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INTRODUCTION

The Government'’s response to this lawsuit is striking for what it omits: nethl@awcthe
U.S. Food and Drug Administration (FD#gcantedr even cast doubt upon its own 1977
findings that subtherapeutic usegehicillin and tetracyclines in animal feate not shown to
be safe for human health. It has not done so in the papers filed in this Court, nor in théh@otice
agency published in the Federal Retgr last month, withdrawing 977 notices of opportunity
for a hearingOn the contrary, consatt with its repeategronouncementsver the last three
decadesFDA continues to highlight the human health risks posed by nontherapeutic uses of
medically important antibiotics in farm animals.

FDA'’s unrecantedindings trigger mandatory actions undee Federal FoodDrug, and
CosmeticsAct (Food and Drug Act) to protect public health. FDA must withdraw appforal
drug uses not shown to be safe unless a drug sponsor proves at a hearing that theafises are s
FDA asserts that its findings do not compel agency action because they weresfoeelenbt
after, a hearingand not by a particular official. Thiisigation positiondefies the plain meaning
of the Food and Drug Act and contradicts FDA’s own implementing regulations.

The questiorat the core of the casethis:Can FDA, over the course ofore tharthree
decades, repeatedly express serious concerns about the safety of prepmostycadrugs, and
yet allow those drugs to remain on the market all that time, without ever redgiieilrug
sponsors to prove their safety? For the reasons set forth in Plaintiffs’ operingnaribelow,
theanswelis no. Plaintiffs request an order directing FDA to withdraw approvalenicillin
and tetracyclines in animal fe@dthin one year, unless the agency’s findings are overturned in

formal hearings.



ARGUMENT

FDA Is Required to Withdraw Approval for Penicillin and Tetracyclines Unless the
Agency’s 1977 Findings Are Reversed in Administrative Hearings

The Food and Drug Achandateshat FDA"shall, after due notice and opportunity for
hearing to the applicarissue an order withdrawing approval’a previously approveanimal
drugif the agency “finds . .that new evidence. . shows that such drug is not shown to be
safe.” 21 U.S.C. 8§ 360b(e)(1)(B) (emphasis added). The Government #thitS=DA makes
the finding contemplated by the statute, then itégtiiredto withdraw approvalfor the drug
not shown to be safe. Mem. in Supp. of the Government’s Mot. for Summ. J. and in Opp’n to
Pls.” Mot. for Summ. J. (Gov’t Opp’n Br.) 19 (Dkt. 4Bnjphasis addepg$eeRhone-Poulenc,
Inc. v. FDA 636 F.2d 750, 752 (D.C. Cir. 198@j. Cutler v. Hayes818 F.2d 879, 893
n.116 (D.C. Cir. 1987). The only question, then, is whether FDA has made the requisite findings
with respect to penicillin and tetracyclines in animal féekdas.SeeTetracycline
(Chlortetracycline and Oxytetracyclin€pntaining PremixegTletracyclines Notice)42 Fed.
Reg.56,264, 56,288 (Oct. 21, 1977) (proposing, with limited exceptionsyitodraw all
approvals fotetracyclinecontaining premix products [i.e., feed supplements] intended for
subtherapeutic uses in animal feed on the grounds that they have not been showngaf&§
Ex. B to Decl. of Jennifer A. Sorenson, Oct. 5, 2011 (Sorenson Diekt.)33-2); Penicillin
Containing Premixe@enicillin Notice) 42 Fed. Reg. 43,772, 43,772 (Aug. 30, 1977)
(proposingo withdraw approvals for “all penicilligontaining premixes intended for use in
animal feed on the grounds that . . . new evidence shows that the penicillin-containingsproduct
have not been shown to [be] safe for subtherapeutic use”), Sorenson Decl Dkt. 23€1).

The Government contends that the statodmdates withdrawainly on a finding by the

Commissioner of Food and Drugs, madier the drug sponsor has been provided with notice



and opportunityor a hearingBecausd-DA’s 1977 findings on penicillin and tetracyclines were
made by the Director of the Bureau of Veterinary MedicB¥M, now known ashe Center for
Veterinary Medicineor CVM), and because hearings were never held on the agency’s proposal
to withdraw approvalor penicillin and tetracyclines, the Government argues that FDA is free to
leave the drugs on the market

Plaintiffs recognizethat the law requires FDA to provide notice and opportunity for a
hearingso that a drug sponsor can try to prove the safedydofigFDA has proposed to prohibit.
But that procedural requirement does not diminish FDA'’s statutory obligation to withdraw
approval fora drug that isiot shown to be safe. Rather, a “not shown to be safe” finding has two
procedural consequencdssds in motion mandatory withdrawal proceedings, and it shifts to the
drug sponsor the burden of proving the drug’s safety. If the drug sponsor failsytiiscanrden
in a formal administrative hearintipen FDA must withdraw approval for the drug.

