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UNITED STATESDISTRICT COURT
FOR THE DISTRICT OF COLUMBIA

)

GRACEWAY PHARMACEUTICALS, LLC )

)

Plaintiff, )

)

V. )

)

KATHLEEN SEBELIUS Secretary, )

Departmat of Health and Human )

Serviceset al, ) Civil Action No. 10-1154 (RBW)

)

Defendand, )

)

and )

)

NYCOMED US, INC., )

)

Defendartintervenor. )

)

MEMORANDUM OPINION

Theplaintiff filed its Complaint in this case on July 8, 2010, alleging that certain actions
taken by the United States Food and Drug Administration EBD&") violated both the
Administrative Procedure ActAPA"), 5 U.S.C. § 702 (2006), and the Food, Drug, and
Cosmetic Act'(FDCA"), 21 U.S.C. 8§ 355(a) (2006)his case isiow before the Court on the
parties crossmotions for summary judgmengeePlaintiff's Motion for Summary Judgment

("Pl.'s Mot"); Federal DefendaritMotion for Summary Judgment§éfs. Mot.").> Defendant

! In resolving theemotions the Court also considered the following: the Complaint ("Compl."); the

Memorandum of Points and Authorities in Support of Plaintiff's Mot@rSummary Judgment ("Pl.'s Mem."); the
Plaintiff's Statement of Administrative Record Citations Pursuant to Ladal'RH) ("Pl.'s Stmnt."); the Federal
Defendants' Memoralum in Opposition to Plaintiff's Motion for Summary Judgment and in Supp@toss
Motion for Summary Judgment ("Defs.' Mem."); the Federal Defendatatement of Facts ("Defs.' Stmnt.");
Nycomed US, Inc.'s Opposition to Plaintiff's Motion for Summary Judganashin Support of the Federal
Defendants' Crosllotion for Summary Judgment ("Ddht.'s Mem."); the Plaintiff's Reply in Support of its
Motion for Summary Judgment and Opposition to Defendants' Motion for Sundmdgynent ("Pl.'s Reply"); the
(Continued . . .)
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Intervenor Nycomed US, In€:Nycomed")opposes the plaintiff's motion for summary judgment
and supports the federal defendants' motion for summary judgn@eeDef-Int.'s Mem. at 1.
For the reasons explained below, the pifiistmotion for summary judgmentdgniedand the
defendantgnotion for summary judgment gganted

I. BACKGROUND

A. Statutoryand RequlatorfFramework

The FDCA provides that "[n]o person shall introduce or deliver for introduction into
interstatecommerce any new drug, unless an approval of an application filed pursuant to . . . this
section is effective with respect to such dtugl U.S.C. § 355(a). In other words, the FDCA
"requires all new prescription drugs to obtain FDA approval undewalngy application
('NDA") before they can enter the marketpladel.'s Mem. at 4.An NDA submitted by a drug
manufactureseeking FDA approval of a brand name drug, also known as a pibngémust
include, among other informatiorfull reports ofinvestigations whiclhave been made to show
whether . . [the] drug is safe for use and whetlfigre] drug is effective in use." 21 U.S.C. 8
355(b)(1)(A). A drug manufacturer seeking FDA approval of a generic drug may, however,
obtain such approval with an abbreviated new drug applicattdddA"). 1d. 8 355(j)(1). An

ANDA "must show that the generic drug contains the same active ingredient as the pioneer

(...continued)

Federal Defendants' Reply Memorandum in Support of Ckéason for Summary Judgment; and Nycomed US,
Inc.'s Reply to Graceway's Opposition to the Defendants' @Gfoisn for Summary Judgment.

2 The Court granted Nycomed's unopposed motion to intergarsuant to Federal Rule of Civil Procedure
24(a)(2) on August 20, 201BeeGraceway v. Selhies, et al., Civil Action No. 141154 (RBW) (D.D.C. August
20, 2010).

3 A brand name or pioneer drug is also known as a "listed" d8eg21 U.S.C. 855(j)(2)(A)(i) (nhoting that

a drug previously approved through an NDA will be referred to in thatstgtsubsection, which addresses
abbreviated new drug applications, as the "listed" drug); Astellas Bid&ninc. v. FDA642 F. Supp. 2d 10, 13
(D.D.C. 2009) ("Once approved, the pioneer drug is referred to as a 'listedf).drug.




the same strength, dosage form, and route of administration; is labeled for thesearaad . . .
is shown to be 'bioequivalent' to the pioned?l's Mem. at 5 (citing 21 U.S.C. 8§ 355(j)(2)(A)).
Thus, rather than requiring a new showing of the generic's safety andveffess, the FDCA
"requires a showing that the proposed generic oparatee same manner as the pioneer drug

on which it is based.’Astellas Pharma$42 F. Supp. 2d at 14. The FDA must approve the

generic manufacturer's ANDA unlese ANDA fails to provide the statutorily required
information. Seeid. (citing 21 U.S.C. 8§ 355(j)(4)).

