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INTRODUCTION

Ferring’s PREPOPIR contains three drugs. One of them, sodium pi¢alhas never
before been approved by the Food and Drug Admatistt (FDA). As a novel active ingredient,
sodium picosulfate is entitled to five years of néwvemical entity (NCE) exclusivity under the
federal Food, Drug, and Cosmetic Act (FDCA).

FDA acknowledged that picosulfate, the active congmb in sodium picosulfate, was
novel. A.R. 20Z. But it nevertheless denied NCE exclusivity ongheund that PREPOPIK
also contain®ther, previously-approved active ingredients. Thagnptetation is wrong; it
violates the plain meaning of the FDCA and it vielaFDA’s own regulations.

Ferring and several other companies recently pagti FDA to correct its erroneous
reading of the statute. The agency agreed. Ruetis a catch: FDA decided to apply its new—
correct—construction of the statuirly to newly approved drug productBecause PREPOPIK
was approvetbeforeFDA brought its interpretation into line with tgeverning statute and
regulations, the agency is still treating Ferrindfag under FDA'’s old—unlawful—policy.

FDA'’s conduct runs afoul of the APA.

STATEMENT OF FACTS

STATUTORY BACKGROUND

A. The Drug Approval Process

The FDCA requires all new prescription drugs taaabtapproval from FDA before they
can be marketed. 21 U.S.C. § 355(a). ManufactwEbrand name (also known as “pioneer” or
“innovator”) drug products must demonstrate thetsednd effectiveness of their products in

order to gain FDA approval. Typically, manufactsrenake that demonstration by conducting

! All pages of the administrative record cited heare attached as Exhibit 1.
1
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pre-clinical and clinical studies and submitting tlesulting data to FDA in a new drug
application (NDA). Id. § 355(b)(1).

Generic drugs, in contrast to innovator drugs,am@oved by means of an abbreviated
new drug application (ANDA). 21 U.S.C. 8 355(j)(1ANDAs generally do not contain new
clinical data. Instead, an ANDA relies on FDA’sding of safety and efficacy for a previously
approved pioneer drug (which is termed at thattgbia “reference listed drug” or “RLD”)Id.

8 355())(2). In order to obtain approval of a gemérug, an ANDA applicant must show that its
proposed drug product is the “same as” the RLOIlkey respects (including active
ingredient(s), dosage form, strength, route of aibtration, and, with certain exceptions,
labeling), and that its product is bioequivalenthie RLD. Id. 88 355(j)(2)(A)(ii)-(v).

Between the extremes of a full NDA and an ANDA kethird option: an application
submitted under Section 505(b)(2) of the FDAA. § 355(b)(2). A 505(b)(2) application is a
type of NDA, it must directly demonstrate that flreposed drug is safe and effectivd. But a
505(b)(2) applicant does not have to conduct ahefoburdensome scientific studies required of
a full NDA. Instead, the 505(b)(2) applicant céwow safety and effectiveness by relying on
studies that were not conducted by the applicadtf@nwhich the applicant does not have a
right of reference.ld.

B. Five- and Three-Year Exclusivity

The 1984 Hatch-Waxman Act amended the FDCA torpptace an incentive structure
designed both to promote the development of innexalrugs and to expedite the approval of
generic drugs.See generallActavis Elizabeth LLC v. FDA25 F.3d 760, 765 (D.C. Cir. 2010)
(recognizing that the exclusivity provisions “stkue balance between expediting generic drug

applications and protecting the interests of oagarug manufacturers”). As part of that balance,
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the Hatch-Waxman Act granted five years of NCE esiwity to successful developers of new
drugs, meaning that a manufacturer of a pioneey das protected from generic competition for
five years:

If an application submitted under subsection (khef section for a drygno

active ingredient (including any ester or salthef ictive ingredient) of which has

been approved in any other application under stiose() of this section, is

approved after September 24, 1984, no applicatiay Ime submitted under this

subsection which refers to the drieg which the subsection (b) application was

submitted before the expiration of five years frthra date of approval of the

application under subsection (b) * * * .

21 U.S.C. § 355())(5)(F)(ii)see alsdl30 Cong. Rec. H9114 (daily ed. Sept. 6, 1984) (Rep
Waxman explaining that the five-year exclusivityipd provided “the drug industry the
incentives needed to develop new chemical entjtie’a drug approved in an NDA is awarded
NCE exclusivity, no application for a generic versof that drug may even Bebmittedo the

FDA until five years after the NDA'’s approval (usethe generic application contains a
challenge to the innovator’s patent or patentsyhich case it may be submitted after four years).
21 U.S.C. 8 355(j)(5)(F)(ii).

The Hatch-Waxman Act created a shorter excluspiyiod for changes to a previously
approved drug: It confers three years of exclugioit a sponsor who submits one or more new
clinical studies supporting a change in the coadgiof use of an approved product, so long as
FDA considers the studies to have been essentiigl &pproval of the change. 21 U.S.C.

88 355(¢)(3)(E)(ii)), (j))(B5)(F)(ii). This lessaxclusivity precludes only thepprovalof a

generic application, meaning that an ANDA may bensitted and reviewed by the agency at
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any time during the three-year periodompare21 U.S.C. 88 355(c)(3)(E)(ii), (j)(5)(F)(iwith
21 U.S.C. 88 355(c)(3)(E)(iii), (j)(5)(F)(iiiy:
Il. FACTUAL BACKGROUND

A. Approval of Ferring’s NDA for PREPOPIK

Ferring’s PREPOPIK is a low-volume, pleasant-t@sftormulation designed for
cleansing the colon as a preparation for colonogaopdults. A.R. 201. PREPOPIK is a fixed-
dose combination drug product, meaning that it @iosttwo or more active ingredients
combined in a single dosage form. PREPOPIK costidiree active ingredients: sodium
picosulfate, magnesium oxide, and anhydrous dirid® Sodium picosulfate is a salt form of
the active component picosulfate, a stimulant lagatwvhich had never before been approved in
an NDA before Ferring submitted PREPOPIK for apptoWd. The other two active ingredients
in PREPOPIK had previously been approved in otHeASsI Id.

FDA approved PREPOPIK in July 201®1. Normally, when presented with a
combination drug product, the agency would haveired “factorial studies” from the applicant
manufacturer. Factorial studies are used to etalinr@ individual contribution of each
substance to the drug product’s overall efficagyR. 69-70. But FDA did not require factorial

studies to evaluate PREPOPIK’s individual composieeparately. That is because sodium

2 The difference between five-year exclusivity d@nbe-year exclusivity is even greater when
taking into account the operation of the associ@t&donth regulatory stay. If the RLD sponsor
timely files patent litigation against the geneapplicant, a regulatory stay arises during which
time FDA may not approve the generic applicati@d.U.S.C. 88 355(c)(3)(C); (j)(5)(B)(iii).
Under three-year exclusivity, a 30-month stay begin the date that the RLD sponsor receives
notice from the generic sponsor that FDA has aeckfur review the generic applicatiord.
As a result, the regulatory stay may begin to nunng) the three-year exclusivity period and
expire shortly after it expires. By contrast, unfiee-year exclusivity, the regulatory stay runs
until seven-and-one-half years following approviaihe RLD, effectively adding 30-months at
the end of the complete five-year exclusivity pdri1 C.F.R. 8 314.107(b)(3)(B).
® Magnesium oxide and anhydrous citric acid reaetater to form magnesium citrate, an
osmotic laxative.