FDA'’s ownregulations and rulings suppdétaintiffs’ understanding of the procedures
prescribed by lawThe agency’'segulations also demonstrate that BMMds authorized to make
findings triggering the agency’s duty to act. Moreover, the history of FDA’s pronmamte on
penicillin and tetracyclines in animal feed reveals that the Commissioner himdetted
BVM's findings thatthe drugs were not shown to be safe this day, the agency’s statements
continue to reinforce the conclusion that approval for the drugs must be withdrawn, absent pr
of safety

A. The Governments Interpretation Strains the Text and Logic of the Statute

Statutory construction must take into account the “structure and gramnaaprovision.
Bloate v. United State430 S. Ct. 1345, 1354 (2010). The Food and Drug Act directs thae “[t]
Secretary shalhfter due notice and opportunity for hearing to the appliceastue an order

withdrawing approval of an [animal drug] .if the Secretary finds. .that new evidence. .

3



shows that such drug is not shown to be safe’.21 U.S.C. 8§ 360b(e)(1)(Bemphasis added).
The plain neaningof the provision is this: If FDA finds that a drug is not shown to be safe, it
must withdraw its approval for the drug. Beforeanhissue the withdrawal ordehe agency
must provide notice and opportunity for a hearldgless FDA's findings are reversed in a
hearing, the withdrawal order must issue. The Government’s contention that HDA®
withdraw approval for a drug not shino to be safés triggered only by a finding macdter a
hearing strains both the text and logic of the statute.

“The position of the words in a sentence is the principal means of showing their
relationship. . . . Modifiers should come, if possible, next to the word they modifijiam
Strunk Jr.& E.B. White, The Elementsf Style22, 24 (Macmillan Paperbacks ed. 1p62ere,
Congress interposed the phrase “after due notice and opportunity for hearing toittamtippl
between thevords“shall” and “issuean ordey’ indicating thathe phrase modifies theserds.
That is,the event thamaytake place onlafternotice and opportunitior a hearings the
issuance of an order withdrawing approval for a drug.

Congress couldave placed the phrasafter due notice and opportunity for heafing
after the words “if the Secretary fintisike so: “The Secretary shalisue an order withdrawing
approval of an [animal drug] . if.the Secretary findsafter due notice and opportunity for
hearing to the applicant . .that new evidence.. shows that such drug is not shown to be
safe. . ..” Thatwould have indicated that the agency could not make a fircdimgelling
withdrawaluntil after notice and opportunifgr a hearingOr, if Congress had intended the
phrase “after due notice and opportunity for hearing” to modify the entire proviscmula
haveput those words at the beginniafithe sentencé After due notice and opportunity for

hearing to the applicanthe Secretary shalbsue an order withdrawing approval of[animal



drug] . . .if the Secretary finds. . that new evidence . . . shows that such drug is not shown to be
safe. . ..” But Congress did neither of these thinigsteadit placed the phrase “after due notice
and opportunity for hearing” as close as possible to the words “shall issue an@rder,”
interrupting a compound verb to do 3tis draftingdecision supports Plaintiffsiaturalreading

of the provision.

Far fromdispengg with theprocedural regirement of providing notice and opportunity
for a hearingseeGov’t Opp’n Br. 13-15Plaintiffs’ reading explains when FDA must issue
notice of opportunityor a hearingn the first placeUnlike the Governmetr# interpretation, this
reading als@ccounts for the situation in which a drug sponsor receives notice of oppofbunity
a hearingandwaivesahearing. In that cas&here would be no hearing and necessarily no post-
hearing findings. But surely FDA would still have both the authority and the obligti
withdraw approval for the dru@pasedon the agency’s pre-hearing findings that the drug was not
shown to be safe.

