinical investigations that were condi)cteR 883
(Internal FDAConsultative Review, dated Mar. 27, 2012, noting that “the addition of Table 2
was not related to approval of these new [pediatric] indications. It is not unusfibefor
Division of Psychiatry Products] to bundle actions together - modifications to pratheting
usually occur in ancert withother actions being taken.”).

As theFDA notes, AstraZeneca’s relianoa approval of the pediatric indications to
support a period of exclusivity for the unrelated addition of Table 2 seems to berapt &to
bootstrap AstraZeneca'’s exsluity for the pediatric indications into exclusivity for Table 2
because those separate changes were approved at the sam®afae Mem. at 21.TheFDA,
however hasreasonably construed the phrase “a change approved in the supplement” to mean “a
change relating to ‘new clinical investigationsId. at 24 see also Univ. Med. Ctr., InQ012
U.S. Dist. LEXIS 53395, at *27 (finding that the agency’s “construction of a statuteeed not
be the best or most natural one . . . . Rather [it] need be oslynaae to warrant deference.”)
(citationsand internal quotation marksnitted). “[T]he FDA was within its discretion to apply a
limiting principle so that HatchVaxmans exclusivity provisions do not apply & approved

changes that are ‘mé. . . . [T]he general exclusivity period provided in 8 355())(5)(F)(iv) . . . is
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itself limited to that which isnew’ about the given drug.ViroPharma 2012 U.S. Dist. LEXIS
56128, at *50.

As noted, he FDA has also interpreted the statute to rexjai“nexus between the
subject of the new clinical investigations and the changes to the produtietiravestigations
support.” Defs.”Mem. at 7 Here, AstraZeneca has not shaany nexus between the approval
of the supplements for pediatric indications and the labeling change consistingaditien of
Table 2. First, it is undisputed that Table 2 contains no data from the new clinicabsiv@ss
related to the pediatriadications. SeeAR 301;Defs.” Mem. at 10; Pl.'s Reply at 4, 11-12.
Second, the data from which Table 2 was derived was submitted months bettatatfoe the
pediatric indicatiors, and was submitted as correspondence from AstraZendwsRIDA rathe
than as a formal supplemental applicati@eeAR 431(AstraZeneca Lettedated June 26,
2008,to theFDA). Third, Table 2 was approved for addition to the “Adults” section of labeling
and is thus explicitly unrelated to data from the pediatric @inrovestigations.SeeAR 112
(Seroquel Current Labeling, dated Nov. 2011). AstraZeneca has therefore not sholaa that t
clinical investigations supporting its sSNBAegarding pediatric indications provide a basis for
exclusivity for labeling changes in the formtb& addition of Table 2 to Seroquel labeling.

b. Clinical Investigations From Which Table 2 Is Derived Are
Not A Basis ForExclusivity.

AstraZeneca also argutist it is entitledd exclusivity for Table 2 becaushe FDA rad
not previously relied on seven of the fifteen clinical investigations from whible awas
derived SeePl.’s Reply at 18-19. This argument is unpersuasive for two reaboss.it
seems to depend on the assumption that Table 2 wasrag@me dormal “supplement.” The

FDA has made clear, however, that the approval of Table 2 was merely coincidémtal to
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approval of the pediatric indication supplements approved in Decemberaz@D®at “Table 2
was not submitted pursuant to a supplemebiefs.” Mem. at 31.

SecondexaminingTable 2 separately froits coincidental inclusion with theediatric
supplementthe FDA'’s interpretation that Table 2 is not entitledndependentxlusivity is
reasonable. ThEDA's interpretation of the statute as only granting exclusivity for soamt
innovationds reasonable given the statute’s careful balance betwregitdingexclusivityrights
to promote innovatioand making generic altgatives available to patientSeeDefs.” Mem. at
33-34; Defs.” Reply at 15ee alsdJpjohnCo., 938 F. Suppat 441 (citing Abbott Labsy.
Young 920 F.2d 984, 985 (D.C. Cir. 199@)At the same time that it expedited approval of
generic drugsCongress recognized the need to protect the interests of the original drug
manufacturers and to provide incentives for the invention of new praucibe FDA’s
reading of the statutory provision is also reasonable given that the provisibteitsss the
“change” approved in the supplement to subsection (b)tremdbyimparts to the meaning of a
formal supplement that it mark a sufficiently significant change that wouldvsawanted an
additional use or indication of the drug if it had been sttiechwith the aginal NDA under
subsection (b)See21 U.S.C. § 35); 21 U.S.C. 8 355())(5)(F)(iv).