4
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picosulfate—PREPOPIK’s novel active ingredient—was suitable as a single-ingredient drug
for use as a colon cleanser; its therapeutic beisafalized in combination with the other
components. A.R. 70. As aresult, FDA determitied single-ingredient clinical trials of
sodium picosulfate would raise “serious ethicalagns.” A.R. 69-70. In other words, FDA
could neither review nor approve that active inggatias a single-entity produdét.Id.

B. FDA's Determination of the Exclusivity Period for PREPOPIK

Ferring developed PREPOPth theexpectation that sodium picosulfate, as a novel
active ingredient, would be awarded five years @B\exclusivity. Ferring thus requested five
years’ exclusivity at the time it submitted its NBéxr PREPOPIK.  But FDA did not award
Ferring NCE exclusivity: instead, the agency ttuk position that PREPOPIK was ineligible
for five-year exclusivity becauseatso contained two other active ingredients that had
previously been approved by FDA. A.R. Z0BDA’s decision was based on its then-policy that
a fixed-dose combination drug product is not egditio NCE exclusivity unlesal of its active
ingredients are novel. A.R. 210-11.

FDA grounded its decision in an “informal” letterthe industry in 1988 suggesting that
“[a] drug product will . . . not be considered &mchemical entity’ entitled to five years of
exclusivity if it contains a previously approvediae moiety, even if the particular ester or salt
.. . has not been previously approved.” A.R. 32R. 204-05. The “informal” letter did not
specifically address application of the NCE exalitgirules to fixed-dose combination drug

products. A.R. 322-27.

* SeeExhibit 2, NDA 202535, Summary Review at 49ailable at
www.accessdata.fda.gov/drugsatfda_docs/nda/20128502ig1s000SumR. pdf

®> See alsdxhibit 3, NDA 202535, Administrative and Correspgence Documents, Exclusivity
Summary at 2available at
www.accessdata.fda.gov/drugsatfda_docs/nda/2012851xig1s000Admincorres.pdf

® Ibid.

5
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The agency thus granted PREPOPIK only three-yedusixity. A.R. 64. FDA’s
decision not only reduced exclusivity for sodiurogsulfate by two years; it also meant that
generic manufacturers could submit ANDAS contairtimg same active ingredient during that
shortened exclusivity period.

C. Ferring’s Challenge to FDA’s Exclusivity Determination

In January 2013, Ferring submitted a Citizen Retitequesting that FDA amend the
exclusivity award for PREPOPIK from three to fiveays. A.R. 62-96. Two other companies
also submitted similar Citizen Petitions asking Fidfaward five-year exclusivity for drug
products that similarly combined novel and previgiagpproved ingredients: Gilead Sciences,
Inc. submitted a Citizen Petition in January 20a8STRIBILD®, A.R. 97-142, and Bayer
HealthCare Pharmaceuticals, Inc. submitted a @itietition in April 2013 for NATAZIA.

A.R. 143-59. Collectively, the petitioners argubkdt Congress unmistakably intended to award
NCE exclusivity to drugubstancesot tofinished drugproducts A.R. 62-159. There is a
meaningful difference between the two terms. Agdioductis a finished dosage form that
contains one or more drug substances, often alathgother ingredients. A drugubstance
usually is comprised of an active ingredient ineohtb furnish pharmacological activity. An
active ingredient, in turn, is comprised of a tlpenatically active component, either as a base

molecule or as some other closely related formh sisca salt or ester.

~y DRUG PRODUCT
—  (Prepopik)

| DRUG SUBSTANCE
sodium picosulfate —
magnesium oxide
-anhydrous citric acid

ACTIVE COMPONENT .~

picosulfate
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The word “drug” in the FDCA expressly can meanaesittirugproductor drugsubstance
See?21 U.S.C. § 321(g)(1) (offering multiple definit®of “drug,” including both finished drug
products and “articles intended for use as a compoof’ such drug productd).S. v. Generix
Drug Corp, 460 U.S. 453, 459-460 (1983) (“drug,” as useBOCA, includes both active
ingredients and drug products).

In their Citizen Petitions, the petitioners expé&drthat in the context of the FDCA'’s
exclusivity provision, exclusivity attaches to aud,” which in context plainly means a “drug
substancelike sodium picosulfateld. The petitioners pointed out that the statutontesece at
issue, found in 21 U.S.C. 8 355())(5)(F)(i®ef suprat 3), uses the word “drug” twice—the
second time using “the” drug, to explicitly refeadk to the original “a” drug—and that FDA has
long interpreted the second reference to “drughe&an “drug substanceld. And the
petitioners likewise pointed out that FDA has elsexe long recognized that NCE exclusivity
attaches to the drugpbstancenot the drug product, such that exclusivity tiaweith the drug
substance to other drug products containing theeshmg substance developed by the same
sponsor.ld. And because exclusivity travels with the drug saihse, petitioners further
explained, that in turn meant tlsamefixed-dose combination drugs can obtain exclugitar
their novel active ingredients—so long as thoseshingredients are approved as part of a
singleingredient product first.1d. The petitioners pointed out that the agency’sriméal policy
on fixed-dose combination drug products therefoas @arbitrary; it placed undue importance on
the order in which such drug products are approgidive to single-ingredient drug products.
Id.

FDA issued a consolidated response to the thre@aoi@s’ Citizen Petitions in February

2014. A.R. 829. Defending its interpretation lod statute, FDA candidly acknowledged that it



Case 1:15-cv-00802-RC Document 20-1 Filed 07/23/15 Page 14 of 36

construed the operative word “drug” later in theywsame sentence to refer to a drug substance,
not a drug product—nbut the agency neverthelessdrthat it was “permissible to interpret the
same word in two different clauses to mean diffetbimgs.” A.R. 209.

However, FDA agreed with the petitioners that therey’s previous position on
exclusivity “may place undue importance on the ordevhich . . . NDAs are approved.” A.R.
214. And the agency acknowledged that the stratéggeking approval of a single-ingredient
product before a fixed-dose combination productymat be available if a new active moiety
does not clinically lend itself to approval in agle-entity drug.”ld. Moreover, FDA conceded
that its previous position—that a drug productmd qualify for five-year NCE exclusivity
unlessall the ingredients were new—“may result in drug depelent strategies that are
suboptimal from a public health perspective.” AZR3. Id.