B. The Governments Interpretation Contradicts FDA’s Own Regulations

The interpretation of the withdrawal provisiadvarted by the Government in this
litigation contradict$=DA’s ownregulationamplementing that provisioiThe Government all
but concedes this contradiction, acknowledging that-DA regulation appears on its face to
predicatehe issuance of a notice gbmortunity for hearing upon a findintbata drug is unsafe
or not shown to be safeSeeid. at 18 n.16.The regulation state§The Commissioneshall
notify in writing the person holding an [animal drug] application approved pursuant to [21
U.S.C. 8§ 360b(c)] and afford an opportunity for a hearing on a proposal to withdraw agbroval
such application if he finds . [t]hat . . .[n]ew evidence . . shows that such driggnot shown

to be safe .. .” 21 C.F.R. § 514.11®)(3)(ii) (emphasis added).



The “not shown to be safe” finding is tlegal predicate to the notice. Ontiee
Commissioner finds that a drug is not shown to be shéeissequiredto initiate the statutorily
mandated withdrawal proceedinigyg providing notice and opportunitgr a hearingon a
proposal to withdraw approval for the dri&ge idUnless the drug sponsor proves the drug’s
safety these proceedings must end in withdraBak21 U.S.C. 8§ 360b(e)(1)(BAs discussed
in Part Il, below, FDA cannot avoid its duty to withdraw apprdeapenicillin and tetracyclines
in animal feedy withdrawing its notices of opportunity for a hearing, when it has not recanted
the findings themselves.

C. FDA'’s 1977 FindingsAre Sufficient to Compel Withdrawal

The Governmerattempts to explain away the contradiction between its statutory
interpretation anéFDA’s own regulations by inventingdistinction between saalled
“preliminary; pre-hearing findings andfinal,” post-hearing findings that a drug is not shown to
be safeGov’t Opp’'n Br. 12.The Government argues that BVM'’s 1977 findings that penicillin
and tetracyclines have not bestown to be safe are insufficient to compel withdrawal because
BVM was authorized only to make preliminary findings, which do not obligate FDAé&oatay
action SeeGov’t Opp’'n Br. 15-18These arguments fail for three reasons: Fiither the
statute nor the implementing regulations mention, much less require, two setsngffindi
meeting two different standards. Second, BVM was authorized to make firndimgelling
withdrawal of approval for animal drugs not shown to be safe. Third, the Commissiomedof F
and Drugshasendorsed BVM’s 1977 findings thpéenicillin and tetracyclines in animal feed

have nobeenshown to be safe.



1. Once FDA Findsthat a Drug Is Not Shown to Be Safe, the Burden
Shifts to the Drug Sponsor to Prove Safety

The Governmenhisreads several 6fDA’s own administrative adjudications to suggest
thatthe agencynust meet a higher standarfdproofwhen it actually withdraws approval for a
drug,after a hearing, than when it proposes to withdraw approval for a lbefigrea hearing.

Gov't Opp’'n Br. 17-18. Arattentivereading of these adjudicatior@d the case law on which

they rely demonstrates th&DA bears only an initial burden of showing that a drug is not

shown to be safe. It is the drug sponsor, not FDA, who carries the burden of persuasion. Once
FDA has found that a drug is not shown to be safe, the burden shifts to the drug sponsor to prove
otherwise. If the drug sponsor fails to do so, then FDA must withdraw approval finuthe

In the Enrofloxacin Decision, on which the Government primarily retes,
Commissioneexplainsthat the withdrawal opproval foran animalrug involves a twatep
inquiry: “CVM, as the proponent of withdrawal of approval of [the drug], has the burden of
making the first showing; in other words, CVM has the initial burden of production.”
Enrofloxacin in Poultry (Enrofloxacin Decision), No. 2000N-1571, at 7 (FDA July 27, 2005),
Ex. N to Decl. of Amy A. Barcelalan. 9, 201PBarcelo Decl.Dkt. 44-14). To meet this
burden, CVM “must provide a reasonable basis from which serious queshiouisthe ultimate
safety of [the drug] . .may be inérred.”ld. (alteration in originglinternal quotation marks
omitted. “If CVM carries its burden of production, . . . the drug’s sponsor[] has the burden of
persuasiomn the ultimate questioof whether [the drug] is shown to be safe. at 9. That is,
the drug sponsor “must come forward with evidence that is sufficient to addré&'s €afety
guestions.’ld. at 8. As the “fact finder,” the Commissioner determines whether the drug sponso
has carriedts burden of proving the drug’s safetg. at 9.1f not, CVM'’s findings stand, and