AstraZeneca’s interpretation, by contrast, “would effectively provide falevproduct
exclusivity whenever FDA determined that data from a clinical would have relevance to the
safety of the product for all indications, even if the data were insufficient to $gmmvoval
(and exalisivity) for a new indication.”Defs.” Mem.at 35. Accordingly, it isreasonable for the
FDA not to grant exclusity herebecause there would be no valid interest in withholding this
safety data from ca@umers. Furthermore, the Court is petsuadedtby AstraZeneca’s

argument that thexistence of &carve out” exception, whereby generics may receive approval
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so longas they “carve outtinorlabeling changes that have received exclusigggPl.’s
Reply at 1617, renders the FDA's interpretation of the statute unreasonable. As previously
discussedthe FDA's interpretation need only be reasonable to be accorderkdeg and it is
reasonable
2. The FDA Did Not Act Arbitrarily or Capriciously.

The FDA’s interpretation of the statute is consistent with its past pra€titee FDA
has emphasized that generally applicable safety information in labeling shobkl sudiject to
exclusivity. SeeAbbreviated New Drug Application Regulations; Patent and Exclusivity
Provisions, 59 Fed. Reg. 50,338, 50,357 (Oct. 3, 1994) (Supmigmeénformation
Accompanyng Final Rule dated Oct. 3, 1994, noting that innovators have “no valid interest
precluding such information from the labeling of other products”). While the FDikddadn
its final implementing regulations to define thature of supplemental applicatiomdjich, “if
supported by clinical investigations, would warrante@w exclusivity,” the FDA noted that
“[c]hanges that wouldiot warrant exclusivity are . . . changes in labeling that involve warnings
or other similar risk information that must be included in the labeling of genericetibong.”

Id. (emphasis added).

18 The Court does not find convincing AstraZeneca’s argument that thesk@Ad be “judicially estopped” due to
the agency’s “litigation tacticffom arguing that it has a longstanding practice of rejecting exclusighis in
situations such as this anBl.’s Mem. at 11; Pl.’s Reply at®0. As notedsupraat note B, the FDA should have
been more forthcoming about its determination regarding AstraZenac#’of exclusivity rights to Table 2 in
response to the company’s Citizen Petitions and whismtatter was before Judge Kolldotelly. By waiting until
March 27, 2012 to explain its reasoning for not recognizing exclusoitgeroquel labeling, the FDA needlessly
delayed consideration of the merits of the agency’s determinatiorh) whidd have been considered when
AstraZeneca filed its first complaint for injunctive relief and causedtaintiff and this Court to participate in a
fire drill to resolve these significant legal issues in the context ehapodrary Restraining Order on Mard®, 2012.
While the Court faults the FDA for contributing to a needless wdsgsources for the parties and the Court on this
matter by not making its views plain earlier, AstraZeneca has showesason why the Court should prevent the
FDA from relyingon its past precedent in responding to a challenge to its final decisioprev@eneric drugs
referencing Seroquel. Furthermore, AstraZeneca has raised new argimitsritéotion for Summary Judgment,
and the FDA may respond in turn by includin@tidns to its relevant past decisions.
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Notably, the FDA has also denied exclusivity for similaelaig changes to other drugs
in Seroquel’s class of antipsychoticSeeAR 303 n.21(FDA Letter, dated Mar. 27, 2012, to
AstraZeneca, stating that ‘fi# agency’s conclusion that Table 2 is not protected and its
implications for generic quetiapine prodsies consistent with the agency’s treatment of other
seconédgeneration antipsychotics for which data regarding metabolic changksling Table-2
like data, have been made.’According to the FDA, in fact, “[s]even drugs [in the same
antipsychotic clasas Seroquk(Iinvega, Invega Sustenna, Abilify, Risperdal, Risperdal Consta,
Fanapt, and Latud#&ave included class-wide labeling changes for metabolic data, and none of
them has received exclusivity for those changes.” Defs.” Ngi36 n.22.