FDA thus concluded that changing its position wadesirable as a matter of policy.” A.R.
215. Accordingly, FDA issued a draft guidance doentrabandoning its previous position on
exclusivity. FDA explained that under the agenayesv policy, “a drug substance containing no
previously approved active moiety would be eligifie 5-year NCE exclusivity even when such
a drug substance is approved in a fixed-combinatibim another drug substance containing one
or more previously approved active moietie&l!

There is no dispute that PREPORHisfies this standard: neither picosulfate naliLsn
picosulfate has previously been approved by FDAwitbstanding that the two other active
ingredients in PREPOPIK (magnesium oxide and ardualcitric acid) have previously been
approved. FDA refused, however, to apply its neterpretation to PREPOPIK (or to Bayer’s or

Gilead’s drugs). A.R. 215. Instead the agencyaded that it would apply its new
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interpretation—that is to say, terrectinterpretation—only to NDAs that were not yet
approved. A.R. 215.

D. FDA’s Refusal to Reconsider its Exclusivity Deterrmation for PREPOPIK

Ferring requested that FDA reconsider its deniahefCitizen Petition and decision not
to grant PREPOPIKve years of exclusivity. A.R. 001-42. As Fegiexplained, FDA’s
position treats similarly situated applicants diietly, artificially distinguishes between
applicants whose NDAs were approved before FDA nitgddecision and those whose
applications were pending or not yet submitted, @herwise constitutes arbitrary and
capricious conduct. A.R. 001-42. FDA denied Fgy's request for reconsideration. A.R. 832-
42. That same day, FDA finalized a guidance docurmatlining the agency’s new,
“prospective’-only application of the five-year dxsivity provision. A.R. 217-27.

PREPOPIK thus still remains protected only by tleaker, three-year exclusivity period.
And the generic market has noticed: In Januaryp26#&rring received notice from Par
Pharmaceutical, Inc. that it had filed an ANDA segkpermission to market a purported generic
version of PREPOPIK.

ARGUMENT

A court “shall . . . hold unlawful and set asidgeacy action, findings, and conclusions
found to be arbitrary, capricious, an abuse ofrdigan, or otherwise not in accordance with law.”
5U.S.C. 8 706(2)(A). “[W]hen a party seeks revieiiagency action under the APA, the district
judge sits as an appellate tribunal. The entise @ review is a question of lawAm.
Bioscience, Inc. v. Thompsa69 F.3d 1077, 1083 (D.C. Cir. 2001) (internadigtion marks
and citation omitted). Summary judgment in a saitler the APA thus “serves as a mechanism

for deciding, as a matter of law, whether the adstiative record supports the agency action
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and whether the agency action is consistent wehAfRA standard of review Int'l Swaps &
Derivatives Ass’'n v. CFT,B87 F. Supp. 2d 259, 266 (D.D.C. 2012) (citabomtted).

Agency action is routinely set aside as unlawfhérve it violates a statuteSege.qg,
Bennett v. Donovard F. Supp. 3d 5, 13 (D.D.C. 2013). An agency alsts arbitrarily and
capriciously in violation of the APA when it viokd its own regulation®&rock v. Cathedral
Bluffs Shale Oil Cg 796 F.2d 533, 536 (D.C. Cir. 1986) (“It is axiatie that an agency must
adhere to its own regulations.” (citations omitjedhnd agency action is arbitrary and
capricious when it treats similarly situated partdfferently without adequate explanatic®ee
Bracco Diagnostics, Inc. v. Shalal@63 F. Supp. 20, 27 (D.D.C. 1997).

FDA fails all of these tests. First, FDA violatde FDCA'’s plain language by failing to
recognize the five years of NCE exclusivity the st confers on the sodium picosulfate.
Second, FDA failed to follow its own NCE regulatjomhich makes clear that NCE exclusivity
attaches to the drugybstancenot the drugproduct And third, the agency acted arbitrarily and
capriciously when it treated similarly situatediges differently. Under FDA's view, a novel
active ingredient is eligible for NCE exclusivithyit is first approved as part of a single-entity
NDA, but not if it is first approved as part ofizadd-dose combination drug product containing
other, previously-approved active ingredients. Ander FDA'’s viewpendingNDAs receive
the benefit of the correct interpretation of thetste;approvedNDAs suffer the consequences of
FDA'’s erroneous old reading.

l. FDA'S DECISION VIOLATED THE FDCA.

FDA's refusal to grant PREPOPIK five-year exclusiwas based on the agency’s

position that if any of the active ingredients idragproducthave previously been approved,

the product as a whole is ineligible for five-yeaclusivity. A.R. 199-215. The agency has

10
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now rescinded that position, applying what Ferang others have maintained all along is the
correct interpretation of the governing statuteit BDA refused to apply that new—correct—
interpretation to PREPOPIK. That was error; FDAd interpretation ran afoul of the statute.

The FDCA makes clear that if any dreigbstancecontains a novel active component,
that drug substance is eligible for NCE exclusiataen if the drugproductalso contains other,
previously approved active components. Becaus&'$-Bld interpretation does not comport
with that statutory command, the agency cannotudypersist in applying that impermissible
(and now rescinded) interpretation to PREPOPIK.

The two steps oChevronare old hat. “First, always, is the question keetCongress
has directly spoken to the precise question aeis€thevron, U.S.A., Inc. v. Natural Resources
Def. Council, Inc.467 U.S. 837, 842 (1984). To determine Congraagesit, a court is charged
with “employing traditional tools of statutory cdnsction,” including evaluation of a statute’s
“text, structure, purpose and historiAéarth, Patio & Barbecue Ass’'n v. U.S. Dep’t of Eye
706 F.3d 499, 503 (D.C. Cir. 2013) (citations oedt “If the intent of Congress is clear, that is
the end of the matter; for the court, as well &abpency, must give effect to the unambiguously
expressed intent of Congres€hevron 467 U.S. at 842-43.

It is only when the statute is ambiguous or leayagss for the agency to fill that a court
moves on tcChevronStep Two, where the question becomes whethergdecg's interpretation
is “based on a permissible construction of theustdt Chevron 467 U.S. at 843. A court only
defers to an agency’s permissible interpretatiotienrStep Two “if the agency has offered a
reasoned explanation for why it chose that inteégbi@n.” Amarin Pharms. Ireland Ltd. v.
F.D.A, No. 14-cv-00324 (RDM), --- F. Supp. 3d ---, 20045 3407061, at *17 (D.D.C. May 28,

2015) (citation omitted). “This analysis overlapgstantially with the APA'’s ‘arbitrary and

11
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capricious’ inquiry,” because “[w]hether a statigeinreasonably interpreted is close
analytically to the issue whether an agency’s astionder a statute are unreasonabld.”
(alteration in original) (citations omitted).