approval for the drugwust be withdrawn



Withoutanalysis, the Government asséhiat the “serious questions” standard “is lower
than the standard for withdrawal contained in section 360b(e)(1), which requirgsian a
determination that the drugs at issue‘ansafe’ or not ‘shown to be saféeGov’'t Opp’n Br. 17.
But the Enrofloxacin Decision makes clear that the “serious questions” stastis@dsame as
the “not shown tdoe safe” standardhe Commissioner explains that “the relevant statutory
guestion is whether the animal drug ‘has been shown to be safe,’ 21 U.S.C. § 360b(e)(1), which,
as explained earlier, has been interpreted to rethateCVM show that there are serious
guestions about the safety of [the drug].” Enrofloxacin Decision 45. In other w@A4sh#&s
concluded that a drug is “not shown to be safe” when there are “serious questionstsabout
safety.

Once FDA has found that a drug is not shown to be sdfatis, that there are “serious
guestions” about the drug’s safety—it is up to the drug sponsor to prove otherwise. Iigthe dru
sponsor fails to do so, then the inquiry is over, and approval for the drug must be withdrawn.
There is no statutory or regulatory requirement that FDA raakadditional, “final” finding
meeting some higher standard.

The administrative adjudications cited by the Government confirm thistisp
sequenceLike the Enrofloxacin Decisiorhe Nitrofuarns Decision explains that “[be
proponent of withdrawa[CVM], has the burden of making the first showing.( that the drug
is no longer shown to be safe. . Once the limited threshold burden baen satisfied, of
course, the burden passes to the sponsors to demonstraté safetfurans(Nitrofurans
Decision) 56 Fed. Reg. 41,902, 41,903 (Aug. 23, 19€%) A to SupplementdDecl. of Jennifer
A. Sorenson, Jan. 31, 20{&nphasis added$imilarly, the DES Decision state®écause the

Bureaus are the proponents of withdrawal, . . . they have the burden of proving that the first



‘showing’ (i.e., a showing that the drug is no longer shown to be safe) has been mdde . . . .
other words, the Bureaus must provide a reasonable basis from which serious quastibtiea
ultimate safety of [the drug]. .may be inferred Diethylstilbestrol (DES Decision), 44 Fed.
Reg. 54,852, 54,861 (Sept. 21, 19'Byrcelo DeclEx. P Dkt. 44-16) (internal quotation marks
omitted) In both caseshe G@mmissioneordered withdrawal after concluditigat CVM/BVM
had carried its burden and the drug sponsors haclna¢d theirsNitrofurans Decision, 56 Fed.
Reg. at 41,911-12; DES Decision, 44 Fed. Reg. at 54,900.

The case law cited in these adjudioas likewise demonstrates that once FDA has found
that a drug is not shown to be safe, the burden shifts to the drug sponsor to prove safety.
Evaluating a finding made by the Commissioater a hearing, the D.C. Circuit held thahé
Commissioner has met higtial burden of coming forward with some evidence of the
relationshipbetween the residue and safety . This evidence is sufficient to shift the burden of
showing the safety of DES to the manufactuteRhone-Poulend36 F.2dat 753(emphasis
added)internal citations and quotation marks omittel)e Court referred to FDA'’s burden as
“initial” notbecauseéhe agencyvas later required to meet some higher standard, but beabause
only burden FDAborewas annitial one: once it had been mehe burden shifted to the drug
sponsors to prove safef§ecause the Commissionedsterminatiorthat the drug sponsors “had
not sustained their burden” was supported by substantial evidence, the Court upheld FDA'’s
withdrawal of approval foDES Id.

This interpretation of FDA’s burden is the only sensible ®he.Food and Drugict
places squarely on drug sponsors the burden of proving that a drug theafieustprove
safetyif a drug is to be approved in thest instance21 U.S.C. 88 360b(b)(1)(A), (c)(1) &

(d)(1)(A), and if serious questions later arise about the safety of a previously approygteir



must put those questions to rédDA cannot evade its statutory duty to protect the public from
potentially unsafe digsby labeling its 1977 findings “preliminaryOnce FDA has found that a
drughas ‘hot been shown to be saf§gtracyclines Notice42 Fed. Regat 56,288;Penicillin
Notice 42 Fed. Reqat43,772,t is both illegdand irresponsible for the agency to allow the
drug to remain on the markieidefinitely, without ever requiring the drug sponsor to prove its
safety That is what FDA is doing here.

