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INTRODUCTION

Gralise® is the first—and only—gabapentin tabtebé approved for post-herpetic
neuralgia (“PHN”) after being designated as an arptirug for that use. Under the plain
language of both the Orphan Drug Act and FDA'’s ienpénting regulations, this fact
straightforwardly entitles Depomed to seven ye&imphan-drug exclusivity for Gralisésee21
U.S.C. 8§ 360cc(a)(1); 21 C.F.R. 88 316.24, 316IR5ts cross-motion and opposition brief
(“Opp.™), FDA assiduously avoids confronting theupl language of the statute and regulations,
instead invoking a litany of policy-laden argumealb®ut whether Gralise is sufficiently
“deserving” (Opp. 3) or offers enough of a “matehanefit” to patients (Opp. 1). FDA'’s policy
arguments miss the mark, as discussed below, am@, importantly, FDA does not get to re-
write the terms of the Orphan Drug Act or to dismehthe agency’s own duly promulgated
regulations in order to prevent Gralise from olitagrexclusivity.

Just the opposite: FDA is bound by the plain lagguCongress chooses. When, as
here, Congress has enacted a broad statutory ime@sing plain and unambiguous language,
an agency may not narrow the reach of the incefyvereating additional hurdles that prevent
some parties from obtaining the incentive, simmgduse the agency believes doing so would
reflect a better policy. Similarly, when an ageheg promulgated regulations through notice-
and-comment rulemaking, it must follow them unlasd until it changes them to say something
else. The agency is not free to impose a starmthet than the one stated in its regulations. The
law is clear on these points. An agency cannatgssert that Congress—and the agency itself—
should have set up the incentive scheme differeattleal with a particular fact scenario. Yet,

that is exactly what FDA has done here—and whgetssion cannot stand.
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FDA'’s Opposition essentially asks the Court to ignie regulation clearly stating that
the agency “will grant” an orphan-drug designatiequest “if none of the reasons [for denying
orphan designation] . . . in [21 C.F.R.] 8 316.pplees.” 21 C.F.R. § 316.24. FDA makes this
request because the partaggeethat none of the reasons for denying designathumerated in
8 316.25 applies here&seeOpp. 26-27. FDA'’s position, however, is wholly amsistent with
the plain language of the regulations and thustht@k example of a “plainly erroneous’™
reading of agency regulationdwuer v. Robbins519 U.S. 452, 461 (1997) (citation omitted). If
FDA wants to add to the reasons for denying orpiiraig- designation listed in § 316.25, the
agency certainly may do so, but only through thraesaotice-and-comment procedures used to
promulgate the regulation in the first instarce.

FDA's statutory argument is just as weak. Ignotimg fundamental principle of
administrative law that “an agency may not avdid Congressional intent clearly expressed in
the text simply by asserting that its preferredrapph would be better policySouthern Cal.
Edison Co. v. FERCL95 F.3d 17, 24 (D.C. Cir. 1999) (citation onufteFDA seeks to elevate
its preferred policy outcome over the statute’srplanguage. FDA does not (because it cannot)
identify a gap in the Orphan Drug Act that allows faigency to wedge a clinical-superiority
requirement between the approval of Gralise fooifhan-designated use and the award of

marketing exclusivity for that use. Apparently apby with the standard that Congress actually

! FDA is aware of its notice-and-comment obligasiohn the midst of considering orphan-

designation and exclusivity for Gralise, the agepaglished a proposed rule that would revise
its regulations to authorize the approach the aghas taken here. Although FDA characterized
the revisions in the proposed rule as merely “Blarg” the current regulations, the revisions are
undeniably substantive and material. Thereforenefthe proposed rule is eventually finalized,
FDA may not enforce these revisions retroactivegeNortheast Hospital Corp. v. Sebeljus

657 F.3d 1, 13-14 (D.C. Cir. 2011) (“[T]he rule ag retroactive rulemaking applies just as
much to amendments to rules as to original rulem#elves.”).
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established, FDA basically argues that it gets fhasfirst step o€hevrorf because Congress
did not expressly negate the agency’s authoritatee out exceptions or impose additional
requirements if the agency sees fit to do so. tBeifact that the statute makes orphan
exclusivity broadly available does not equate to@essional silence as to whether limitations
are appropriate. This agency has made similamatieto add limitations to the availability of
statutorily mandated exclusivity incentives, anel EnC. Circuit has rejected those efforts each
time at the first step d@hevronreview. See Teva Pharms. USA Inc. v. Sebeb@s F.3d 1303
(D.C. Cir. 2010)Ranbaxy Labs. Ltd. v. Leavit69 F.3d 120 (D.C Cir. 2006Yjova Pharm.
Corp. v. Shalala140 F.3d 1060 (D.C. Cir. 1998).

Even assuming the Court reacl@sevronStep Two, FDA'’s assertions about the

“reasonableness” of its policy choice are not emaieguphold it. The agency first must show
that its construction of the statute is “permissibChevron 467 U.S. at 843, which means the
agency must demonstrate that its interpretatide™the statutory text and “conform|s] to”
statutory purposesSee Abbott Labs. v. Youyrg0 F.2d 984, 988 (D.C. Cir. 1990). So eager is
FDA to make this case be about policy choicesttimagency does not even argue that its
treatment of Gralise rested upon a “permissiblestroction” of any particular provision of the
Orphan Drug Act—even though that is the definingi®af deference &hevronStep Two.
467 U.S. at 843. Moreover, because the agencyisida violated its own regulations and
departed from what the agency concedes is thepsetedent directly on poins€eOpp. 40),
FDA'’s action was arbitrary and capriciouSee Teva Pharms. USA. Inc. v. F0L&2 F.3d 1003,
1012 (D.C. Cir. 1999).

Finally, although the outcome in this case willdetermined by the requirements of the

Orphan Drug Act and its implementing regulations-d-ant the agency’s policy preferences—

2 Chevron, U.S.A., Inc. v. Natural Res. Defense Ciou#87 U.S. 837 (1984).
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the agency’s policy arguments are inaccurate asteading in a number of respects, both as to
orphan exclusivity generally and as to Gralise.ARBpeatedly suggests that Gralise does not
“deserve” orphan-drug exclusivity because the pcodunot different in any meaningful way
from Neurontin, another gabapentin product alresujyroved for PHN. FDA even suggests that
Gralise merely “duplicate[s]” Neurontin and shobkeltreated equivalently with the generic
versions of Neurontin the agency has approved—edaues of Neurontin intended to be freely
substituted for that product. Opp. 1. The owweshent—and blatant error—in this self-serving
characterization of Gralise is readily apparentie FDA-approvedabeling for Gralise states in
bold print: “important Limitation: GRALISE is not interchangeable with other gabapentin
products because of differing pharmacokinetic profies that affect the frequency of
administration.”?

Similarly, FDA'’s allegation that Gralise offers “to@nefit to patients over existing
drugs,” Opp. 1, is wrong. Gralise was the first-d-athe only—gabapentin tablet a patient
takes just once a day; Neurontin and its myriadeges require dosing three times a d&ge
Opp. 10 (acknowledging this difference). The d#éfece in dosing is a material benefit in terms
of patient convenience, and one that studies smharees patient compliance and, therefore,
benefit. FDA'’s reference to Gralise as merelyveedk[ |’ of Neurontin (Opp. 38) without
“meaningful innovation” (Opp. 32) is likewise inagate. Gralise incorporates eight patented
innovations and required tens of millions of ddl&w develop over more than a decade.