AstraZeneca cites the FDA'’s handling of four drilyteridia, Travaan, Rapamune, and
Colcrys) as examples to support the proposition that the “FDA has an establesttext mf
granting exclusivity to labeling information, even when such information is relevall
indications of use for a drug, and even when such information appears in the ‘warratige’ se
of a drug’s label.” Pl.’s Memat 20. These examples aeadily distinguishable. For each of
thesefour drugs the FDA granted exclusivitip the ldbeling because the FDA found the labeling
changes “substantively related to the new clinical investigations thatesseatial to the
approval of a clinical efficacy supplement.” Defs.” Reply gtse® alsdefs.” Mem. at 39
(labeling changes weft@irectly relatedto a clinical efficacy supplement for the protected
indication.”).

In the case of Meridiaggccording to the FDA, the labeling change for which exclusivity
was granted was “substantively related to the new clinical investigatianéreessential to
the approval of a clinical efficacy supplement.” Defs.” Reply atsdéalsoDefs.” Mem. at 37

38. Similarly, in the case of Travatathe FDA granted exclusivity a labeling changen the

43



basis of clinical data that “expanded the patmogulatiori by replacing a statement that
Travatan had not been studied in patients with renal or hepatic impairment wial ¢indings
showing that “no clinically relevant changes were observed” when thosatgatok the drug.
Defs.” Mem. at 38.

In the cases of Rapamune and Colcrys, information that was originally used to support
new efficacy supplements was atsmsidered necessary safilgelinginformation. With
respect tdRapamune, the FDA determined that Rapamune was entitled to exclusivity for “a
clinical efficacy supplement for cyclosporine withdrawal procedures iargatat low to
moderate risk for rejection.” Defs.” Mem.28 (citation omitted). The FDA concluded,
however, that the labeling information exclusivity should be extended to the populdtigh at
risk of rejection because that “labeling information might help raise physiciaiastaess of the
risks of cyclosporine."Declaration of Benjamin Block (“Block Decl.”), ECF No. 21, Ex. 2
(quoted in Defs.” Mem. at 39). Likewisir Colcrys, 3year exclusivity was originally granted
to dosing information essential to treating acute gout flares. AR 957 (Fidéy Ladated May 25,
2011, to Sidley Austin LLP regarding the approval of Colcrys). When the FDA concluded tha
the same dosing information was necessaryhierelated indicatiorof prophylaxis of gout
flares, exclusivity was granted to the prophylaxis indication, even though it wasyslg not
protected. Seed. at 977; Defs.” Mem. at 39.

The critical differencen circumstances betwedme protectedabelinginformationfor
the drugs Rapamune and Colcrys and unprotéliaete 2for Seroquel is thatn the cases of the
former drugsthe labelhg changs weretied to the approval of efficacy supplements, whereas
the approval of Table 2 was never essential to the approval of any efficacy supgtame

Seroquel.Sege.g, AR 11-12 (FDA Letter, dated Dec. 18, 2008 AstraZenecanaking clear
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that metabolic data submissions, which led to creation of Table 2, are separateefpmdiatric
efficacy suplements under consideration). Table 2 did not contribute to the approval of the
pediatric or any other efficacy supplement, and has not y&b kel other changes in efficacy,
such as a new dosage or prescribing regimen or a new indication or use ipatiaatv
population. In other words, if the safety data reflected in Table 2 had been known aetbe tim
theFDA’s approval ofthe SeroqueNDA for its original indicationsit would have been

included in the original labeling. Thus, although the FDA considers Table 2 “e$ssatety
information, the FDA'’s decision not to grant Table 2 exclusivity is consistenttwiffast
decisions andistinguishable from the instances where BHDA has granted exclusivity for
changedsafety information in labeling.