"A drug shall be considered to be bioequivalent to a listed dthg ifate and extent of
absorption of the drug do not show a significant difference from the rate and exabsbgjtion
of the listed drug." 21 U.S.C. § 355(j)(8)(B)(iAdditionally, for locally acting, topical drugs,
"the Secretary may establish alternative, scientifically valid methods to shegqubialence if
the alternative methods are expected to detect a significant difference betwpeopbsed
generi¢ drug and the listed drug in safety and therapeutic effddt.8 355(j)(8)(C).

A demonstration of bioequivalence can depend on the type of drugs involved. For
example, for drugs that work systemically by circulating in the bloodstedter ingestionn the
form of a pill or capsule, bioequivalence is typically measubgdcbmparing the rate and extent
of absorption of the active ingredients in the blood." Compl. MXre relevant to this case,
for products that are administered topically and @cally, bioequivalence must be measured
differently, using a more subjective approadth. § 22. For such products, the FDA must often
rely on comparative clinical studies to conclude that a proposed generic drugiandex drug
are bioequivalentld. (citing 21 C.F.R. § 210.24(b)(4))n a comparative clinical trial, patients
are given either the proposed generic drug, the listed drug, or a placebo, with thempéhe

determinatiorfwhether there is a clinically significant difference in thefgrenance of the two



drugsin treating a specificcondition? 1d. § 23. A comparative clinical trial, therefore, does not
directly measure "the rate and extent to which the active ingredient or active moiety
pharmaceutical equivalents or pharmacealdternatives becomes available at the site of
action." 1d.1 24 (quoting 21 C.F.R. § 320.1(e), federalregulation defining bioequivalence);
seeCompl. 1 24 (citing 21 C.F.R. § 324(b) and observing that FDA regulations list
methodologies for determimg bioequivalence) Nonetheless, because a comparative clinical
trial measures the effect of the pioneer drug and the proposed generic iy tacsiecific
condition and compares the results, there can be a finding of bioequivalence even theugh the
no direct measurement of the rate and extent of drug absorption. Compl. §i24. T
bioequivalence analysis can be more complicated when a single, datly drug is approved
for treatingtwo or more conditionsld. I 25. Nevertheless, the FDA has allowed a comparative
study of a locally acting drug approvemtreat oneondition to suffice as proof of
bioequivalence in the treatment of another condition when the conditieriselated" and

involve the "same site of actionld. §26. Accordingo the plaintiff, the "rationale behind this
practice is that if tw@onditionsare related and occur at the same site of action, [the] FDA can
properly extrapolate bioequivalence from one condition to the otler."”

B. Factual and Procedural Hisy

Theplaintiff manufactures Aldara, a topical, locally acting cream that wasafigroved
as a pioneer drug by the FDA on February 27, 1¥7% Stmnt. 1. Aldars'active ingredient
is imiquimod. Id. Aldara is currently approved by the FDA for the treatment of three conditions

(also known asinhdications). Id. 1 2;seeDefs! Stmnt. { 1. First, in 1997, the FDA approved

4 A comparative clinical trial should not be confused with a standardallimial. In a standard clinical trial,

patients are given only a test drug or a placebo. Compl. § 23. The goalri tiseherefore simply to ascertain
whether the test drug has a clinical effect over and above that seen with the pigcelting a specific condition,
not the comparison of the effectiveness of two different drugsatirigeone conditionld.



Aldara for the treatment @xternal genital and perianal wartgénital warts or "EGW"), a
form of sexually transmigd disease caused by infection with certain strains of the human
papillomavirus. Pl.'s Stmnt. § 2.h&nin 2004,the FDAapproved Aldara for the treatment of
clinically typical, nonhyperkeratotic, nonhypertrophic actinic keratosegi(ic keratose'$ on
the face or scalpld. 1 3. Actinic keratoses artat, scaly growths on the skin that usually form
on parts of the body that are exposed to direct sunlightln order to obtain this approval for
the use of Aldara in treating actinic keratoses,RDA required the plaintiff to conduct clinical
studies inolving patients with actinic keratoses and did not allow the plaintiff to extrapolate the
drug's effectiveness in treating actinic keratoses from studies conducted intmmwih
Aldards appoval in treating genital wartdd. "Also in 2004, [the] FDA approved Aldara for
the topical treatment of biopsypnfirmed, primary superficial basal cell carcindrisBCC"),
which "is among the most common forms of cancetCaucasiansid. 4.

On June 23, 2004, defendant-intervenor Nycomed submitted to the FDA a draft protocol
for conductinga clinical bioequivalencstudy involving patients with EGW as part of its effort
to obtain FDA approval for a generic version of Aldai@.{ 8. On March 11, 2005, the FDA's
Office of Generic Drugs, the division of the FDA charged with revieWgigomed's ANDA,
provided written comments on Nycomed's proposed protocol in which it instructed the applicant
to perform a single clinical bioequivalensiidy irvolving patients with actinic keratosaather
than EGW.1d. 1 9; Pl.'s Mem. at 8. On that same date, the Office of Generic Drugs provided the
same instructions regarding clinical bioequivalence stuniedving patients with actinic
keratoseso a number of other applicants seeking apprimrajeneric versions of Aldara. Pl.'s
Stmnt.  10. Four years later, in March of 2009, the Office of Generic Drugs prepaaétd a dr

guidance for imiquimod and sent it to the FDA Dermatology Divisiondeiew. Id. 1 12-13.