FDA’s myopic focus on its policy arguments herenisleading in another way, too. In

every other context, the agency implements exdlydovoadly, in accordance with the terms of

3 SeeGralise Label, Highlights of Prescribing Infornmatj Indications and Usage,

http://www.gralise.com/lib/PDFS/GRALISE_PI.p(dmphasis added). The fact that Gralise is
not interchangeable with other gabapentin prodisatspeateeighttimes on the label and also
appears on the approved packaging for the prodeetFDA Approved Label and Packaging,
http://www.accessdata.fda.gov/drugsatfda_docs/0dd/P225440rig1s000Lbl.pdf
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the Orphan Drug Act’s broad directive regardinglesiwity. For example, FDA grants
exclusivity to multiple products designated for #ane orphan indication without considering
whether the second (or third) product is a matexisiance in treating that disease or condition.
FDA also grants exclusivity to products approveddigphan indications even if those products
are already approved and marketed for diseasesaanttitions affecting millions of peopfe.
FDA has never cast exclusivity as a “windfall” ol@ophole” (Opp. 2) in either of these
contexts, even though in both cases a drug recgexolusivity may not offer a benefit “beyond
what is already widely available” (Opp. 1) to tréa¢ condition. Accordingly, to the extent the
Court looks beyond the plain language of the ralegtatutory and regulatory provisions, the
agency'’s policy arguments do not win the day. €hema serious disconnect between FDA'’s
narrow view of exclusivity in this case and theddstatutory directive that the agency has
frequently invoked over the years.

Because the Orphan Drug Act and its implementgglations required FDA to grant
Depomed marketing exclusivity for Gralise upon pineduct’s approval for its orphan-

designated indication, PHN, Depomed is entitleduimmary judgment in its favor.

4 For example, both Horizant (gabapentin enacaabit) Qutenza (capsaicin) have been

awarded orphan-drug exclusivity to treat PHN, id2@nd 2009 respectively. AR 4 n.16
(discussing Horizantpproved Drug Products With Therapeutic EquivaleBealuations
(commonly referred to as “tH@range BooK (32d ed. 2012), Prescription and OTC Drug
Product Patent and Exclusivity List, at 27 (list@Qgtenza These drugs received orphan
exclusivity because they met the standard in thgh@r Drug Act, not because FDA analyzed
whether they provided a “benefit to the patientydapon beyond what is already widely
available.” Opp. 1.

° Horizant, for example, was FDA-approved to treatless leg syndrome in 201%ee

FDA Approval Letter, http://www.accessdata.fda.davgsatfda _docs/appletter/2011/022399s000ltr.pdf.
Restless leg syndrome is a common disorder affgb@tween 4 and 29 percent of aduliee
Prevalence of Restless Legs Syndrome in North Aareand Western European Populations: A
Systematic Revieleep Med. 2011 Aug. 12(7):623-34.
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THE DECISION UNDER REVIEW

Depomed filed this suit to challenge FDA's fingleacy action in approving Gralise for
marketing while denying it orphan-drug exclusivitVhat decision occurred in January 2011.
Insofar as the agency’s 2007 and 2010 letter ralorgdesignation are part of the record for that
decision—and led irrevocably to it—those rulings also reviewableSee infrgp.11. What is
not properly part of the administrative recordtiog January 2011 decision is the agency’s
November 2012 letter. The reason for this is sangln agency must defend its actions “on the
basis on which they were originally takerGrossmont Hosp. Corp. v. Sebelius F. Supp. 2d
_,2012 WL 5463350, at *15 n.10 (D.D.C. Nov. 912) (explaining that a court can consider
“a more detailed explanation” the agency offersrditigation begins but cannot review
reasoning that reflects “a new basis for the ageration”).

With respect to the orphan designation of Gralise reasons for FDA'’s actions appear
in the agency’s contemporaneous 2007 and 2010 tetiegs. AR 195, AR 265. The
November 2012 letter is not a new FDA decisionlmndesignation of Gralise, and FDA does
not propose that it isSeeAR 12 n.33 (stating that the November 2012 |ladtecusses the
agency'’s earlier designation decision only “for Hae of completenessyee als®pp. 19
(stating that the November 2012 letter respond®gjpomed’s “exclusivity arguments”).
Accordingly, judicial review of the lawfulness oDR’s decision to condition designation of
Gralise on a plausible hypothesis of clinical supéy to Neurontin begins and ends with the
reasons FDA identified in its 2007 and 2010 letidings.

With respect to marketing exclusivity, Depomedligmges the agency’s decision to
make marketing exclusivity contingent upon prootiiical superiority to Neurontin. FDA

announced that decision for the first time on Nolken8, 2010, when FDA made that
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condition known in granting Depomed'’s designatiequest (AR 306), and FDA invoked that
decision again on January 28, 2011, when it appir@mlise without orphan-drug exclusivity
(AR 43). FDA gave its reasons for imposing a claisuperiority requirement in its designation
letter (AR 306) and confirmed that reasoning irFébruary 9, 2011 follow-up phone call (AR
1003). Accordingly, judicial review of FDA’s det to make exclusivity contingent upon
proof of clinical superiority to Neurontin propefigcuses on those contemporaneous statements.

FDA'’s attempt to shift the Court’s focus to thasens and precedent identified in its
November 2012 letter (AR 1) and internal agency mramdum (AR 846) should be rejected—
at least to the extent these documents offer “reasans” for requiring proof of clinical
superiority which the agency never previously ided. Grossmont2012 WL 5463350, at *15
n.10. For example, in the letter, FDA for thetfiime refers to nine previous instances in which
the agency withheld marketing exclusivity in (puredly) similar circumstancesSeeAR 849-
852. But there is no evidence in the record shgwe agency looked at (or even looken
relevant precedents at any point before this lawsas filed. The November 2012 letter also
claims that, regardless of FDA'’s decisions undedésignation-related regulations, the agency
could independently require proof of clinical supgaty according to a new, previously
unannounced interpretation of 21 U.S.C. § 360ctjafteeAR 10. But there is no indication in
the record that the agency imposed its clinicalesigpity requirement here based on this
statutory provision. FDA therefore may not defésdlecision in court on the basis of this new
argument, either.

FDA'’s contention that, for purposes of judiciabiew, its November 2012 letter

supplants the agency’s prior decisions (Opp. 17il8)ithout merit, for at least three reasons.
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First, although the letter informs Depomed that the t@altal evidence the company
submitted did not establish clinical superiorityNeurontin, FDA'’s decision to require proof of
clinical superiority was final on January 28, 20t hot earlier. See Collagenex Pharms., Inc. v.
Thompson2003 WL 21697344, at *5-*6 (D.D.C. July 22, 20@8yency’s decision to classify
drug as an antibiotic, such that it would not reeenarketing exclusivity, was final at time of
classification). Depomed’s September 2011 leti@s not a formal “request for administrative
reconsideration” (Opp. 18 n.13), for the same reasbe letter to FDA was not a request for
reconsideration i€ollagenex There, the company submitted a letter in anrefto approach
the Agency prior to suit, lay out its theories itifjhtion, and potentially achieve a settlement.”
2003 WL 21697344, at *5. Although FDA sought tatpay the letter irCollagenexas a request
for reconsideration, the court rejected that argunreconcluding that the letter “was intended
to speak frankly with FDA in an effort to avoidigiation and was not intended to be a request for
reconsideration.”ld. So too here. Depomed’s letter was not subméted citizen petition or
through any other formal administrative review maalm and was submitted in support of a
request for a meeting with the agency to discugmobed’s view of the law and its evidence of
clinical superiority. SeeAR 95 (explaining that letter would allow for efient discussion of
issues in subsequent meeting with agenssg; als”AR 5 (on date lawsuit was filed, “FDA and
Depomed were still discussing the possibility Baalise might receive orphan exclusivity
predicated on a clinical superiority showing”).