Even under Step Two, the reasonableness of anygenstruction “depends on the
construction’s “fit’ within the statutory languages well as its conformity to statutory purposes.”
Abbott Labs. v. Youn®20 F.2d 984, 988 (D.C. Cir. 1990ee also Council for Urological
Interests v. BurwellNo. 13-5235, --- F.3d ---, 2015 WL 3634632, at(E8C. Cir. June 2, 2015)
(“our deferential analysis und@hevronstep two is limited to determining whether the
regulation is rationally related to the goals af 8tark Law” (citation omitted))fan Hollen v.
F.E.C.,No. 11-0766 (ABJ), --- F. Supp. 3d ---, 2014 WL58840, at *5 (D.D.C. Nov. 25, 2014)
(underChevronStep Two, challenged interpretation “must alsadsted against the policy that
[the statute] was intended to advance”).

A. FDA's Interpretation Fails Under Chevron Step One.

Like many federal statutes, the FDCA'’s provisiorns @mplex and detailed. But that
does not render them ambiguous; for once the reledetails are unpacked, it is clear that
Congress plainly intended that a dsudbstancevould be entitled to five-year exclusivity if & i
based on a novel active ingrediesg, sodium picosulfate, whose active componert,
picosulfate, had never previously been approvBecause the text, structure, and purpose of the
statute itself leave no room for ambiguity, thisea governed b§hevronStep One.

First, a refresher on the text of the statute: FREA sets forth eligibility for the five-
year exclusivity period and specifies which subseqapplications will be blocked pursuant to
that grant of exclusivity:

If an application submitted under subsection (khef section foa drug no
active ingredient (including any ester or salthef aictive ingredient) of which has

12
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been approved in any other application under stiose®) of this section, is

approved after September 24, 1984, no applicatiay Ime submitted under this

subsection which refers tbe drugfor which the subsection (b) application was

submitted before the expiration of five years frthra date of approval of the

application under subsection (b)....

21 U.S.C. § 355())(5)(F)(ii) (emphases addesde als®21 U.S.C. § 355(c)(3)(E)(ii) (analogous
provision for 505(b)(2) NDAs). The word “drug” aggrs twice in this provision: first in the so-
called “eligibility” clause (because it defines wilgeligible for exclusivity), and again in the-so
called “bar” clause (because it defines what isdzhby that exclusivity). The key question is
what the statute’s first reference to “drug”—tleedrud’ in the eligibility clause—means in the
context of the statute. Did Congress intend terrieere to a drugubstancglike sodium
picosulfate? Or to the entire completed dpugduct like PREPOPIK?

The answer depends on context. Congress expsgsstyfied in the relevant definitional
section of the FDCA that the word “drug” can medfedent things, all depending on the
statutory context in which the word is deploye8ee21 U.S.C. § 321(g)(1) (offering multiple
definitions of “drug,” including both finished drygroducts and “articles intended for use as a
component of’ such drug productg).S. v. Generix Drug Corp460 U.S. 453, 459-460 (1983)

("drug,” as used in FDCA, includes both active edjents and drug products). And so for

present purposes, the word “drug” can mean eittherg‘ substance” or “drug product,” again

’ The fact that the word “drug” can have multipleamiegs in the statute does not convert this
case into £hevronStep Two caseSee, e.gAmarin Pharms. --- F. Supp. 3d ----, 2015 WL
3407061, at *10 (“This analysis may sound kkkeevronstep two because the term ‘active
ingredient’ is ambiguous in some applications, bagerChevronstep one, where the text and
reasonable inferences from it give a clear ansgainat the government . . . that. . . is the end of
the matter.”) (quotations omittedhee alscA.T. Massey Coal Co v. Hollapd72 F.3d 148, 160
(4th Cir. 2006) (“[W]e do not deny that in the albst, the word ‘reimbursements’ can have
several meanings, [but] ‘[rleimbursements’ as usezb U.S.C. § 9704(b)(2) has a statutory
context and historical context, and both reveatifoum and precise meaning of the term”
(citation omitted)).

13
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depending on where and how the word is deploye¢darstatute.See als®.R. 831 (conceding
that the word “drug” in the FDCA can mean eitherutgl substance” or “drug product”).

FDA'’s denial of five-year exclusivity to PREPOPIKaw/based on the agency’s assertion
that thefirst reference to drug in the statute— tlaedirug” to which the secondthe drug”
refers—means “drugroduct” not “drug substance.But FDA'’s interpretation is inconsistent
with basic principles of statutory construction.

To begin with, the two appearances of “drug” in pinevision have to mean the same
thing. The first reference is tatirug”; the second is to the definite articte€ drug.” When a
definite article (“the”) precedes a noun, it signtdat the noun has been introduced bef&ee
Work v. United States ex rel. McAlester-Edwards|@ma, 262 U.S. 200, 208 (1923) (use of
definite article “the” shows Congress’ intent tdereback to the appraisement referenced earlier
in the same sentence).

And it is undisputed between the parties thatst@ndime the word drug” is used in
that very same provision, the word means duigstancenot drugproduct. In its Citizen
Petition Response, FDA effectively admitted thademits so-called “umbrella policy,” the
agency has long interpreted the word “drug” ingteutory bar clause as a drug substance, not a
finished drug product. A.R. 209. FDA’s umbrelialipy, which interprets theecond'drug” in
the same statutory sentence at issue here, reesghat NCE exclusivity attaches to the drug
substance, not the drug produ&tee, e.g 54 Fed. Reg. 28872, 28897 (July 10, 1989). And
FDA has acknowledged that this interpretation aftig} as meaning “drug substance” under the
umbrella policy is based on clear Congressionahintid.

That means the first “drug” — the “a” drug — muséan drug substance, too. When

Congress uses the same word in close proximitysiataite—here, in the exact sasemtence-

14
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it should be afforded the same meaniBgown v. Gardner513 U.S. 115, 118 (1994)
(recognizing that the “presumption that a givemtés used to mean the same thing throughout a
statute” is “surely at its most vigorous when artés repeated within a given sentence” (internal
citation omitted)).See also Lewis v. Philip Morris InB55 F.3d 515, 536 (6th Cir. 2004) (“[I]t
would take an extremely strong showing of Congossdiintent to defeat the conclusion that the
first use of the word ‘customer’ in the same secgetarries the same meaning.”). This is
particularly true where, as here, the word is iiced as “a” thing and later referred back to as
“the” thing. United States. v. WilcoX487 F.3d 1163, 1176 (8th Cir. 2007) (“use ofdlénite
article indicates that ‘the victim’ who may be réiansed is the victim described at the beginning
of the subsection”)Nat’l Foods, Inc. v. Rubir®36 F.2d 656, 660 (2d Cir. 1991) (“ ‘the court’
referred to the second time in sub-paragraph (@)ldhbe the same one referred to the first
time”); Work 262 U.S. at 208 (use of definite article “thebsls Congress’ intent to refer back
to the appraisement referenced earlier in the smntence). And lest there be any doubt, the
statute specifically identifies the second drugtls drugfor which the subsection (b)

application was submittéd- which is the exact same description given talfiag.” The only
permissible interpretation of both uses of “drudpén, is that Congress intended in both
instances for the word “drug” to refer to “drug stdmnce.”