Furthemore, the FDA provided a reasoned explanation for its decision to approve
ANDAs for generic versions of Seroquel. On March 27, 2012, the FDA isssexkateeipage
letter to AstraZeneca explaining the agency’s rationale for findingrédale 2 in Seroquel was
not protected by threeyear exclusivity periodSeeAR 293-31(Q see alsdefs.” Mem.at 12
13. Sincethis letter explaig, inter alia, that generdy-applicable safety information of the type
in Table 2 is not subject to protection, the agency’s decision to deny Table 2 ekclasiat
arbitrary and capriciousSeeMotor Vehicles Mfrs. Ass’n of U.S., Inc. v. State Farm Mut. Auto
Ins. Co, 463 U.S. 29, 43 (1983yuotingBurlington Truck Lines v. United Staj&¥1 U.S. 156,
168 (1962), for the propositidhat “the agency must examine the relevant data and articulate a
satisfactory explanation for its action includingational connection between the faétsind
and the choice made.’”)

Therefore, becaudbe FDA provided a reasoned explanationt®decisionthe FDA’s

decision to deny AstraZeneca exclusivity for Table 2 was not arbitrargagmitious.
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The potential implications of AstraZeneca’s broad reading of the stédoteead support
to the FDA's interpretation. As notedhet FDAhas undertaken an effort to implement updated
safety labeling for drugs in the same class as Seroquemeiidbolicdatasimilar to what is
displayed in Table 2Defs.” Reply at 11. AstraZeneca’s interpretation of this statutory provision
would seriously impede tHeDA'’s initiative to improve the safety data availafdethis class of
drugs, which includebwvega, Ivega Sustenna, Abilify, Risperdal, Risperdal Consta, Fanapt,
and Latudd”® Id. Though all of the safety data added to the labels of these drugs is derived from
clinical investigationsthe FDA claims thahone of these investigations provided the basis for
threeyear exclusivity.ld.; see als?AR 303-04 n.21 (FDA Letter, dated Mar. 27, 2012, to
AstraZenecp A reading of the statutory provision at issue that could prevent the FDA from
requestingrom drug manufacturerany classvide safety labeling changes involving clinical
trials without triggering exclusivity periods is untenable and, as detailed below yplainl
inconsistent with the legislative history.

3. The FDA'’s Interpretation of the Statute is Consistent with Legislative
History.

The Court findghe FDA'’s interpreation of the statute consistesith the statute’s
legislative history. As noted, a central purpose of the Hatakman Amendmentss reflected
in itstitle “The Drug PriceCompetition and Patent Term Restoration Asfas to promote
competition by providing a mechanism through which generic dmegs more easilgpproved.
See21 U.S.C. § 355(j)see also/iroPharma 2012 U.S. Dist. LEXIS 56128, at *7T(he

abbreviated newlrug application ('ANDA’) process shortens the time and effort needed for

9 Since certain safety information, such as Table 2, “is necessary for safehs@mduct,” it would not be
subject to the “carve out” exception for ANDA®geDefs.” Mem. at 3, whereby ANDA applicants may rigee

FDA approval so long as they “carve optbtected portions of labelingsee, e.g.Bristol-Myers Squibb v. Shalala
91 F.3d 1493, 1500 (D.C. Cir. 1996By contrast, for example, the FOitermined that certain protected pedéatri
use information foSeroquel “may be safely carved out of generic quetiapine fumerate [sic] tabkdisg and
replaced with appropriate legal disclaimer&R 880 (FDA Memorandurto File, datedMay 23, 201
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approval of a generic drug by allowing the applicant to merely demonssrateducts
bioequivalence to the NDA drug, without reproducing the entirety of the ElBXtensive
scientific research.”jcitations omitted)