Secondno case cited by FDA supports its view that tlewéimber 2012 letter (or
anything else postdating Gralise’s January 201tayah) should be considered part of the
administrative record underlying the agency’s deniso approve Gralise without orphan-drug

exclusivity. None of these cases involved a cswatcepting an agency request to review a
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letter the agency issued two years after the angdlé decision or presents a remotely similar
procedural postureSeeOpp. 19-2¢. Moreover, none of these cases suggests thaDAs F
asserts, a court can consider post-decisional rabserlong as the plaintiff “will not be
prejudiced.” Opp. 19. Nor is the relevant fadtoe amount of time that has elapsed since the
filing of a complaint, as FDA contend§eeOpp. 19-20. The relevant question is whether the
agency'’s belated statement of reasons can fairbhbeacterized as reflecting the original
decision-making process, which occurred here indan2011, at the latebt.

Third, the Administrative Procedure Act (“APA”) requirdgat agency action be justified
at the time it was taken, not just potentially ijiesble at some later date on the basis of reasons
the agency may be able to articulate in responsdited complaint. It would elevate form over
substance to treat the agency’s November 2012 kettehe final decision simply by virtue of its
being the most recent—and most expansive—attemtitdogigency to rationalize its course of

action on Gralise.

6 Among other differences, none of the decisiowslved a challenge as to what

constituted the decision under revie®ee Actavis Elizabeth LLC v. FD@89 F. Supp. 2d 174,
176 (D.D.C. 2010) (after filing of lawsuit, FDA dded to address plaintiff's concerns
“administratively” and solicited public comment bef issuing final ruling)Stat-Trade, Inc. v.
FDA, 869 F. Supp. 2d 95, 101 (D.D.C. 2012) (as panegotiation to avoid preliminary
injunction briefing, plaintiff consented to FDA'®lated issuance of letter rulingdji-Tech
Pharmacal v. FDA587 F. Supp. 2d 1, 6 (D.D.C. 2008) (FDA announmeok to lawsuit that
final decision would issue on a date certain) Genentech v. Bowgthe question was whether
theplaintiff could rely on a rationale other than the one ifiedtin its original complaint. 676
F. Supp. 301, 308 (D.D.C. 1987).

! FDA seems to criticize Depomed for not amendisgomplaint after FDA issued its

November 2012 letter. Opp. 20. But the cases ED&s in support of its criticism involved
parties that amended their complaints in very deffie procedural circumstanceSee Actavis-
Elizabeth 689 F. Supp. 2d at 176 (complaint amended afigx &pened case administratively,
solicited public comment, and issued formal rulirigfat-Trade, In¢.869 F. Supp. 2d at 101
(complaint amended after FDA issued letter rulimi plaintiff's prior consent)Hi-Tech
Pharmacal v. FDA587 F. Supp. 2d 13 (D.D.C. 2008) (complaint aneehaffter court denied
motion for preliminary injunction).
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Depomed’s objection to FDA's injection of new reas via the November 2012 letter
has nothing to do with “shield[ing] the court frdhre agency’s rationale” or “tactical
gamesmanship.” Opp. 20-21. It has to do withik&ter APA law about how courts review
agency action. Under FDA'’s “shielding the couhteory, an agency could always develop,
supplement, or expand its justification for takamgdion at some point down the road once the
affected party files suit. That is not how the ARRArks. Parties challenging agency action are
limited to arguments they presented to the agesnuy,an agency defending its decision is
limited to arguments it articulated in taking tlaation. But in any event, as Depomed shows
below, Depomed is entitled to summary judgmentdravor even if the Court considers the

arguments FDA made for the first time in the Novem2012 lettef.

8 FDA wrongly suggests that if its pre-November 2@bmmunications with Depomed

“inadequa]tely]” describe FDA'’s reasoning, the Gamould have to remand to FDA for it to
provide the explanation that it later providedhe November 2012 letter. Opp. 21. That is
simply untrue. Unlike a situation where a courtroat discern an agency’s rationale for a
decision, here the agency offered a rationale—guostthat is legally infirm. Therefore, because
“the agency’s path may reasonably be discernedii ite May 2007, June 2010, and November
2010 letters as well as its February 2011 phorlecoafirming that it denied Gralise orphan-
drug exclusivity in January 2011, there is no reasoremand for further explanation in this
case.Bowman Transp., Inc. v. Arkansas-Best Freight 3ys,,419 U.S. 281, 286 (1974).
Florida Power & Light Co. v. FER(85 F.3d 684, 689 (D.C. Cir. 1996) (courts conswleether
agency action was justified by the reasons the@garticulated at the time, not “post hoc
salvage operations” raising new arguments not raeatl or implied in the decision on review).
The proper remedy here is to order FDA to providali€ with orphan-drug exclusivity from
the date of its marketing approval.

10
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ARGUMENT

THE GOVERNING REGULATIONS DID NOT PERMIT FDA TO CONDITION
ORPHAN-DRUG DESIGNATION FOR GRALISE UPON DEPOMED
PRESENTING A PLAUSIBLE HYPOTHESIS THAT GRALISE IS C LINICALLY
SUPERIOR TO NEURONTIN.

A. Depomed’s Challenge To FDA’s Unlawful Action AtfThe Designation Stage Is
Not Moot.

Depomed’s opening brief explained why FDA’s acti@t the designation stage are not
moot: FDA'’s arbitrary and capricious action in g the clinical-superiority framework to
Gralise at the designation stage led to the agsrasgision to withhold exclusivity from Gralise.
Depomed Mem. in Supp. of Mot. for S.J. (“DepomedM®@ 21. The agency’s designation-
stage decision accordingly presents a live contsythat has a “continuing, present adverse
effect[ ]” for Depomed.Chem. Mfrs. Ass'n v. EE&59 F.2d 977, 982 (D.C. Cir. 1988) (quoting
O’Shea v. Littleton414 U.S. 488, 496 (1974)pee also Caiola v. CarrglB51 F.2d 395, 401
(D.C. Cir. 1988) (holding that expiration of deb&mborders against plaintiffs did not moot
lawsuit because debarment carried “prospect oéling stigma or other adverse impact”).