2. BVM Was Authorized to Make Findings Requiring Withdrawal

TheGovernment’s contentiotinat BVM was not authorized to make findings requiring
withdrawalis baselessFDA’s own regulations provide thgthe Commissioner shall notify in
writing the person holding an application approved pursuant to [21 U.S.C. § 360b(c)] and afford
an opportunity for a hearing on a proposal to withdraw approval of such application if he
finds . . .[t]hat. . .[n]ew evidence . . shows that such drug is not shown to be safe.” 21 C.F.R.
§ 514.11%b)(3)(ii). The Commissioner has delegatbkid dutyto BVM (and row CVM): as of
1977, the Director of BVM was “authorized to issue notices of an opportunity for a hearing
proposals . . . to withdraw approval of new animal drug applications.” 21 C.F.R. § 5.84 (1977),
Barcelo Decl. Ex. MDkt. 44-13) seealsoFDA, Staff Manual Guides § 1410.503 (2011),
Barcelo Decl. Ex. ADkt. 44-1).

The delegation to “issue notices of an opportunity for a hearing on proposals . . . to
withdraw approval of new animal drug applicatibnecessarilyencompasses the authority to
make findingghatan animaldrug is not shown to be safehe notice could not issue absent such
a finding.Any notice issuednust ‘specify the grounds upon which” the proposal is based. 21
C.F.R. 8 514.200(a). If, upon receiving notice, a drug spaleots to waivéts opportunityfor
a hearingthen the Commissioneever gets involved at aBBVM is authorized to issue an order

withdrawing approval of the drug. 21 C.F.R. § 5.84 (193&¢alsoFDA, Staff Manual
10



Guides 8§ 1410.503, 1 1.A.2 (2011). ThB¥YM must have the authoritg issue dinding
sufficient to compel withdrawal under 21 U.S.C. 8§ 360b(e)(1).

If the sponsor requests a hearing, then FDA’s formal hearing proceduresntorplay.
See?2l C.F.R. 88 514.200, 514.201 & pt. The officer presiding over the hearing makes an
initial decision as to whether the drsigonsor has proved the drug’s safety; if the sponsor
appeals, the Commissioner makes a final decigib®8 12.120-.130. But the involvement of
the Commissioner does not diminish tegalsignificance of BVM's findingsThese findings
still trigger the statutorily mandated withdrawal proceedings, which must end oirawital if
the drug sponsor cannot prove the drug safe. Moreover, as explaineadmtinetrative
adjudicatons discussed in the previous section, it is BVM, as the “proponent of withdrawal,”
thatmakes the showinthpat a drug isiot shown to be safe or, in other words, that there are
“serious questions” about the drug’s safety. Enroflox@&nision7; Nitrofurans Decision, 56
Fed. Reg. at 41,903; DES Decision, 44 Fed. Reg. at 54,861. Nothing about this scheme suggests
thatBVM lacksthe authority to make findingoompellingwithdrawal under the Food and Drug
Act.

3. The Commissioner of Food and Drugs Hasndorsed BVM'’s
1977Findings

In this case, the question whether BVM, rather than the Commissiaaseguthorizedo
makefindings compelling withdrawas academicAs the history of FDA'’s statements on
penicillin and tetracyclines in animaddshows, the Commissioner of Food and Drogs
endorsed BVM’sl977 findings. Moreover, those findings were not written on a blank slate: the
drug sponsors had already submitted data to FDA that failed to {hvedeugs’ safety.

In 1970, the Commissioner established a Task Force to evaluate the potential human

health threats posed by the lotegm use of antibiotics in animaleeAntibiotic and
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Sulfonamide Drugs in Animal Feeds, 37 Fed. Reg. 2444, 2444 (Feb. 1, 1972), Sorecison D

Ex. C(Dkt. 33-3). The Commissioner concluded that the Task Force’s findings raisediésuffi
guestion” about potential human health hazards to require drug sponsors to prove that the drugs
were safeAntibiotic and Sulfonamide Drugs in the Feed of Animals, 38 Fed. Reg. 9811, 9813
(Apr. 20, 1973), Sorenson Decl. Ex. D (Dkt. 33-4). He ordered drug sponsors and other
interested parties to submit data within the next two years “which resaolekisively the issues
concerning [the drugs’] safety to mand animals . .under specific criteria” established by

FDA, or the agency would propose to withdraw all approvals for subtherapeutic uses of
antibiotics in animal feedd. (codified at former 21 C.F.R. 8§ 135.109; renumbered as 21 C.F.R.