Moving beyond the word “drug,” the rest of the ssmie at issue also supports Ferring’s
interpretation. That sentence says the followingua the drug at issue: it is “a drugp active
ingredient (including any ester or salt of the actre ingredient) of whichhas been approved
in any other application . . . .” 21 U.S.C. 8 3%&()(F)(ii) (emphasis added). “Esters and salts
are molecules that form in chemical reactions wiherhydrogen atom of an acid molecule is

replaced by another substance. Esters and saltgmcally closely related to their parent acid

15
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molecules.” Amarin Pharms.--- F. Supp.3d ---, 2015 WL 3407061, at *1. Twdded language
above can be thought of to refer to an “active conent” of a drug—and the statute plainly asks
whether that active component has previously beenoaed by FDA. In other words,
exclusivity is intended to cover not just the agtimgredient that comprises the specific drug
substance at issue (the “drug”), but also closelsted variations of the active ingredient (such
as esters and salts). FDA recognized this intgmolning a new term, “active moiety,” in its
regulations to replace the bolded statutory phabexe. FDA's definition of “active moiety”
makes clear that minor variations on an activeadgmnt, such as salts and esters, should not be
entitled to NCE exclusivity.See21 C.F.R. 8§ 314.108(b) and (a).

In its reconsideration denial, FDA seized on theapl “an application submitted . . . for
a drug” to argue that “applications are typicalljpmitted for drug products, not drug substances.”
A.R. 840. This argument—that FDA approves onlystied drug products, not active
ingredients—is inconsistent with the statute itseliich makes express reference to an active
ingredient being approved in the very same sente@&dJ.S.C. 8§ 355())(5)(F)(ii) (“no active
ingredient . . . of which has been approved inrfarpapplication”). It also has been rejected by
both this Court and the Tenth Circuit. In his r@o®marin decision, addressing the “no active
ingredient of which has been approved” languagggduMoss noted that “[i]t is not correct . . .
to say that the FDA does not approve ‘active ingnet@’ when it approves drugs or drug
products.” See Amarin Pharms:-- F. Supp. 2d ---, 2015 WL 3407061, at *14.tHea:

At times, the FDCA refers to the approval of “drrigsee, e.g.21 U.S.C.

8 355(j)(6); at times, it refers to the approvatadtive ingredients,see, e.g., id

at 8 355())(3)(E)(v) (referring to drugs which “inde an active ingredient . . .

that has been approved.”). Most frequently, inclgdn the provisions at issue in

this case, the statute suggests that it is thednag application, or NDA, that is

subject to “approval.5ee21 U.S.C. 88 355(c)(3)(E)(ii), 355()(5)(F)(ii) - . It
does not require a substantial leap to conclude thathe FDCA contemplates

16
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that “active ingredients,” as well as drugs, mayh®esubject of the FDA'’s
approval.

Id. (citation omitted). The Tenth Circuit has agreexplaining that “it is evident from 8§ 355 that
approval of active ingredients is integral to tiverall new drug approval proces?harmanex
v. Shalala 221 F.3d 1151, 1156 (10th Cir. 2000) (citationtesd).

Congress also used similar or identical languagel(lig, no active ingredient . . . of
which”) numerous other times in the FDCA. In altlone cas&FDA has interpreted this
language to mean “a drug substance no active mofetyich has been approved,” even if that
drug substance is first approved in a fixed-doselipation product. Accordingly, FDA has
applied these provisions to cover fixed-dose coatimn drug products, such as PREPOPIK,
that contain a novel active ingredient in combimatvith a previously-approved one. These
include:

» Referral to an advisory committee (21 U.S.C. 8§ 35§)): In this provision, Congress
said: “Prior to the approval of a drug active ingredient (including any ester or salttbe
active ingredient) of which has been apprdviadan NDA or biologics license application, FDA
must either refer the drug to an FDA advisory cotteri for review prior to approval or must
state in the approval letter its reasons for nohglso. 21 U.S.C. 8§ 355(s) (emphasis added).
This safety provision springs from the risks ass@ma with new active ingredients. The extra
risks of a new active ingredient are no less whespansor combines them in a fixed-dose

combination with a previously-approved moiety. Hmat reason, FDA typically has applied this

® The only exception is the statutory provision gousg tropical disease priority review
vouchers (21 U.S.C. § 360(n)). FDA took the positihat this provision did not apply to fixed
drug combination products in a 2008 Draft Guidathceument that never was finalize&tee
Exhibit 4, Draft Guidance for Industry, Tropical Disease Ritg Review VouchefOctober
2008) at 6-7. FDA does not appear to have evelieapthis interpretation to deny a priority
review voucher to a fixed dose combination drugdpich.
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provision to fixed dose combination products thahtain both new and previously-approved
active ingredients — including PREPOPIK.

* Posting of review documents (21 U.S.C. 8§ 355(I))This provision requires that FDA
publish on its website the review documents foN&A not later than 30 days after approval of
“a drug no active ingredient (including any estersait of the active ingredient) of which has
been approvedh any other [NDA] . ...” 21 U.S.C. 8 355(1)(2)(i) (emphasis added). FDA
has interpreted this language to require timelylipydmsting of approval documents for all drug
products that contain new active ingredients, efieed dose combination products that also
contain previously approved active ingrediefits.

» Rare pediatric disease priority review vouchers 21J.S.C. 8§ 360(ff): To be eligible
for a priority review voucher, a rare pediatricadise product application must be fodau . . .
that contains no active ingredient (including arsfeg or salt of the active ingredient) that has
been previously approvad [an NDA].” 21 U.S.C. 8§ 360(ff)(4)(A)(i)) (emmsis added). FDA
does not require that all active ingredients be mewarder to fall within the statutory language.
SeeExhibit 6, Draft Guidance for Industry, Rare Pediatric DiseaBgority Review Vouchers
(Nov. 2014).