FDA nevertheless contends that Depomed’s challengmoted by the fact that the
agency “decided in Depomed’s favor” when it gran@dlise designation. Opp. 24. Not so.
To meet its “heavy” burden of demonstrating moasn&HA must show that its subsequent
designation decision “completely and irrevocablgdétated the effects of the alleged [legal]
violation.” City of Los Angeles v. Davig40 U.S. 625, 631 (1979). FDA has not made such
showing, nor can it: The designation of Gralise mibt “eradicate[ ]’ the effects of FDA's
unlawful decision to apply the clinical-superiorftpamework at the designation stage. Gralise
remained subject to the conditions and requirematfsat framework at the time of approval,
and its orphan-drug exclusivity has been withheldhee basis of that framework. Depomed

therefore may properly seek relief against theahdecision to invoke the framework in the first

11
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place. See Chem. Mfrs. Ass’859 F.2d at 983 (manufacturer’s submission ofiireq chemical-
testing data did not moot lawsuit challenging EPdégision to require such testing, which
triggered other regulatory burdens).

The Tenth Circuit recently applied these pringgie FDA’s approval process @ody
Labs, Inc. v. Sebeliud46 F. App’x 964 (10th Cir. 2011). @ody, FDA had approved the
manufacturer’s drug as a “new” drug, but the maciuier argued that its drug should have been
considered a “grandfathered” drug exempt from fha@val process from the stattl. at 967.
The court of appeals held that the approval ofdifug) did not moot the manufacturer’s claims
because “new” drugs are subject to greater regylétardens than grandfathered drugs, and a
decision reversing the grandfathering determinatronld afford the plaintiff “meaningful relief
in the form of freedom from these burden$d! That is the case here. A declaration reversing
FDA's decision to apply its clinical-superioritygimework to Gralise would free Depomed from
the burden of having to prove clinical superiorityorder to obtain marketing exclusivity.
Therefore, Depomed’s claim, like the claimGody, is not moot.

FDA also contends that it would have requiredbpad clinical superiority as a
prerequisite to exclusivity regardless of its decis at the designation stage. Opp. 24. But what
FDA would have done is irrelevant, because what FIlcAdo was carry the clinical-superiority
framework forward from the designation stage toapproval stage. FDA'’s designation letter
made clear that Depomed would not be able to olmairketing exclusivity for Gralise until it
proved that Gralise was clinically superior to Nentim “based on better safety.” AR 306. That
condition laid the foundation for FDA’s subsequdanial of marketing exclusivity in 2015ee
AR 1003 (because designation of Gralise for PHNsWwased on the hypothesis that [Gralise]

was clinically superior due to better safety,” Deyaal “would have to prove this hypothesis” to

12
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receive exclusivity). As a result, FDA’s contemtithat the designation challenge “would make
no difference to the exclusivity outcome that Depdmnseeks” (Opp. 25) is flatly contradicted by
the record.See Performance Coal Co. v. MSHR@2 F.3d 234, 238 (D.C. Cir. 2011) (“we
understand why [agency] counsel would cling to m@naic claim of mootness because [its]
[APA] argument . . . is even weaker”).

B. Depomed Was Entitled To Orphan Designation Unel 21 C.F.R. § 316.24
Once It Cleared The Hurdles In 21 C.F.R. § 316.25.

FDA'’s regulations implementing the Orphan Drug Aizte that FDA “will grant” a
request for designation “if none of the reasonidlesd in [21 C.F.R 8] 316.25 for requiring or
permitting refusal . . . applies.” 21 C.F.R. 8 26 FDA'’s brief never grapples with this
unambiguous language in its regulation, and it edes that “none of the reasons” listed in 8§
316.25 applied to Depomed’s requeSeeOpp. 26-27. Accordingly, under the plain language
of § 316.24, FDA was obligated to grant Depomedtpuest for designation, without
qualification. Its decision not do so flatly vitds that governing regulation.

FDA argues for the first time in its November 20&®er and brief to this Court that
“§ 316.25 cannot reasonably be read as settiny foe exclusive grounds for denying
designation.” Opp. 26. But nowhere in the conterapeous record did the agency ever discuss,
let alone decide or assert, that § 316.25 is n@xafusive list of the circumstances under which
a request for orphan designation may or must beedermhe June 2010 letter mentions § 316.25
only to note that Depomed cited it. AR 268p alscAR 202-207. The same approach is
reflected in the agency’s internal review docume®seAR 33-38. As a general rule, an
agency “must defend its actions on the basis oclwiiey were originally taken.Grossmont
Hosp, 2012 WL 5463350, at *15 n.10. FDA offers nos@afor the Court to disregard this

well-established standard.

13
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A court should be skeptical when an agency relpmn new regulatory interpretations
not reflected in the contemporaneous record afatssion. See Am. Bar Ass’'n v. FT@30 F.3d
457, 471 (D.C. Cir. 2005) (doubting that agencyldwaly upon interpretive “stretch” advanced
in brief that was “conspicuously lacking from tled¢tér determination [under] review”). Yet that
is precisely what FDA is doing here. Although FbDlAims to have “explained” its “non-
exclusive” interpretation of § 316.25 before (Opf-27), the only thing FDA cites is the
November 2012 letter, which it sent after this laivevas filed and long after the decision at
issue. SeeOpp. 26 (citing AR 13). Indeed, the relevant paaphs of FDA'’s brief (Opp. 26-27)
do not cite any interpretive document showing thenay brought its expertise to bear on this
guestion before it addressed Depomed’s requesiesignation. And as for the agency’s citizen
petition response that characterized § 316.25 a&eansive list, FDA claims now that it was
“merely restat[ing]” and not “interpret[ing]” iteegulations in that instance. Opp. 27 n.17. That
makes Depomed’s point exactly: If “restat[ing] thaguage” of the regulation indicates that the
list is exclusive, then any “interpretation” ot@ mean something else must be erroneous.

As a result, even if FDA’s new interpretation 0386.25 could be retroactively inserted
into the reasoning of the June 2010 letter, thetfeat it is plainly erroneous means that the
interpretation would not be entitled to defererammtrary to the agency’s suggestion (Opp. 27).
SeeAuer, 519 U.S. at 461see alsdepomed Mem. 16-17 (and cases cited therein).iddect
316.24 clearly states that § 316.25 lists the omdgons for FDA to deny a designation request.
FDA'’s “non-exclusive” construction violates the pldanguage of the regulations.

FDA tries to salvage its “non-exclusive” inter@bn by asserting that the agency could
deny a request to designate “a product other thdm@ (e.g., a device).” Opp. 27. But a device

is not a tirug . . . intended for a rare disease or conditiorhiclv means that FDA could (and

14



Case 1:12-cv-01592-RLW Document 25 Filed 03/01/13 Page 22 of 36

would) have to deny a designation request for acedgwrsuant to 21 C.F.R. § 316.25(a)(1)
(emphasis added). The agency’s second attempistebits “non-exclusive” argument fares no
better. The agency claims that it can deny a deasign request that fails to comply with the
Orphan Drug Act’s requirement that a designati@quest be made before a marketing
application is submitted. Opp. 2ee21 U.S.C. § 360bb(a)(1) (“A request for designatd a
drug shall be made before the submission of [a etients application]”); 21 C.F.R. 8§ 316.23(a)
(implementing this requirement). But the statuyormposed timing requirement is a threshold
requirement for submitting a designation requést;request does not comply with it, FDA has
no authority to consider, let alone grant, the esgu

In contrast to these other provisions, § 316.25m@rates the only criteria for FDA to
evaluate in determining the merits of a designatemuest. FDA limited those reasons to four:
(1) whether the sponsor provided sufficient evidedocumenting the rarity of the condition; (2)
whether there is sufficient information to estdblgsmedically plausible basis for expecting the
drug to be effective in treating the rare conditi(@) whether the same drug “already has
orphan-drug exclusive approval for the same raseatie or condition and the sponsor has not
submitted a medically plausible hypothesis forghssible clinical superiority of the subsequent
drug”; and (4) whether the designation requestaiastuntrue statements of fact or omissions of
material facts. FDA could have included any nundfesther reasons for denying exclusivity,
but having decided not to, the agency could nofufiygraft another reason onto 8§ 316.25 by
fiat, and then rely on it in ruling on Depomed’'stdmation request.