Congress had dual purposes, however, and enacted the abbreviated approval process for
generic drugs while simultaneously retaining incentives, such as marketingieity, to
encourage innovation and development from pioneer drugmaRee21 U.S.C. § 355(j)see
alsoViroPharmg 2012 U.S. Dist. LEXIS 56128, at *7 (“Because Congress still wanted to
provide incentives for new drug development, alongside the ANDA process thatlease
marketing of generic drugs, Hatdidaxman entitles an NDA applicant to a period of market
exclusivity . . . which bars FDA approval of a generic ANDA for the NDA product Thus,
pursuant to Hatch-Waxman’s provisions, pioneer drug companies are entitleditopmenitads
of markeing exclusivity during which they are protected from generic competi}i¢gubtation
marks and citations omitted). As the FDA notes, the Act struck a “cérafrnce between
exclusivity and generic entry” into the market. Defs.” Reply as&#;alscAbbott Labs.920
F.2d at 985 (“Congress struck a balance between expediting generic drug agliaad
protecting the interests of the original drug manufacturers.”) (citingR##RNo. 98-857, pt. 1,
at 15 (1984)reprinted in1984 U.S.C.C.A.N. (98 Stat. 1585) 2647, 2648).

While AstraZeneca ithus correct to point out that Congress provided exclusivity rights
“as an incentive for piweer companies to engage in axgee clincal research,” Pl.’s Reply at
1, granting exclusivity to Table 2 watd disrupt the “careful balance” Congress crafted.
Adopting AstraZeneca’s interpretation, where every change approvedpplaemental
application receives exclusivity, would increase the potential for companiesdive whole-

product exclusivity antdargeneric competitioaltogether for labeling changes unrelated to
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innovations in drug useSeeDefs.” Mem. at 36. As the FDA notes, AstraZeneca’s interpretation
would result in an “unwarranted evergreening of exclusivity,” Defs.” Reply aallowing
AstraZeneca to retain a monopoly over production of a drug by periodically updatéty
information in their labeling. This risk is particularly worrisome given thé&'B[practice that
“modifications to product labeling usually occur in concert with other [regulatotignescbeing
taken.” AR 883 DA Consultative Review, dated Mar. 27, 20620QGD). AstraZeneca’s
interpretation wouldtreate a perverse incentive fararmaceutical companies to drag out their
presentation of vital safety data to the FDA in order to bar generic coimpéigtyond the

periods determined acceptable by Congress. While Congress was no doubt cohaerned t
pharmaceutical manufacturers haveentives to continue research and development in order to
discover vital new drugs, Congress plainly did not intend for these manufactuetesrio r
exclusivity into perpetuity.

Thelegislative history makes clear that g@onsors of the HatdWaxman Amendments,
Senator Orrin Hatch and Representative Henry Waxman, envisioned thatearesxclusivity
would be granted for significant changes, such as approvals for new therapeutiduses a
patient populationsSeel30 GNG. ReC. 24,425 (1984)Jtatement of RefHenry Waxma
(threeyear exclusivity is intended to “encourage drugmakers to obtain FDA appooval f
significant therapeutic uses of previously approved drygs®) alsal30 GONG. REC. 23,766
(1984) Statement of Senator Orrin Halotthreeyear exclusivity is intended to protect “some
changes in séngth, indications, and so forth . . . .”). $heponsors’ statements support the
FDA'’s decision to consistentlyrantexclusivity for changes resulting from studies supporting

efficacysupplements, such astime cases dfleridia, Travatan, Rapamune, and Colcrys, but not
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to grant exclusivityfor Table 2 which involves general “warnings other similar risk
informatiori’ applicable to all indications for the drugeeAR 1529 (59 Fed. Reg. 50,357).

The legislative history thus supports the FDA'’s reasonable conclusion thatZlishot
entitled to exclusivity under 21 U.S.C. 8 355(j)(5)(F)(iv).
V. CONCLUSION

For the foegoing reasons, AstraZeneca’s Motion for Summary Judgment, ECF N®. 21,
DENIED, and the FDA’s Motion for Summary Judgment, ECF NQ.i2& GRANTED An

Order consistent with this Memorandum Opinwasissuedon June 28, 2012.

DATED: July 5, 2012

BERYL A. HOWELL
United States Districludge
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