In its June 15, 2009 response, the Dermatology Division egj¢he Office of Generic Drugs'
view that a single studgoncerningactinic keratoses was appropriatd. { 14. Rather, the
Dermatology Division recommended that if (RBA were going to allow generic applicants for
Aldara to conduct a single clinical trial for purposéslemonstrating bioequivalendbatthe
study should involve patients with sSBCC, not actinic keratokbsThe Dermatology Division
later went astep further and recommerdthat applicants for generic versions of Aldara conduct
clinical studies imolving patients with EGW as wellld.  15.

On July 30, 2009, the plaintiff filed a Citizen Petition in which it asked RiBA'to
require anyANDA for ageneric imiquimod creamproductrelying on Aldara as thipioneer
drug, or] referenced productfgd include[among other thingsdomparative clinical data
showing bioequivalence in patients with genital wartsd: § 19 The Petition set fith the
plaintiff's view that genital warts are completely unrelated to actinic keratodesB&C, both in
terms ofthecause and the nature of the conditiolis.{ 21. The Petition further explained the
plaintiff's position that genital warts have iferent site of action than actinic keratoses and
sBCC because they occur in "very different skin at very different locations todlye' 1d. In
other words, the plainfié Citizen Petition made bothelatednessand"site of action”
argumensg. Juy 30, 2009 Citizen Petition of Graceway Pharmaceuticals ("Citizen Petition") a

(FDA 000007)°

> FDA regulations permit the filing of a citizen petition by those with rights sc@mtific knowledge of a

brand name drug. A citizen petition requests that the FDA either takeain fierm taking certain administraév
action. See?1 CFR 88 10.25(a) (identifying a citizen petition as one means by whatinainistrative proceeding
may be initiated) and 10.30(e) (setting forth the Commissioner'ssdatialing upon citizen petitions).

6 Wherethe Courtdetermineghat a citation to documents in the administrative reagpropriate, the

Court will identify the name of that document, its internal page numbémaere that page may be fouimdthe
administrative record.



As part of the FDA's review and analysis of the plaintiff's Citizen Petiti@enfDA's
Center for Drug Evaluation and Research ("CDERfjice of Regulabry Policy, prepared a set
of questions and formally presented them to IblogFDA's Office of Generic Drugs and the
Dermatology Division Defs.' Stmnt. § 33The Office of Generic Drugs responded to the Office
of Regulatory Policy's questions with a 42-page memorandum, in which it set foethsibs
for concluding that a "well-designed imiquimod bioequivalence study that did not iraciude
EGW study would be sufficiently sensitive to detect formulation differenddsf 34. By
contrast, he DematologyDivision responded to the questions with a five-page memorandum, in
which it noted its agreement with the plaintiff that EGW is unrelated to and o¢diffeeent
anatomical locations than actinic keratoses and sB@C] 35. The Dermatologyivision also
recommended that trialsvalving patients with EGW should be required to establish
bioequivalence between Aldaaad generic imiquimod creamgl. Due tothe conflicting
recommendations from the Office of Generic Drugs anditkision of Dermatology, "the
matter was elevated" within the FC#hdDr. Julie Beitz, the Director of the Office of Drug
Evaluation Ill, of which théivision of Dermatology is a component, was asked to review and
resolve the disputedsues.ld.  36. Dr. Beitz,an oncologist, an internist, and the supervisor of
theFDA dermatologists d., conducted an independent review of the issues amdl&vant
scientificliterature beforailtimately concludinghat a clinical trial using patients with actinic
keratoses wald be "sufficient to establish bioequivalence for generic imiquimddi.Y 37. Dr.
Beitz's decisionthus overruled th®ivision of Dermatology, supported the Office of Generic
Drug's conclusion, and resolved the conflict that had arisen between the two divigloms of

FDA. Id.



On January 26, 2010, the FDA issued a Citizen Petition Response (the "Response”) in
which it concludedhat a single comparative clinical stuidyolving patients with actinic
keratoses is sufficient to demonstrate bioeglgnhce in all three conditions for which Aldara has
FDA approval—genital warts, actinic keratoses, and sBCBL's Stmnt{ 22 seeJanuary 26,
2010 letter from Dr. Janet Woodcock at 1 (FDA0O00366). The Response drew largely from Dr.
Beitz's reseatcand conclusions. Defs.' Stmnt. | 44.its Response, the FDA rejected the
plaintiff's argument that indications must be related for a clinical trial in one indidatio
estdlish bioequivalence for a multrdicationdrug 1d. § 9. Despite its rejetion of the
plaintiff's argument that indications must be related in order for the extrapolation of dai@ from
study of one indication to be appropriatee FDA Responseevertheless concluddidat genital
warts, actinic keratoses, and sBG&ere in fat related because eafdondition] respads to
topical treatments thanhance local and cethediated immunity in immunocompetent
individuals." 1d.  15. The FDA's Response also gave two reasons why the FDA rejected the
plaintiff's site of action argunmé. 1d. Y 16. First, the FDA concluded that it would be
appropriate to use an actinic keratoses trial to establish bioequivalencerbatdera and a
generic imiquimod cream evdithe sites of action for géal warts and imiquimod were
different. See id. 1 17 ("The [FDA] explained that '‘even for drugs with multiple sites afrgcti
one study would be sufficient to show bioequivalence if the [FDA] reasonably conchaded t
showing of equivalent drug delivery . . . in an indication with a certaro$iaction was

sufficiently predictive of equivalent drug deliverythe othersite orsites of action.”). Second,