C. FDA'’s Reliance On 21 C.F.R. § 316.20(b)(5) Misplaced.

FDA'’s Opposition claims that, notwithstanding 34 and § 316.25, FDA could deny
designation to Gralise for lack of a plausible hyyasis of clinical superiority to Neurontin under

21 C.F.R. § 316.20(b)(5). Opp. 25-27. That repharequires the “sponsor of a drug that is

15
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otherwise the same drug as an already-approve@omitug” to submit with its request “an
explanation of why the proposed variation may @adlly superior to the first drug.” 21
C.F.R. 8 316.20(b)(5). FDA contends that this tation provides a reason for denying
designation separate from the reason articulat@d3ib6.25(a)(3). The gist of the agency’s
argument is that the slight difference in the wogdof 8 316.20(b)(5) (which refers to an
“already-approved orphan drug”) gives that regalatnuch broader reach than § 316.25(a)(3)
(which refers to a drug “that already has orphamgdrxclusive approval”).

Depomed has already shown that this reading iy tahtradicted by the agency’s own
explanation of how these two provisions fit togethBepomed Mem. 16-18. In the preambles
accompanying the proposed and final regulatioressatiency clearly referred to the requirements
in 8 316.20(b)(5) and 8§ 316.25(a)(3) as interchahfgeand co-extensivesee, e.¢.56 Fed. Reg.
3338, 3340 (Jan. 29, 1991), AR 704. Elsewher& R8s called these two regulations “parallel
requirements.” AR 305g. The agency cannot noweasahthat these “parallel” requirements,
which its own rulemaking indicates are co-extensinéact require different things.

FDA'’s new interpretation of § 316.20(b)(5) alspdsds sharply from the agency’s
original intent in promulgating that regulation ahe definition of “same drug” in
8 316.3(b)(13).See Exportal Ltd. v. United Stat@)2 F.2d 45, 50 (D.C. Cir. 1990) (agency
may not rely upon “unforeseen interpretations”tefregulations). As FDA explained in its
contemporaneous Federal Register preambles, timeyageoposed and adopted these
provisions—and the clinical-superiority standareytiequire in some circumstances—to permit
the agency to approve an innovation over an egjstmg that has orphan-drug exclusive

approval notwithstanding that exclusivitySee, e.g.56 Fed. Reg. at 3340, AR 704 (“FDA [will]

9 In its November 2012 letter, FDA states that ibapplies the clinical-superiority

framework when a prior version of the same drugikexd orphan exclusivity that has since
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grant orphan-drug designation even for a drugithatherwise the same drug as one already
givenexclusive marketing approval . when the second sponsor can make a plawsiblging
that it may be able to produce a clinically supediaug”) (emphasis addedj7 Fed. Reg.
62,076, 62,081 (Dec. 29, 1992), AR 721 (“[o]rphangldesignation can be granted to new
sponsors of drugs currently protecteddoghan-drug exclusive marketif)ygemphasis added).
A sponsor that shows the “clinical superiority”itsf drug to a predecessor product may thus
“break” the exclusivity that would otherwise ke¢from the market.SeeDepomed Mem. 17
n.10 (quoting FDA Memorandum in Support of Moti@n Summary JudgmerBaker-Norton
Pharms., Inc. v. FDANo. 98-927 (D.D.C.), 1998 WL 35242732, at *14lyRi7, 1998)).
Because Neurontin never had orphan-drug designatiexclusivity, FDA regulations supply no
basis whatsoever for the agency’s decision to agy@\clinical-superiority framework here.
FDA now claims that the agency “applies the sathni€al-superiority] standard for
determining eligibility for orphan drug exclusivityhether or not there is existing exclusivity to
‘break’.” Opp. 7 (emphasis added). The agency’s briekdwer, does not cite a single
interpretive document predating FDA'’s denial of lagovity for Gralise that adopts this
construction of 8§ 316.20(b)(55eeOpp. 7-9. In fact, the agency even provides atafats
never-before-announced designation and exclusisdiyeme” that containso citations

showing where the agency previously adopted tlepn¢tations in the second column (*Same

expired. In FDA'’s view, where one drug has “usptithe seven-year orphan exclusivity
period, exclusivity should not be available to Asrguent drug unless it is clinically superior to
the predecessoiSeeAR 969. FDA tries to characterize Depomed as adigithat FDA'’s
requiring clinical superiority in such instancefigets an appropriate agency interpretation of an
ambiguous statuteSeeOpp. 30-31. That misrepresents Depomed’s posit@ecause FDA had
previously said the expired-exclusivity situatioasarelevantseeAR 10, Depomed simply
wanted to note that the issue is not before thetGouhis caseseeDepomed Mem. 4 n.@this
case does not involve a prior, expired exclusipgyiod”). Any ambiguity—if it exists—
regarding that factual scenario has no bearindnenstsue here, and whether a court would
uphold the agency’s position in a case involvingieed exclusivity is not relevant.

17
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Drug Previously Approved Without Designation or Esivity”). SeeOpp. 9. Given the
agency'’s prior interpretation of 8§ 316.20(b)(5)dparallel” provision to § 316.25(a)(3), FDA’s
new interpretations in this table must be rejectede Teval82 F.3d at 1010 (vacating FDA
action where agency departed from definition adbpteguidance document).

Although FDA contends that its approach to spantke Depomed, who seek
designation after the sponsor of a prior produdtrdit, is “long-standing,” Opp. 41, the agency
admits that the situation has arisen only a “haidfutimes. Opp. 26 n.16. Moreover, the five
instances the agency says are relevant are notanedtat all in the administrative record at the
time FDA was making its decision on Gralise. Twahese “precedents” could not possibly
have been considered by the agency in its deca&bont Gralise, because they occuraédr the
agency’s action with respect to GraliseeeDepomed Mem. 20. In any case, no matter how
many past precedents FDA can find in its non-puidés, none can rehabilitate the agency’s
plainly erroneous reading of its own regulationkjali conflicts with the interpretation the
agency has given them publicly.

“Deference to agency interpretations is not ireoiifla rule’s meaning is clear on its
face.” Pfizer v. Heckler735 F.2d 1502, 1509 (D.C. Cir. 1984). The cleaaning of FDA'’s
regulations is the one the agency adopted prewiousB16.20(b)(5) and § 316.25(a)(3) are
“parallel” requirements. AR 305g. Section 3169)(g) therefore does not give the agency an

independent basis to deny a request for orphagmtsin’® If FDA had intended

10 FDA makes the curious—and incorrect—assertiah Erepomed’s reading of 21 C.F.R.

§ 316.20 would somehow “exclude” or “foreclose” & from eligibility for orphan

designation. Opp. 26-27. That assertion is prethe Depomed’s (supposed) argument that
“designation [is] only available to sponsors ofgsuhat [are] the same as previously approved
drugswith orphan exclusivity Opp. 26 (emphasis in original). But Depomed haver made
such an argument. Section 316.20 states thatresgptmay request orphan-drug designation of
a previously unapproved drug, or of a new orphadlication for an already-marketed drug.” 21
C.F.R. 8 316.20(a). In the context of this regatatthe term “drug” clearly refers to the
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8 316.20(b)(5) to have the independent meaninggdgeacy gives it here, and to serve as a fifth
permissible ground for denying a designation regulks agency should have included the same
language in § 316.25. But FDA did not do so, eamglbound by that choice.