Congress clearly intended all of these provisiengdply to fixed-dose combination drug
products, because to exempt them would create @ dpaug in the drug approval procegdl new
ingredients, for example, must be held up to heigéd safety standards, regardless of whether

the FDA is examining them for the first time in qamction with another previously approved

® For that reason, FDA specifically noted in the $arny Review for each drug the reasons why
the agency did not convene an advisory committetinge See, e.gExhibit 5, NDA 202535,
Approval Letter at 2available at
www.accessdata.fda.gov/drugsatfda_docs/nda/2012BB502ig1s000Approv.pdf

19 Consistent with this provision, the review docutseéor PREPOPIK were posted by FDA on
August 3, 2012.
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ingredient. Thus, when Congress used the “drugatiwe ingredient (including any ester or salt
of the active ingredient) of which” language ingbeother places, it plainly intended to include
fixed-dose combination drug products. There iseason to believe that Congress intended a
different meaning in the particular NCE exclusivapvision at issue hereésee F.D.A. v. Brown
& Williamson Tobacco Corp529 U.S. 120, 133 (2000) (recognizing the “fuméatal canon of
statutory construction that the words of a statotist be read in their context and with a view to
their place in the overall statutory scheme”). Beding the development of a novel active
ingredient with NCE exclusivity goes hand in hanthwhe heightened safety measures
Congress has required of FDA: it is costlier to dastrate the safety and effectiveness of a
novel active ingredient.

When read in light of the text, structure, and pggof the FDCA, the statute compels
the conclusion that exclusivity attaches to drugstances and the active ingredients thereof, not
to finished drug products. PREPOPIK is entitledite-year NCE exclusivity.

B. FDA's Interpretation Fails Even Under Chevron Step Two.

Although this case should be resolved urdeevronStep One, FDA's statutory
interpretation also fails even under the more len&tep Two. For if any interpretation of the
agency is entitled to deference under Step Tws tite interpretation reflected in FDA'’s formal
regulations.See Fox v. Clintqr684 F.3d 67, 76 (D.C. Cir. 2012) (regulationsmuégated
through formal notice and comment rulemaking esditio more deference than other agency
interpretations)Barrick Goldstrike Mines, Inc. v. WhitmaR60 F. Supp. 2d 28, 36-37 (D.D.C.
2003) (agency’s interpretation that is inconsisteiti its own regulations is invalid). And

FDA'’s formal regulations interpret the statute éixact same way Ferring does.
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In 1994, FDA finalized a comprehensive set of ragahs implementing the Hatch-
Waxman Act. These regulations—promulgated by fdmoéice-and-comment rulemaking—
supersede any prior informal pronouncements byagfeacy on NCE exclusivity. Among those
regulations was one intended to help the agencyrangdublic decide which applications are
eligible for 5-year exclusivity and which applicats will be “blocked” by that exclusivity:

If a drug product that contains aew chemical entitywas approved after

September 24, 1984, in an application submittectusdction 505(b) of the act,

no person may submit a 505(b)(2) application oredbted new drug

application under section 505(j) of the actdodrug product that contains the

same active moiety as in the new chemical entifgr a period of five years

from the date of approval of the first approved riewg application].]
See2l C.F.R. § 314.108(b)(2) (emphases added). ddndation coined two new terms not
present (and thus not defined) in the statutefitdsdw chemical entity” and “active moiety.”
The agency defined “new chemical entity” to meardfug that contains no active moiety that
has been approved by FDA in any other applicatidmstted under 505(b) of the [A]ct.Id.
§ 314.108(a) (emphasis addet).And FDA defined “active moiety” to mean a “malge or ion,
excluding those appended portions of the moletdedause the drug to be an ester, salt ... or
other noncovalent derivative . . ., responsibletfigr physiological or pharmacological action of
the drug substance.ld.

Putting these definitions together, the regulatiakes clear that a drygoduct

containsthe new chemical entity (NCE) that is the subgctatutory exclusivity, and that the

1 EDA’s definition of new chemical entity clearly mors the critical statutory phrase “a drug,
no active ingredient (including any ester or séthe active ingredient) of which has been
approved in any other application under subsedbyiof this section....” 21 U.S.C. §
355())(5)(F)(ii). In other words, the “a drug” the statute and the “a drug” in FDA’s definition
of “new chemical entity” must refer to the samenthi
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NCE is comprised of the active moiety that mustpretiously have been approvéd.
Accordingly, under FDA’s own regulations, an NCikg#le for exclusivity must contain no
previously approved active moiety. To the extérg Court even gets ©©hevronStep Two, it is
this interpretation—promulgated through formal miéking—that is entitled to deference, not
the agency’s ad hoc interpretation set forth irCits&zen Petition Responsdarrick Goldstrike
Mines 260 F. Supp. 2d at 36-37 (agency’s interpretatian s inconsistent with its regulations
is invalid).

FDA may argue that it used to read its regulatidiec:ntly—that the phrase “new
chemical entity” meant “drugroductthat contains no active moiety”—and that its (now
superseded) interpretation is entitled to judidefierence.SeeA.R. 221. But FDA'’s position
results in a tortured reading of the regulatioh:néw chemical entity” means “drygroductthat
contains no active moiety,” then the regulatiomaghole would read: “If a drug product
contains a drug product that contains no activeetyai. . .** See21 C.F.R. 8§ 314.108(b)(2)
and (a). Judicial deference to an agency’s inetgpion of its own regulation is not warranted
where the interpretation is nonsensicaler v. Robbins519 U.S. 452, 461 (1997). Noris it
warranted where the regulation is clear on its.faéardebring v. Jenkins185 U.S. 415, 430
(1988) (agency’s interpretation receives no defegemhere an “alternative reading is compelled
by the regulation’s plain language¥ee also Pfizer, Inc. v. Heck|et35 F.2d 1502, 1509 (D.C.

Cir. 1984).

2 This interpretation is analogous to the conceptuag product, drug substance, and active
component explained in Argument l.8ypra
3 In contrast, if “new chemical entity” means “drsigbstancehat contains no active moiety,”
then the regulation as a whole would much morechdlyi read: “If a drug product contains a
drug substance that contains no active moiety”. . .

21



Case 1:15-cv-00802-RC Document 20-1 Filed 07/23/15 Page 28 of 36

But there is another reason that FDA'’s informé&dipretation cannot stand. Because the
agency has offered several different inconsistetetrpretations of the statute, its (now
superseded) interpretation is entitled to conslilgress deferenceSee I.N.S. v. Cardoza-
Fonseca480 U.S. 421, 446 n.30 (1987) (“An agency intetation of a relevant provision
which conflicts with the agency’s earlier inter@igbn is ‘entitled to considerably less deference’
than a consistently held agency viewguéting Watt v. Alaskal51 U.S. 259, 273 (19819ee
also Prevor v. F.D.A 895 F. Supp. 2d 90, 97 (D.D.C. 2012) (same)e ddency has now
offered three interpretations of the statute: ionés regulations, one in defending its prior
policy, and another in announcing the new poligyvo of those interpretations—in the formal
regulations, and now—support Ferring’s constructidhere is no particular reason to defer to
the third, other than it helps the agency win gasticular lawsuit. FDA's prior interpretation of
the statute reflects a “bewildering statutory exggre-one [that] cannot be affirm[ed] even under
Chevron’s deferential standard of reviewCouncil for Urological Interests-- F.3d ---, 2015
WL 3634632, at *9.