! After the filing of its firstCitizen Petition on July 30, 2009, on August 28, 2009, the plaintiff filed a second

Citizen Petition in which it raiseadditionalreasons why generic imiquimadeams should not be approved with
studies more extensive than those required by the FDA. Defs.' §tBniThis second Petition was apparently also
denied by the FDA, but the plaintiff has not challenged this deldalAccordingly, the only Citizen Petition denial
at issue in this case is the denial of the July 30, 2009 Petition.



the FDA concluded that even if separate clinical trials were required wigeséelof action is
different, the outcome with regard to Aldara and generic imiquimod creams would be umdchange
because the sites of action for genital warts and sBCC are the Ehifid.8. The FDA

explained that because "the therapeutic action of topical imiquimod occurs Wwelkeidermis

itself, that is tlke site of action for each of the drug's three approved indicatiéshsThe

Response was signed by Dr. Janet Woodcock, the Director of the CDER, and the person
specifically delegated the authority to decide Citizen Petitions pertamimgnan drugsid. |
41;seeid. ("The Office of Generic Drugs, [the Office of Drug Evaluation liticfuding [the

Division of Dermatology]), and every other FDA office responsible for the review and approva
of human drugs ultimately report to Dr. Woodcock.").

On February 25, 2010, the FDA approved Nycomed's ANDA for an imiquimod topical
cream Pl.'s Stmntf] 24. The demonstration of bioequivalence in Nycomed's ANDA was
supported by clinical trials conducted by Nycomed involyagents with adhic keratoses.id.

1 26.
[1.  STANDARD OF REVIEW

A. Summary Judgment

Courts will grant a motion for summary judgment under Rule 56(a) of the Fedgesl R
of Civil Procedure only if the moving party has shown "that there is no genuine dispoitengs
material fact and [it] is entitled to judgment as a matter of'ldved. R. Civ. P. 56(a).
Moreover, "in ruling on cross-motions farramary judgment, the Court shall grant summary
judgment only if one of the moving parties is entitled to judgment as a matter of law upon

material facts that are not genuinely disputedduwekama Ohlone Tribe v. Kempthorne, 452 F.

Supp. 2d 105, 113 (D.D.C. 2006) (Walton,(@idation omitted). Summary judgmehs an



appropriate procedusghen a court reviews an agency's adstrative record Shays v. FEC,
424 F. Supp. 2d 100, 109-10 (D.D.C. 2006), and, because thisrmadge's a challenge to a
final administrative action, the Colsrteview is limited to the administrative recdrdtund for

Animals v. Babbitt, 903 F. Supp. 96, 105 (D.D.C. 1995) (citing Camp v. Pitts, 411 U.S. 138, 142

(1973).

B. Judicial Review of Agency Actions

The APA entitles agrson sufferindegal wrong because of agency action, or adversely

affected or aggrieved by agency action to judicialewy 5 U.S.C. § 7024ill Dermaceuticals,

Inc. v. EDA, 524 F. Supp. 2d 5, 9 (D.D.C. 2007). The APA requires the reviewing court to set
aside an agency action that is "arbitrary, capricious, an abuse of discretionnersetinet in
accordance with law5 U.S.C. § 706(2)(A). In conducting this review, considerable deference

must be accorded to the agen8geeCitizens to Pres. Overton Park, Inc. v. Volpe, 401 U.S. 402,

416 (1971).Specifically, in the context of this caghe FDA's evaluations of ientific data

within its area of expertise are entitled to a high level of deferenceSe8ero Labs., Inc., v.

Shalala 158 F.3d 1313, 1320 (D.C. Cir. 1998). Accordingly,hgtle is a presumin in favor

of the validity of theadministrative actiofi.Bristol-Myers Squibb Co. v. Shalala, 923 F.Supp.

212, 216 (D.D.C. 1996).

Despite thepresumption of validity and the deference that must be afforded to an
agency's actions reviewing court "must consider whether the [agsihdgcision wasdsed on
a consideration of the relevant factors and whether there has been a clearjedgment:

Marsh v. Or. Natural Res. Council, 490 U.S. 360, 378 (1d88rnal quotation marks omitted).

At a minimum, the agency must have considered relevant data and articulatpthaateon

estblishing a "rational connection between the facts found and the choice made." Bowen v. Am

10
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Hosp. Ass'n, 476 U.S. 610, 626 (1986)ation omitted) An agency action usually is arbitrary
or capricious if

the agency has relied on factors which Congress has not intended it to consider,
entirely failed to consider an important aspect of the problem, offered an
explanation for its decision that runs counter to evidence before the agency, or is
so implausible that it could not be ascribed to a difference in view or the product
of agency expertise.