The plain language of FDA’s regulations confirmattDepomed’s request for
designation should not have been denied for lagkadinical-superiority hypothesis.
Accordingly, FDA'’s decision to hold Depomed to thatjuirement and deny Depomed
marketing exclusivity for failure to prove clinicaliperiority was arbitrary and capricious.

Il. FDA VIOLATED THE ORPHAN DRUG ACT WHEN IT DEN IED DEPOMED
MARKETING EXCLUSIVITY.

A. FDA'’s Argument Fails At Chevron Step One Because The Orphan Drug Act
Is Not Ambiguous As To Which Drugs Receive EXxclusity.

FDA does not dispute that Gralise was the firktageentin drug to be designated as an
orphan drug for the treatment of PHN and approweedhat indication, and FDA agrees that the
Orphan Drug Act “generally grants seven-year orpasiusivity to designated drugs upon
approval[.]” Opp. 28. Yet, in the very next sente, FDA claims that the statute “does not
address which drugs are eligible for exclusivityhe first instance.”ld. Actually, the statute
does address that question. The drugs eligibleXolusivity are, to use FDA’s words,
“designated drugs upon approval.” The text ofdtadute makes this explicitly clear:

if the Secretary—(1) approves an application fiedsuant to
section 355 of this title . . . for a drug desightinder section
360bb of this title for a rare disease or conditibie Secretary may
not approve another application under section 33bistitle . . .

for such drug for such disease or condition .ntil the expiration

of seven years from the date of the approval offyy@oved
application.

sponsor’s own drug product, because a sponsor segaed receives designation for a particular
drug product—Ilike Gralise. There is no questiaat tt the time Depomed requested
designation, Gralise was a “previously unapprowdaiy product.ld.; see als@1 C.F.R.

§ 316.23(b) (referring to designation of a “druggtuict”).
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21 U.S.C. § 360cc(a)(1). This congressional comimsiminambiguous. When FDA (as the
Secretary’s designee) approves an orphan-desigdaigdor the use for which its orphan-drug
designation was based, that drug receives seves gemarketing exclusivity. Therefore, when
FDA approved Gralise for the treatment of PHN amudaty 28, 2011, the statute unambiguously
required that Gralise be given seven years of niagkexclusivity. FDA’s denial of exclusivity
violates the statute.

FDA tries to suggest that the statute could bd faanumber of ways” because Congress
could have (or should have) intended narrower statgito apply in certain scenarios, rather
than for the statute to be applied universally emasistent with its terms. Opp. 29. But “[s]juch
an approach confuses generality for ambiguityiylan Pharm., Inc. v. Shalal&81 F. Supp. 2d
30, 37 (D.D.C. 2000). “[l]t is axiomatic that thee of broad language in a statute ‘undercuts a
narrow construction.’ 1d. (citing United States v. Jame478 U.S. 597, 605 (1986}). Congress
chose to use broad language in the Orphan Drug Ruoe. Act includes no exceptions, and there
is no suggestion that Congress intended the agergsign any of its own.

UnderChevronStep One, that is dispositiv€hevronreview begins from the well-
established tenet that “congressional intent i$ ti@sed from the statutory language itself.”
Performance Coal642 F.3d at 238. “Thus, to defeat applicatioma statute’s plain meaning,

[an agency] must ‘show either that, as a mattdrigibrical fact, Congress did not mean what it
appears to have said, or that, as a matter of kngilcstatutory structure, it almost surely could

not have meant it.’ "Id. (quotingEngine Mfrs. Ass'n v. ERA&8 F.3d 1075, 1089 (D.C. Cir.

11 In Mylan, the statute at issue stated that certain drulyigixdy began on “a date of a

decision of a court” holding a patent invalid ot ndringed. FDA argued that the statute was
ambiguous, because it did not address what to the i€ourt decision was appealed. The court
rejected FDA's interpretation &hevronStep One, concluding that the “unless appealed”
exception created by FDA for policy reasons cotdticwith the statute’s plain language.
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1996)). FDA does not try to meet this standardl, iminterpretation accordingly fails at
ChevronStep One.

B. This Case Is No Different FromMova, Ranbaxy, And Teva.

Depomed’s opening brief pointed to three caseghiich the D.C. Circuit applied these
basic administrative-law principles to reject samiattempts by FDA to add requirements or
exceptions to unambiguous statutory language atrogtexclusivity. Depomed Mem. 28-31
(discussingviova 140 F.3d 1060Ranbaxy 469 F.3d 120; anfleva 595 F.3d 1303). Each of
these cases holds that where Congress has desigtaiitory incentive scheme, FDA may not
impose roadblocks of its own design on the baste@fgency’s policy preferences. FDA offers
no substantive basis to distinguish these caseg)yscalling them “inapt” and “not at all like”
this case. Opp. 34-35. The agency instead bjithederts that its clinical-superiority
requirement is not “an additional extra-statuta@guirement for orphan exclusivity,” Opp. 35,
but that is exactly what it is. Itis not in thatsite, and the agency is relying on it to deny
exclusivity to Depomed, notwithstanding the fa@ttbepomed undeniably meets the statutory
requirements.

As the D.C. Circuit emphasized Ranbaxy“FDA may not ... change the incentive
structure adopted by the Congress, for the ageniobgund ‘not only by the ultimate purposes
Congress has selected, but by the means it hasedesgopropriate, and prescribed, for the
pursuit of those purposes.”” 469 F.3d at 126 qupMCIl Telecommc’ns Corp. v. AT & T Co.
512 U.S. 218, 231 n.4 (1994)). In other words, waestatute “makes [an] applicant eligible for
exclusivity,” FDA may not adopt a policy that “makghe applicant] ineligible.”ld. at 125-

126. That is what the agency has done here, and wh@dlet should reject its decision.
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C. There Is No Gap In The Orphan Drug Act That Woul Allow FDA To
Create An Exception To The Broad Statutory Directive For Sponsors Like
Depomed.

FDA argues that its decision to deny Gralise esiglty was reasonable, even if it was
not statutorily compelled. To withstand scrutihgwever, FDA must “point to [a] particular
ambiguity” in the Orphan Drug Act “that permitgdtinterpolate [its clinical-superiority]
requirement.”Mova, 140 F.3d at 1068. That is because agencies otagda requirements
when Congress left “no gap for the agency to fiNat’l Mining Ass’'n v. U.S. Dep't of the
Interior, 105 F.3d 691, 694 (D.C. Cir. 19973ee, e.gStat-Trade 869 F. Supp. 2d at 104-105
(holding that FDA could not deny fee waiver basadaxctor not mentioned in statute).