FDA also has argued that its erroneous interpoetathould be given deference because
it was the long-standing practice of the agency®.A&15, but “age is no antidote to clear
inconsistency with a statute, and the fact, aghat, [the interpretation] flies against the plain
language of the statutory text exempts courts faognobligation to defer to it.Brown 513 U.S.
at 122 (citations omitted). And of course, evedenChevronStep Two, an agency’s
interpretation must “be tested against the poliat {the statute] was intended to advancéah
Hollen, --- F. Supp. 3d ---, 2014 WL 6657240, at *5 (ages interpretation failed under
ChevronStep Two)Prevor v. F.D.A 9 F. Supp. 3d 125, 137-39 (D.D.C. 2014) (findihat

FDA's interpretation of an FDCA provision failedder ChevronStep Two). Congress
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unmistakably intended to provide NCE exclusivityonder to encourage drug companies to
research and develop new drug substances. A.R13R1Cong. Rec. H9114 (daily ed. Sept. 6,
1984) (Rep. Waxman explaining that the five-yearesivity period provided “the drug industry
the incentives needed to develop new chemicaliesitit Abbott Labs.920 F.2d at 985
(observing that Congress created NCE exclusivityeticourage innovation in the drug
industry . . . while protecting consumers from ugdugh prices by refusing to give a long
period of market exclusivity to drugs which reqdir® new research effott(emphasis added)).
That purpose is contravened if NCE exclusivityesigd to fixed-dose combination products
containing a new active ingredient. Such produot¥niably require a significant investment in
research, and they provide real benefits to patielitdoes not and should not matter under the
statute whether the active ingredient is approvedeaor in combination with other, older active
ingredients. FDA's analysis fails even un@revronStep Two.

Il. FDA'S REFUSAL TO AWARD FERRING FIVE-YEAR EXCLUSIVIT Y
VIOLATED ITS OWN REGULATIONS.

“It is axiomatic that an agency must adhere tovs regulations.”Brock 796 F.2d at
536. Administrative agencies “may not violate thewvn rules and regulations to the prejudice
of others.” Battle v. F.A.A 393 F.3d 1330, 1336 (D.C. Cir. 2005) (citationitbed). And yet
that is exactly what FDA has done here.

As we have explainedupraat 1.B, FDA’s own regulations make clear that Fegris
entitled to five-year NCE exclusivitySee21 C.F.R. § 314.108(b)(2). FDA'’s regulations gppl
to a “drug product that contains a new chemicaty¥rand define “new chemical entity” to
mean “a drug that contains no active moiety thatbeeen approved by FDA in any other
application submitted under 505(b) of the [A]ctd. § 314.108(b)(2) and (a). In other words,

the finished drug product contains the protectesW‘chemical entity,” which in turn is
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comprised of the active moiety that must be noWA'’s regulation, by its plain terms, thus

attaches NCE exclusivity to the drug substancethetrug productld. § 314.108(b)(2).

FDA's tortured (alternative) interpretation of de/n regulation—that the phrase “new
chemical entity” means “drug product that containsactive moiety’—merits no deferencBee
supraat 1.B. Under FDA'’s own regulations, fixed-dogembination products that contain more
than one drug substance are entitled to NCE exatysio long as one of those drug substances
is comprised of a novel active moiety. PREPOPIK fitis statutory and regulatory bill. It

should have received five-year exclusivity.

Because FDA’s now-cast-off interpretation of thEeEexclusivity provision ran afoul of
the agency’s governing statute, it weeverreasonable—and because it was never reasonable,
and always in error, it cannot continue to applf#éoring and the handful of other sponsors in
Ferring’s position.

[l FDA ACTED ARBITRARILY AND CAPRICIOUSLY BY TREATING
SIMILARLY-SITUATED PARTIES DIFFERENTLY.

It is a fundamental rule of administrative law that agency must treat similar cases in a
similar manner unless it can provide a legitimai@son for failing to do soBracco Diagnostics,
963 F. Supp. at 27-28 (citations omitted). “Goweent is at its most arbitrary when it treats
similarly situated people differentlyltl. (quotingEtelson v. Office of Personnel Mgn&84
F.2d 918, 926 (D.C. Cir. 1982)). “The disparasatment of functionally indistinguishable
products is the essence of the meaning of arbitmadycapricious.”Prevor, 895 F. Supp. 2d at
99. See alscnty. Of Los Angeles v. ShalalE92 F.3d 1005, 1022 (D.C. Cir. 1999) (“A long

line of precedent has established that an agenmnas arbitrary when the agency offer[s]
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insufficient reasons for treating similar situasadifferently.” (internal quotation marks and
citations omitted))Freeman Eng’g Assocs. Inc v. F.C.003 F.3d 169, 180 (D.C. Cir. 1997)
(remanding to agency to remedy inconsistent treatmdn order to justify treating similarly-
situated entities differently, an agency must “dar@than enumerate factual differences, if any,
between [one case] and the other cases; it mukiethe relevance of those differences to the
purposes of the [underlying law]Melody Music, Inc. v. F.C.C345 F.2d 730, 733 (D.C. Cir.
1965).

FDA has violated this basic maxim in two differevays. First, FDA'®Id interpretation
of the NCE statute arbitrarily treats PREPOPIKeat#htly than other fixed-dose combination
drug products, rendering it arbitrary and caprisiodnd second, FDA just as arbitrarily limited
its new and correct, interpretation of the statute to BAbmitted after the agency finalized its
new guidance.

A. FDA'’s Policy Results in Disparate Treatment of Simarly Situated Fixed-
Dose Combination Drug Products.

Under FDA'’s “umbrella policy,” if ssingle-entity drug product containing a new active
ingredient is approved before a fixed-dasenbinationdrug product containing the same active
ingredient, both products—the single-entity andadbmbination—receive the benefit of the five-
year NCE exclusivity.54 Fed. Reg. 28872, 28897 (July 10, 198Bis is true even when the
gap between approvals is measured not in year®oths, but in hoursld.

For example, EDARBYCLOR—a fixed-dose combinatgwaduct containing two
previously approved ingredients, azilsartan kameduk and chlorthalidone—received the
benefit of the five-year exclusivity FDA had awadde the same sponsor’s single-ingredient
azilsartan kamedoxomil less than a year earlieR. 808-09. FDA similarly extended five-year

exclusivity to the fixed-dose combination drug prodCOMPLERA (NDA 202123), which
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contained rilpivirine hydrochloride in combinatiavith two previously approved active
ingredients, because the agency had approved le-smggedient drug containing rilpivirine
hydrochloride several months earlier. A.R. 214€n.&ven more dramatically, FDA “first”
approved an NDA for the single-ingredient produBNA (alogliptin) in January 2013, and
thenlater that same dagpprovedwo NDAs containing alogliptin in combination witther,
previously approved ingredientSeeA.R. 907;see alsdExhibit 7, Letter from Curtis
Rosebraugh, FDA, to Takeda Pharmaceuticals U.$é. (Jan. 25, 2013) (stating that FDA was
“approving the single entity [product] first, bedoapproving the combination products”).
Because the single-entity product was approvedt;fiall three products received the benefit of
NCE exclusivity. In all of the foregoing casesthié order of the approvals had been reversed
and the fixed-dose combination drug product hadh lagg@roved just hours before the single-
ingredient productoneof the products would have been awarded NCE eitiysbecause

each would have contained a previously approvedeatgredient.