Motor Veh. Mfrs. Asgi v. State Farnviut. Auto. Ins. Co., 463 U.S. 29, 43 (1988ge also

County of L.A. v. Shalala, 192 F.3d 1005, 1021 (D.C. Cir.199%hg¢re the agency has failed

to provide a reasoned explanation, or where the record belies the agency's condhesoouy{}
must undo its action)." As noted, the "requirement that agency action not be arbitrary or
capricious includes a requirement that the agency adequately explainlits Regu Citizen,

Inc. v. FAA, 988 F.2d 186, 197 (D.C. Cir.1993). This requeet is not particularly demanding,
however. Id. Nothing more than atief statemeritis necessarysolong as the agency explains

"why it chose to do what it did.” Tourus Recartie. v. DEA, 259 F.3d 731, 737 (D.C. Cir.

2001). If the court carfreasonably . . discern[ ]'the agencg path, it will uphold the agensy'

decision. Pub. Citizen, 988 F.2d at 18ifing Bowman Transp., Inc. v. Arkans8gst Freight

Sys., Inc, 419 U.S. 281, 286 (1974)).
1. ANALYSIS
TheCourt's analysis begins with tBestrict of Columbia Circuls pronouncemernhat
the FDA's tvaluationsf scientific data within its area of expertise . . . [are] entitled to a high
level of deferencé. Serong 158 F.3d at 1320 (internal quotation maaksl citation omitted)
This Circuithas also stated that the FDAsdgmenf] as to what is requireid ascertain the
safety and efficiency of drugs falls squarely within the ambit of the'sBgertise and merit[s]

deference” from the courtdA.L. Pharma, Inc. v. Shalala, 62 F.3d 1484, 1490 (D.C. Cir. 1995)

11
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(citation omitted) Moreover, this "high dege of deference has been applied to the FDA's
determinations regarding which methodologies it determines are neededlte test

bioequivalency of a given genericAstellas Pharmas42 F. Supp. 2d at X8iting Serono, 158

F.3d 13258ristol-Myers Squibb, 923 F. Supp. at 217-18; Somerset Pharm., Inc. v. Shalala, 923

F. Supp 443 at 453 (D.Del. 19973geSchering Corp. v. FDA, 51 F.3d 390, 399 (3d. Cir. 3995

(holding that the FDA's approval of an ANDA was valid because, although a finding of
bioequivalege is required bgtatute, Congress did not intetad'limit the discretion of the FDA
in determining when drugs were bioequivalent for purposes of ANDA approval®).

As noted above, the plaintiff makes two principal arguments why the FDA's aictions
denying its Citizen Petitiowere arbitrary, capricious, and contrary to law. First, the plaintiff
challenges the FDA's conclusion in its Respdhaéexternal genital warts, actinic keratoses,
and sBCC all share the same site of action. Ph&eMem.at 15. Second, the plaintiff maintains
that the FDA's conclusion in its Response that external genital avartdated to actinic
keratoses and sBCC was based on an illogical conclusion and was contrary to tieeevide
before it. Seeid. at 23. The FDA, on the other hand, maintains that both of these conclusions
were based upon reasoned scientific analysis, and were therefore notyadapecious, or
otherwise contrary to lawSeeDefs.' Mem. at 14.6. For the reasons that follow, the Court
mustside with the defendants.

A. The plaintiff's site of action argument

The plaintiff contends that the FDA's conclusion that there is not a "suifigimaterial
difference in absorption properties between skin located in the genital ardaralodated on
the face and scalp” was a departure from its ggetcypositions and not supported by sufficient

explanation.Pl.'s Mem. at 16. The plaintiff further maintains that the "FDA tries to sidestep this
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issue by asserting that the site of action for imiaqudiis not where on the body the drug acts but
rather in what layer of skinld. (internal emphases omittedJhe plaintiffalsostrenuously
asserts that the impropriety of the FDA's position is evidenced by the fattigh&DA's own
experts in the Denatology Division"agreed with the plaintiff that "EGW occur at different
anatomical locatins with different types of skihld. at 15. Finally, the plaintiff argues that the
FDA has improperly transferred the burden of proof concerning bioequivalerspedfically
the lack theeof, to the plaintiff rather than requiritige generic manufacturer seeking ANDA
approval to show bioequivalenctl. at 22. For these reasons, the plaintiff posits that it was a
violation of the APA for the FDA to permit mafacturers seeking approval of generic
imiquimod creams to submit bioequivalence studies based solely on actinic ker8eaek's
Mem. at 18 (discussing the site of action argument in connection to the labelingmenisre
imposed on Aldara).