FDA has not identified any relevant gap in 21 €.58 360cc. AlthougBaker-Norton
Pharms., Inc. v. FDA132 F. Supp. 2d 30, 34, 36 (D.D.C. 2001), heid the ambiguity of the
statutory term “such drug” created a gap with respethescopeof orphan-drug exclusivity
(i.e., which products are blocked from approval by \artf another product’s exclusivity), the
statute contains no similar gap with regareligibility for orphan-drug exclusivity. FDA
(wrongly) argues that the statute “does not addmgsh drugs are eligible for exclusivity in the
first instance,” Opp. 28, but it does, and in aigtitforward way. Section 360cc(a)(1)
specifically states that the products eligibledgclusivity are those “designated under section
360bb of this title for a rare disease or conditiodl U.S.C. § 360cc(a)(1). Each such eligible
drug receives exclusivity when it is approved “$oich disease or condition,g., the disease or
condition for which it received orphan-drug desitpa Id.

FDA also appears to argue thatcauseémposing a clinical-superiority requirement on
Depomed seems reasonable to the agency, therdomagjap in the statute. This approach is
backwards, as the D.C. Circuit confirmedMiova, RanbaxyandTeva When Congress has

prescribed a list of requirements for a regulatadypto satisfy, an agency may not freely add
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requirements, however “reasonable” they may sediimet@agency. Statutes do not have gaps
just because an agency may believe Conglessld havencluded other requirement§ee
Ethyl Corp. v. EPA51 F.3d 1053, 1060 (D.C. Cir. 1995) (holding thath an argument
“misconstrues th€hevronanalysis”).

Finally, FDA cites three decisions reviewing FDAchkssivity decisions aChevronStep
Two that are not remotely akin to the situationehe®pp. 33-34. In each case, the court found
specific statutory terms were ambiguo@&ee ViroPharma, Inc. v. Hambyrg F. Supp. 2d _,
2012 WL 1388183, at *2 (D.D.C. Apr. 23, 2012) (fing “condition of use” to be ambiguous);
Astra-Zeneca Pharms. LP v. FD&72 F. Supp. 2d 60, 81 (D.D.C. 201&ppeal docketedlo.
12-5227 (finding “supplement,” “new clinical invegation,” and “essential to approval” to be
ambiguous)Baker-Norton 132 F. Supp. 2d at 36 (finding “such drug” toamebiguous). These
decisions are inapposite to a case like this enethich FDA fails to peg its interpretation to an
ambiguous statutory terf.

D. The General Delegation Of Rulemaking Authorityin The FDCA Does Not
Entitle Every Decision FDA Makes To Deference.

In its brief, FDA claims it does not need to pdimia clear statutory hook for its clinical-
superiority requirement because Congress gave KjeAeral authority to promulgate

substantive, binding regulations for the FDCA,wdfich the Orphan Drug Act is a part. Opp.

12 Even if, aBaker-Nortonheld, the term “such drug” in § 360cc(a)(1) is @mbus, FDA

does not (and cannot logically) contend that itssien to require Depomed to prove clinical
superiority flows directly from that ternseeDepomed Mem. 27 (explaining that “such drug”
defines the scope of a manufacturer’s exclusiviy does not bear upon a manufacturer’s
eligibility for exclusivity). The agency appears to rely ugerfregulations” as a wholsge
Opp. 7, but that approach is impermissildiee infrgp.27;see also Stat-Trade, In@69 F.
Supp. 2d at 104 (rejecting FDA'’s attempt to limigibility for fee waiver by reference to
potential ambiguity in an inapplicable term useskalhere in the relevant statutory provision).
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271 The D.C. Circuit has “categorically reject[edfiis argumentRy. Labor Executives’

Ass’n v. Nat'l Mediation Bd29 F.3d 655, 670 (D.C. Cir. 1994) (en banc) (“ble&o link its
assertion of authority to any statutory provisithre Board’s position in this case amounts to the
bare suggestion that it possegsiesaryauthority to act within a given area simply be@us
Congress has endowed it wgbmeauthority to act in that area. We categoricadigct that
suggestion.”) (emphases in original).

Nor should the court give heed to FDA's claim titad entitled to special deference in
this case because the Food, Drug, and Cosmetiis Acimbersome and complex” and “highly
technical.” Opp. 23see alsdpp. 36 (claiming this case “fundamentally resemihe vast
majority of instances in which courts . . . havéed®d to the agency’s expertise in administering
a highly technical and complex regulatory schemeUnder the APA, however, an agency
“cannot simply declare its ‘expertise’; it must exee that expertise and demonstrate sufficiently
that it has done so.Village of Bensenville v. FAB76 F.3d 1114, 1122 (D.C. Cir. 2004).
Deference is warranted only when the challenged@gaction is in fact “the product of agency
expertise.” Motor Vehicle Mfrs. Ass’n of U.S., Inc. v. StaterRaviut. Auto Ins. C463 U.S.

29, 43 (1983). The issues presented in this agemajenge are not ones that require scientific
and technical expertise; they are straightforwagahl arguments.

The real issue in this case is that FDA thinksdiheumstances surrounding Depomed’s
claim to marketing exclusivity for Gralise shouldgualify the product from that exclusivity,

even though Congress structured the exclusivityipian broadly, in a way that encompasses

13 Contrary to FDA'’s assertion, Depomed did nogtee{ ] that FDAonly has authority to

promulgate non-substantive procedures for desigmatinder 21 U.S.C. 8§ 360bb. Opp. 27 n.18
(emphasis added). At the cited page, Depomed Sdgike the designation section of the
Orphan Drug Act, which authorizes FDA to ‘promukgatroceduressee21 U.S.C. § 360bb(d),
the exclusivity section of the statute does naaiFDA to engage in rulemakingge

id.§ 360cc.” Depomed Mem. 6.
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those very circumstances. Congress made seekangndéion a voluntary undertaking. As a
result, drug products may be intended to treatdaeases and conditions but never
“designated” as such under the Act. That is tls® @gith Neurontin: Pfizer never requested
orphan designation. Congress gave special stgtstatus to drugs for which orphan-drug
designation was sought and received; drugs likedigin that may be intended to treat a rare
disease or condition, but that never received design as such, are afforded no such special
status under the statute. Accordingly, FDA cartrezt a non-designated drug as if it were
designated, and seek to use such a drug as agteethc imposing a clinical-superiority
requirement on other sponsors whose products gualider the statutory scheme as enacted.

lll.  FDA’S APPLICATION OF A CLINICAL-SUPERIORITY REQUIREMENT TO
DENY DEPOMED EXCLUSIVITY WAS UNREASONABLE.

Even if there was a basis to call the Orphan DXaig‘ambiguous,” that conclusion alone
would not make all FDA decisions about the stattgasonable.” A court may affirm agency
action atChevronrs second step only if the agency’s interpretatbthe law rests on a
“permissible construction of the statute.” 467 LhB6843. A permissible construction is one that
“fit[s] with the statutory language” and “conformf® statutory purposes.Abbott 920 F.2d at
988. As discussed above, however, FDA does nat iglemtify a provision of the statute that it
IS purporting to “construe”; thus, the agency’sipphere cannot be said to rest on any
“construction of the statute” at alSeeDepomed Mem. 32.