Unlike the sponsors in these examples, howdering could not game the timing of
agency approval for PREPOPIK. The new active idigret in PREPOPIK—sodium
picosulfate—is not suitable as a single-ingreddrng product. Indeed, FDA determined that
single-ingredient clinical trials for sodium picdfstie would raise “serious ethical concerns.”
A.R. 70;see alsdA.R. 214 (acknowledging that the strategy of segkipproval of a single-
ingredient product before a fixed-dose combinagiocoduct in order to ensure five-year
exclusivity for both products “may not be availalfla new active moiety does not clinically
lend itself to approval in a single-entity drug”).

Thus, under FDA’s old construction of the NCE dtata fixed-dose combination drug

never would benefit from five-year exclusivity t§inovel ingredients were ineligible for
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approval as a single-entity product. FDA'’s positputs undue weight on an irrelevant temporal
factor: the order in which a sponsor’s applicagiane approvedSee Abbott Lah®920 F.2d at
989 (finding “farfetched” and “fail[ing] to serveng conceivable statutory purpose” an
interpretation that would base the degree of exdgtygrotection a drug receives on the
sequence in which a sponsor’s applications arecapp).

FDA has utterly failed to present a rational expl#on for treating PREPOPIK
differently than other similarly situated fixed-dgosombination drug products. Indeed, the
agency has all but admitted that its earlier intetgiion of the statute was arbitrary on this point
“our current [now discarded] approach may placeugndportance on the order in which these
two NDAs are approved.” A.R. 213-214. That caraiténowledgment further dooms the
agency'’s old interpretationrSee Bracco Diagnostic863 F. Supp. at 28ransactive Corp. v.
United States91 F.3d 232, 237 (D.C. Cir. 1996)dependent Petroleum Assoc. v. BabBit,
F.3d 1248, 1259 (D.C. Cir. 1996).

B. FDA Acted Arbitrarily By Refusing to Apply The Corr ect Construction of
the Statute to Already-Approved Drugs.

FDA also acted arbitrarily and capriciously by dexgyFerring the benefit of the change
the agency put in place as a result of Ferringtz€n Petition. In announcing its change of
course, FDA expresshxcludedhe three drug products that had been the subjebeCitizen
Petitions, stating that they were ineligible faratment under the new policy, and that the policy
only applied to drug products approved after the faiealized guidance document issued. A.R.
215. FDA offered three explanations for this postt (i) first, its previous interpretation of the
statute had been “longstanding”; (ii) second, FD®&ickd to avoid “any unnecessary disruption
to regulated industry”; and (iii) third, FDA notédht “if the new interpretation were to be

applied to products for which ANDAs already havemdled, it could impose a burden on the
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ANDA sponsors, who relied on our existing interpt&tn in filing their applications.” A.R. 215.
None of these explanations survives scrutiny.

First, an erroneous interpretation of a statuteathe justified merely because it is long-
standing. Brown 513 U.S. at 122 (“A regulation’s age is no ant&dim clear inconsistency with
a statute.” (citations omitted)). And here, thaldnged agency interpretation was not even a
regulation; it was an informal policy that actuatiynflicted with the agency’s own (long-
standing) regulation. 21 C.F.R. § 314.108(b)(2anyone was justified in relying on a long-
standing interpretation of the statute, it was iRgrrwhich relied on an agency interpretation
promulgated through formal notice and comment ralang.

FDA'’s second and third explanations are just agyedispatched; the agency’s volte-
face caused no “disruption to regulated industnd placed no “burden” on ANDA filers.

There is nothing in the administrative record tggast that at the time FDA issued its initial
Citizen Petition Response, FDA had receiveatly ANDAS that sought to rely on PREPOPIK as
a reference listed dru§j.A.R. 21, 835. In other words, the record shdvesgare nothird

parties who relied on FDA'’s previous interpretatiand whose expectations would somehow be
“disrupt[ed]” or otherwise “burden[ed],” by FDA avng at the correct interpretation of its
statutory charge. A.R. 21, 835.

FDA attempted to sidestep this problem by assettiagFerring had not “conclusively
establish[ed] that no sponsor has undertaken dajawent program with the expectation that
the Agency would continue to apply its historiaakirpretation.” A.R. 839. But it is not

Ferring’s burden to somehow prove that negativiee ddministrative record does not suggest

14 The same is true of Gilead. A.R. 835. And alttoBayer had received at least one
Paragraph IV certification from an ANDA filer, iesulted in patent litigation which delayed the
ANDA'’s entry into the market beyond the time perietevant hereld. n.33.
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that any such third parties actually exist. AndA¥Postensible concern about a hypothetical
ANDA filer who might or might not have undertaked@velopment program—notwithstanding
that Ferring’s Citizen Petition was publicly knovamd notwithstanding that FDA’s own
regulations afforded PREPOPIK five-year exclusitg simply too speculative to supply a
“rational” explanation for its disparate treatmehsimilarly situated entities. In any event, any
hypothetical third-party filers were on notice tla&trring’s exclusivity was being challenged at
least as early as January 2013, when Ferring ifge@itizen Petition mere months after FDA
approved PREPOPIK. AR. 62.

FDA'’s decision to draw a line between NDAs that paglviously been approved and
those that had not was arbitrary and capriciouydbranother reason. FDA based its decision on
its contention that “exclusivity runs from the dafeapproval of a drug product.” A.R. 838.
This is simply missing the point. While the exdlity period itself is calculated from the
approval date, the preclusive effect of the exeltisbnly arises when a subsequent application
is submitted. Exclusivity thus operates only & ploint when an ANDA or 505(b)(2) applicant
seeks to rely upon the innovator drug, not whenrthevator’'s NDA is initially approved. After
all, the NCE exclusivity provisions appear in tlwetpns of the statute governing when an
ANDA or 505(b)(2) filer can seek approval. 21 W LCS88 355(j)(5) (timing of approval of
ANDA applications); 355(c)(3) (timing of approval 805(b)(2) NDAs). As a result, even if the
agency believed that it could or should apply theect statutory interpretation only
“prospectively,” that “prospective” application shld not hinge on the date of approval of

innovator’s NDA, but on the date of submissiontef generic ANDA.
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CONCLUSION

For all of the foregoing reasons, Plaintiff's Matiéor Summary Judgment should be granted
and FDA should be ordered to recognize five-yeatuskvity for PREPOPIK under the FDCA.
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