The FDA responds that the pertinent question regarding the plaintiff's site of action
argument "is not whether the two sites are the same in all respects, but whethveould
respond to treatment with the generic product to the same extent that they would & aida
that [this]is a question that requires scientific expertise to answer." Defs.' M@®\. dthe
FDA further contends thdfthe plaintiff's] argument that the 'sites of action' are different, boils
down to an assertion that the propertiegaofinic keratoses] and EG\Affected skin must be
different, and a belief that this must matter somehda. (internal footnote omitted)The FDA
maintains thaits Responséconsidered and rejected all of these assertions and explained that it
found 'no direct support in the literature for [the plaintiff's] contention that theplvsor
properties of EGWaffected skin are significantly different from [actinic keratoses] @GB

affected skin."ld. (quoting the Response at 10)helTFDAthusasserts tat the Response's
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rejection of the plaintiff's site of action argument was based on reasamabieeltfounded
scientificresearch Seeid. at 14 (the "FDA issued a thorough and well-considered response to
[the plaintiff's] Citizen Petition’))27 (the FIA's Response "reflects and details its final position
on the bioequivalence issuaiterthe resolution of the intra-agency disagreements").

The plaintiff makes much of tHeermatologyDivision's assessment of the issues in
guestion, namely, its opinidhata clinical trial based solely on patients with actinic keratoses
would be insufficient to demonstrate bioequivalence between Aldara and genguicriod
given the different sites of actiorseePl.'s Mem. at 15 ("But more telling still, in the matée
hand, [the] FDA's own experts in the Dermatology Division told the decisionmakirsurther
agree that EGW occur at different anatomical locations with differpestgf skin. Of the three
indications, EGW is the only one that could potentially involve mucdasal $f there is some
differencein behavior of a generic product on mucosal skin as compared to Aldara, such a
condition could only be identified in the study of EGW.™") (quoting November 18, 2009 letter
from Dr. Brenda Carr to Dr. Beitg)Pl.'s Reply at 2 ("[A]s the FDA dermatologists aptly pointed
out, [the] FDA simply can make no predictive statements about how the generic priiduct w
work in patients with EGW without running clinical tests in patients with that disea3&é)
fact remainshoweverthatwithin the FDA hierarchythe Dermatologyivision does not, and in
this casalid not, have the final word in respondingfte plaintiff's Citizen PetitionRather, that
authority belongs to Dr. Janet Woodcock as the directoreo€DER. Defs.' Stmnt.  41As
the District of Columbia Circuit observed $erong

deference is owed to the decisionmaker authorized to speak on behalf of the

agency, not to each individual agency employee. . . . Indeed, were we to hold

otherwise, we wold effectively empower any individual employee not just to

veto he views of the agency head, but to preclude any deference to the agency at
all, since we would have no basis for deciding to whose view we should defer.
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Dr. Woodcock was the authorized decisionmaker for the agency on this matter . . .
and hers is the view to which the courts owe deference.

158 F.3d at 1321 (internal citations omitted). Accordingly, the Court must examineghetext
which the Response, signed by Dr. Woodcock and issued pursuant to her authority@sodlirect
the CDER contained welreasoned explanatien

The internal disagreement betweendiféerent divisions of the FDA is certainly not
irrelevant, but neither is it the dispositive probfrbitrary and capriciaiactionthat the
plaintiff seems to believe it.isHad the FDA entirely ignored the opinion offered by the
DermatologyDivision regarding the need for tests run in patients with EGW, then there would
be some evidence that the FDA's actions werbaps arbitrary or capricious. Here, however,
after the internal disagreemerbse, the FDA elevated the mateDr. Beitz,the "supervisor of
the dermatologists,” Defs.' Stinf§f 36, whaconducteda new round of research and offered her

own, independent findgs, id. § 37 Examiningthe exact argumemaised by the Dermatology

Division, Dr. Beitz concluded that

the "site of topical imiquimod is the epidermis where imiquimod induces the
production of cytokines, including interferon alpha, that stimulate &ddlcalized
immune response and a cellular immuesponse. . . [and that] "for all three
indications, topical imiquimod will be effective only if the product can induce the
requisite immune response in the immunocompetent host. If such response is
induced, then the lesion will respond, regardless of the underlying
pathophysiology of the lesion, its anatomic location, or the skin type invblved

1d. 1111 38, 39 (quoting January 26, 2010 Memorandum BorBeitz).® This language vthen

incorporated in the Responslel. § 39. In assessingvhether the FDA actions i similar

8 Dr. Beitzdiscussed in her memorandum both how imiquimod works and where it. wbhksplaintiff

asserts that the FDA's discussion of how imiquimod works @titigg EGW, actinic keratoses, and/or sBCC is itself
arbitrary and capricious because "for years, [ti@A\Bas consistently taken the position that the mechanism of
action of imiquimod in treating [actinic keratoses] is not known." Rlem. at 17 (internal emphasis omitted). This
argument refers to decisions made in 2004 in connection to FDA requisremgentding the language that would be
contained in Aldara's label. The FDA responds that it was actually thegaioof Graceway's predecessor, 3M, that
was not supported and that the FDA did not pursue the mechanism oftetarse "in the context afdeling,
(Continued . . .)
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context were arbitrary and capricious, the court in Ast&lizabeth LLC v. FDAconcluded tht

it could "quickly dispose 6&fthe plaintiff'schallengebecause it made "too muohthe draft
manual provision and [th&]DA's alleged flipflopping.” 689 F. Supp. 2d 174, 180 (D.D.C.
2010). The Court noted thdt]'he official policy of the agency is expressed in the formal
regulations, not in any draft manual provision that preselbdepromulgation of the regulatioris.
Id. Somewhat snilarly, here the Dermatology Division's opinion was not the opinion adopted
by the FDA when all was said and done; and, so long as the FDA provided its reasons for
disagreeing with its own Dermatology Divisiarhen rendering its final conclusion, which the
Response did, then the Court must give deference to the FDA's official pOsBieeSarofi-

Aventis v. FDA, 733 F. Supp. 2d 162, 172 (D.D.C. 2010) (examining the parties' arguments, and

finding "[n]or is this a case in which the FDA simply glossed over its ealdieisions. To the
contrary, the FDA provided legitimate reasons for [its decisiongitgrfal quotations and
citations omitted)).