FDA also fails to respond to Depomed’s argumehtaiareasonableness (and cannot
belatedly do so in a reply brief). As Depomed axpd, FDA'’s action here does not “fit” the
statute. SeeDepomed Mem. at 32-33. FDA has no response brig$. Similarly, Depomed
showed that it was unreasonable for FDA to relyrugio “anomalous category of ‘orphan drugs’

that are not ‘designated’ as suchd. at 33. The Orphan Drug Act does not recognizé suc
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category of “orphan drugs,” and indeed that statioes not use the term “orphan drug” to mean
anything other than a drug designated by FDA pumstea21 U.S.C. § 360bb(a)(1). FDA has no
response to this argument either. And FDA's lighiegument about statutory purpose is
woefully underwhelming. Opp. 37. It consists otlning more than a few statements about the
general statutory purpose to encourage companigsvielop and market drugs for patients
suffering from rare conditions—which is what Depahtitd—and a conclusory assertion that
denying exclusivity to Gralise “furthers” that poge. If the only drugs that were eligible for
exclusivity were “new treatment[s] for patients wiwould otherwise have no effective or
inferior therapy” (Opp. 38), many of the drugs FDA&s granted orphan exclusivity would not
qualify. See supr&-5 & nn. 4-5.Chevronand the APA require more than what FDA has told
the Court here. FDA'’s action, if not unlawful, waisleast unreasonable and must be set aSide.
V. DENYING ORPHAN EXCLUSIVITY TO A FIRST-DESIGNA TED DRUG

BECAUSE OF A NON-DESIGNATED DRUG WAS ARBITRARY AND
CAPRICIOUS.

A. FDA Violated Its Own Regulations

Putting aside the plain language of the statub&y's own regulations do not allow the
agency to require proof of clinical superiority@erequisite for orphan exclusivity unless there
is a prior “same drug” that received orphan-drugesive approval.See2l C.F.R. 88 316.31,
316.3(b)(13)see alsdepomed Mem. 35-38. The agency never directlyareds to Depomed’s
point that imposing a clinical-superiority requirem in this case violates the agency’s

exclusivity-related regulations. Instead, in atfmte, FDA contends its role in recognizing

14 Contrary to FDA's the-sky-is-falling argumentagting summary judgment to Depomed

would not force FDA to pull any Neurontin generrogucts from the shelves. Opp. 38. Each of
the generic versions of Neurontin approved afterdate Gralise should have been awarded
orphan-drug exclusivity is approved for other iradions in addition to PHN. Enforcing

Gralise’s exclusivity against these generics waihdply require the generics to strike the PHN
indication from their labels, not to withdraw thevgucts from the market.
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exclusivity involves a “non-ministerial” exercisédiscretion, Opp. 31 n.19, and implies that
there is support for requiring proof of clinicalpguiority in Depomed’s circumstances “[ulnder
these regulations.” Opp. 7. But FDA does not dgethich regulations and does not point to
any use of the terms “such drug” or “same drugthim exclusivity regulations that would permit
the agency to impose a clinical-superiority requieat on Depomed in this instance. In FDA’s
exclusivity regulations, it is clear that “same glrand “such drug” are relevant only to define
the scope of exclusivity and not a sponsor’s eiligyifor it.

Because FDA's regulations regarding exclusivigy anambiguousee2l C.F.R. Part
316, Subpart D, and the agency has failed to slawits action comports with its regulations,
Depomed is entitled to summary judgment on thissbas well. See Teval82 F.3d at 1010.

B. FDA Concedes It Has No Past Precedent On All FosiWith Its Decision
Other Than Kogenate, Where The Agency Granted Exclsivity.

Depomed’s opening brief pointed out that therenily one instance in which FDA
approved an orphan-designated drug that was the daug as a previously approved, non-
designated drug. Depomed Mem. 38-41. Kogenatdlveasame drug as a prior, approved, non-
designated drug (Recombinate), but FDA did notiredfiogenate’s sponsor to demonstrate
clinical superiority to Recombinate because Recaoatei had not been designated an orphan
drug and never received orphan exclusivity. FDAgInot dispute that it has treated Gralise
differently from Kogenate, even though it is a lmedkrprinciple of administrative law that “an
agency may not treat like cases differentlyEagle Broad. Group v. FCG63 F.3d 543, 551
(D.C. Cir. 2009) (citation omitted). Rather thdfeoa legitimate reason for doing so, FDA
seeks instead to discount Kogenate as “an incoweatter decision.” Opp. 42. This
characterization of Kogenate, first announced enabency’s November 2012 letter, is a

markedly different view of Kogenate from what tlgeeacy has expressed previously. Even well
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after the approval of Kogenate, the agency contiriagake the position that it had handled the
matter correctly, affirmatively enforcing Kogena&xclusivity against a subsequent sponsor’s
“same drug.” AR 667-668

The agency also refers to five examples of othses in which it says that it required a
demonstration of clinical superiority as a prersgaifor an award of orphan exclusivity. These
examples, which appear for the first time in thev&lober 2012 letter, are so heavily redacted
that neither the Court nor Depomed can indepenglemtluate the relevance of these allegedly
similar prior precedents. One thing that can lse&lned, however, is that the examples are not
particularly relevant: none of them involved demgorphan exclusivity to a drug that was
approved for an orphan-designated indication.

The other examples to which the agency points¢hvimvolve designated, approved
drugs denied exclusivity because they were notcdlily superior to an earlier “same drug” with
exclusivity, are fundamentally unlike Gralise’stizal circumstances. Depomed Mem. 41 (also
noting that two of these examples date from 204€¢;also, e.gAR 969 (referring to
exclusivity as “used up” or “spent” after it hasezldy been awarded to the same drug that was
designated and approved for the same orphan inahgatSituations in which the agency

decided it would not awardsecondexclusivity period to the same drug go nowherest@v

15 At a public meeting in 1998, FDA'’s Office of O Products Development explained

that the earlier approval of Recombinate had neoibhg@@an Kogenate’s eligibility for orphan-
drug exclusivity because Recombinate’s sponsomleadought or received orphan-drug
designation or exclusivity:

The exclusivity for a product is determined by wiegtor not somebody applies for
an orphan designation. Recombinate did not apptiiconot pursue the exclusivity.
Therefore Kogenate was the only product which wessghated and approved and,
therefore, the only product which received the esigity.

AR 585.
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establishing a FDA practice of denying exclusivaythefirst sponsor to obtain orphan-drug
designation for a particular condition followed tmarketing approval for that condition.
CONCLUSION
The agency’s action must be set aside and Depgnaadied the exclusivity to which it is
entitled. As the D.C. Circuit has explained:
When a statute commands an agency without qudidit&o carry out a particular
program in a particular way, the agency’s dutylésr if it believes the statute

untoward in some respect, then ‘it should takeatscerns to Congress,’ for ‘[ijn
the meantime it must obey [the statute] as written.

Oceana v. Locke570 F.3d 1238, 1243 (D.C. Cir. 2011) (quotivatural Res. Def. Council v.
EPA 643 F.3d 311, 323 (D.C. Cir. 2011)). The commahihe Orphan Drug Act in this case is
clear. If FDA thinks the statuthouldrequire proof of clinical superiority in casesdik
Depomed’s, the agency’s recourse is to take tlgamaent to Congress—not to enforce it against
Depomed in violation of the statute.

For the foregoing reasons and those in Depomguiaing memorandum, the Court
should grant Depomed’s motion for summary judgnagrat deny the FDA’s motion for

summary judgment.
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