Thus, upon the Court's review of the admiirative record it is clear thdte "FDA

produced a comprehensive response to the plaintiff's Citizen Petition, in wipelifically

(...continued)

once a determination has been made that a drug is safe and effective fordedlinte® no decision needs to be
made concerning the drug's mechanism of action. . . . In any event, 3Misrd@c2004 to not submit additional
material in supprt of its proposed label language has no bearing on the Agency'sfieceamclusions regarding

the site of action six years later." Defs.' Mem. at 23. The Court agreesi@RBDA. Simply because the
mechanism of action was, for whatever reason, unknown when Aldarappeoved for the treatment of actinic
keratoses in 2004 does not mean that the mechanism of action miie fourposes of this Court's review, remain
forever unknown or that the FDA could not rely on the mechanism of actitsResponse. Insofar as imiquimod's
mechanism of action is discussed in the Response, the Court is s#hiafitte mechanism of action is well
explained and supported by the FDA's interpretation of the relevant fcientilence.

9 By the Caurt's count, by the time the Response was drafted,shedgaised in the plaintiff's Citizen

Petition had been reviewed by three different groups or individualsnatitlei FDA: theDffice of Generic Drugsthe
Dermatology Division, and Dr. Beitz. Presumably, the issues nggiewed prior to this by the CDER when it
drafted the questions that it then circulated toQfffice of Generic Drugand the Dermatology division and
subsequent to this by Dr. Woodcock in the preparation of the Respdrish woud bring the number of reviewing
groups and individuals to fiveln any event, these issues were considered by a number of people, in asfumber
divisions,within the FDA.

16



addressethe plaintiff's arguments and provided a detailed justification for its coanltisat

additional bioequivalency testing was not needgtktellas Pharmeb42 F. Supp. 2d at 20n

the portion othe FDA's Rsponse in which stated its disagreement with the plaintiff regarding
the absorptive properties of EG¥#i#tected skin and those of actinic keratea#scted skin, the
FDA wrote "[bJut we do not think any such differences, if they exist, are stgnifienough to
suggest that aragtinic keratosgsstudy would be insufficient to demonstrate bioequivalence,
and you have not provided evidence that they dPé!s Mem. at 22internal emphasis omitted)
(quoting the Response at 11). Nonetheldgsptaintiff asserts that this "is not the way the
regulatory approval process works. The burden is not on Graceway tdaukwé
bioequivalence; rather, theiflen is on the generic manufacturers to prove bioequivalence as a
condition of ANDA approval." Pl.'s Mem. at 22.

The plaintiff is bothcorrectin one respeandincorrectin another respectThe plaintiff
is correct that the FDCA imposeipon the gearic manufacturer the burdeh demonstrating
bioequivalence, and upon the FDA the burdéfinding thatthe pioneer and the generic are
bioequivalent before it approves theneric manufacturer's ANDA. The plaintiff is incorrect,
however, in its understanding of how these burdengturethe regulatory process. For
example, herghe generic manufacturer, Nycomed, submitted its ANDA, and, satisfiedh¢hat t
ANDA demonstratedioequivalence, the FDA appredit. The FDA explained at length its
Resmwnse the reasons why it believed the studies conducted involvingatients with actinic
keratosesvere sufficient to demonstrate bioequivalence, and, in connection with this
explanation, challenged the plaintiff to provide evidence disproving its conclusions. In other
words, the FDA is not asking the plaintiff to prove lack of bioequivaleatieer,the FDA, after

concluding that its proposed course of action would satisfy the duties imposed upon it by the
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FDCA and the FDA regulations, merely explained that one reagenigdthe plaintiff's Citizen
Petition was becausé found noscientificevidence, nor did the plaintiff subnsitientific
findings, contrary to or disproving its conclusiohhe FDA was satisfied with the studies' ability

to demontate bioequivalence; it was the plaintiff who was reeeAstellas Pharmab42 F.

Supp. 2d. at 20 (concluding that the plaintiff "has identified no studies or other evidence
demonstrating that the FDA's conclusion was irrational, implausible[,] oracgro existing

scientific consensus")Accordingly, as did the Court istellas Pharmahis Court concludes

that "although the plaintiff provides ample support for the uncontroversial position that
supplemental testing could reveal additional information pertinent to bioequivalehag,made
no showing that the testing guidelines established by the FDA werddrentfto meet its
statutory obligation to ensure the safety and efficiency of new drdds."

B. The plaintiff's relatedness argument

The plaintiff next argues that the "FDA's [denial of its Citizen Petition] alscettigated
upon the unsubstantiated assertion that genital warts are 'related’ to jeatoses] and
sBCC." Pl.'s Mem. at 23 (quotitige Response at(#§DA000374)). Again, the plaintiBeizes
on the opinion of the Dermatology Division as support for its argument: "the [Clourtowed |
no further than what [the] FDA's own experts said: 'the Dermatology Divigi@esithat the
pathophysiology of EGW is wholly unrelated to [actinic keratoses] and sBCCs"M@m. at 24
(quoting November 18, 2009 Letter from Dr. Brenda Carr (FDA 000488¢PI.'s Reply at 14
("Deference is particularly unwarranted here, where [the] FDA's own dadoggtexperts
agreed wth Graceway and disagreed with the ultimate decision of the agenthé)plaintiff
argues that the FDA's Response inadequately explamegjection of the Dermatology

Division's opinionPl.'s Mem at 24and, in doing so, violated its enabling statute, which allows
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the FDA to establish alternative methods of showing bioequivalence only when they are
"scientifically valid" and "may be expected to detect a significant eéifieg between the drug
and the listed drug in safety and therapeeftiect,”id. at 26 (quoting 21 U.S.C. §
355(j)(8)(B)(1)).

The FDA responds that the plaintiff's argument is basati@tfalse premidg¢that [the]
FDA found the three indications to be related because they are treated by theugpin®elfs.'
Mem. at 25 n.22internal emphasis omitted) The FDA contends théds Response adequately
explained its conclusions that: (1) a presumption can be made that it is not ryefoessae of
the indications in a muHindication drug to be related to the others to corelhat a
comparative clinical study based on one indication is sufficient to show bioeque/al2nheven
without that presumption, a single study could suffice if the FDA could reasonablydeticat
the rate and extentf absorption of the generic does not show a significant different from the
pioneer; and (3) genital warts, actinic keratoses, and sBCC were, irefatdrin light of their
response to topical treatments that enhance local anghedlated immunity in
immunocompetent individuals. ldt 2526. Thus, much like its arguments in response to the
plaintiff's site of action argument, the FDA maintains that its denial of the Citet#tioR was
well-reasoned, thoroughly explained, and based on scientific evidence.

The Court onceagainnotes that it is not the Dermatology Division's opinion that is
afforded deference under the precedent of this Cirdihe Court's task in evaluating the
plaintiff's relatedness argument is therefsimilar tothat undertaken above in reference to the
site of action argument: was the FDA's denial of the plaintiff's Citizen Petitilrressoned,

sufficiently explained, and in line with the scientific evidence beforiter a thorough review
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of theFDA's Response, and tlentireadministrative recordhe Court concludes the answer to
this question is yes.
In the portion of the Response addressing the relatedness of the three indications
which Aldara has FDA approval, the FDA explained that
[w]hile we agree that EGW, arising from infectibg human papillomavirus,
differs pathophysiologically from [actinic keratoses] and sBCC, both of which
arise from overexposure tdtnaviolet light, this differencas not material for
purposes of determining an appropriate bioequivalence study design. a. . If
topically applied imiquimodproduct can induce the local and ewmkédiated
immunological response . . . , EGW, [actinic keratoses], or sBCC lesions will
respond to treatment regardless of the underlying pathophysia@bggxact
anatomic location of the lesion.
Response at 8 (FDA 000373) (internal footnote omittdde FDA, thereforedid not conclude
that genital warts, actinic keratoses, and sBCCelated for all purposes or simply on the basis
thatthey could all be treated by imiquimod. Rather, the FDA concltidaedll threeare related
in the manner in which they respond to imiquimod, which is the pertinent question when
evaluating bioequivalencesee21 U.S.C. § 355(j)(8)(B)(i). The Response continues for another
thirteen pages, settirigrth each of the arguments raised in phentiff's Citizen Retition and
explaining why the FDAejectedthose arguments. The Court's review of the Respsatsdies
it that the FDA has "examined the relevant data and 'articulated a satisfactanagop for its

action including a rational connection between the facts found and the choice rBadto!l”

Myers 923 F. Supp at 219-20 (quoting Motor Veh. Mfrs. Ass'n, 463 U.S. at 43) (internal

guotation marks and alteration omitted)). In short, th&'E[Response systemically addressed
the plaintiff's concernand rejected them in compliance with the APHerefore, because the
Court can feasonably . .discern[ ] the agencg path, it must uphold the agency's decision.

Pub. Citizen, 988 F.2d at 197.
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IV. CONCLUSION
As explained above doause the FDA addresssach argument raised in tpeintiff's
Citizen Petitiongxplainedts conclusion with respect to each argumant] citedhe scientific
literature orwhich it relied the FDA's Responsenying the plaintiff'itizen Petition was not
arbitrary, capricious, or otherwise contrary to law, and therefore does naélaAPA. The
plaintiff's motion for summary judgment is theref@ENIED, and the defendant's cross-motion

for summary judgment GRANTED.*

SO ORDERED this 10thday ofMay, 2011.

REGGIE B. WALTON
United States District Judge

10 The Court will issue an Order consistent with this Memorandum Qpinio
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