§ 558.15).

Evaluating the information submitted by drug sponsors and others, the Director of BVM
concluded that “the affected parties have failed to answer the safety questiedisaiacsit
penicillin, Penicillin Notice 42 Fed. Recat 43,774, andthe affected partiesave failed to show
that extensive subtherapeutic use of the tetracyclines is $atedtyclines Notice 42 Fed. Reg.
at56,267. Finding that the drugs had “not been shown to be safe” for the uses for which they
were approvedhe Director issued notices of opporturfty a hearingon proposals to withdraw
all subtherapeutic uses of penicillin and most subtherapeutic uses of tetrexyclanimal feed.
Penicillin Notice, 42 Fed. Regat43,772 Tetracyclines Notice42 Fed. Reg. at 56,288.

In 1983, the Commissioner denied a request by drug sponsoFDlyatithdraw the
notices of opportunityor a hearingegarding penicillin and tetracyclineBhe Commissioner
explained that “[t]he Directdof BVM] has not changed hisréar conclusion that the available
scientific information warrants the proposed actions. . . . The notices of opportunigaforgh

represent the Director’s formal position that use of the drugs is not shown to b&eaieillin
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and Tetracycline in Aimal Feeds, 48 Fed. Reg. 4554, 4555-56 (Feb. 1, 1983), Sorenson Decl.
Ex. DD (Dkt. 33-30). For these reasons, the Director did not wish to withdraw the notices of
opportunityfor a hearingThe Commissionestated that hbad “reviewed the Director’'s
decsion andconcur[redjwith it.” Id. at 4556. The sole regulatory basis for the notices, and thus
for the Commissioner’s concurrence, was the substantive fitldiaighe animal drug uses were
not shown to be safe.

Recent statements by FDntinue taconfirm the substancef the agency’4977
findings. It is undisputed that in 2010, FDA concluded fttreg overall weight of evidence
available to date supports the conclusion that using medically important anti@lichalgs for
production purposes [in livestock] is not in the interest of protecting and promoting the public
health.” Gov’'t Resp. to BI' Statement of Facts i 8Bkt. 45)(alterations in original) (internal
guotation marks omittedl:DA reached that conclusion after reviewingy years’'worth of
scientific reports issued bgading authorities around the worfskeeFDA, Draft Guidance No.
209, The Judicious Use of Medically Important Antimicrobial Drugs in Food-Producing Animals
4-13 (2010), Sorenson Deélx. O (Dkt. 33-15).In its reviav, FDA quoted the 2004 comments
of its parent agency, the Department of Health and Human Se(MEES: “ We believe that
there is a preponderance of evidence that the use of antimicrobials in food-prashiciaty ha
adverse human consequences.There is little evidence to theontrary.” Id. at 12.Since FDA
published its review, the Centers for Disease Control and Prevention, another divisld8g,of
has statethat there is Strong scientific evidence of a link between antibiotic use in foodals
and antibiotic resistance in humans,” resulting in “adverse human health consedugoces
Resp. to A.’ Statement of Facts3B (internal quotation marks omitted)ast month, in

withdrawing the 1977 notices of opportunity for a heariigA reiterated that itremains
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concernedbout antimicrobialresistance and “continues to view [it] as a signifiqautilic
health issue.Withdrawal of Notices of Opportunity for a Hearing, 76 Fed. Reg. 79,697, 79,698,
79,700 (Dec. 22, 2011), Barcdleecl. Ex.L (Dkt. 44-12).

Against this backdrop, the Government’s contention that BVM lacked authority to make
findings compelling withdrawak specious. FDA has repeatedly identified serious questions
about the safety of penicillin and tetracyclines in animal feed, and hasfonard findings that
the drugs have not beeshown to be safe.” The Food and Drug Act dictates what the agency
must do in this situation: it must withdraw approval for the drugs, after notice andwptyort
for a hearingFDA has made clear that it has no intentionarhplying with this statutory
mandatelt is up to this Court to enforce the law.

D. The Governments Litigation Position Is Not Entitled to Chevron Deference

The Government contends that its interpretation of the withdrawal provision, 21 U.S.C.
§ 360b(efl), is “long-standing” and therefore entitled @hevrondeferenceGov't Opp’n Br.
16.Where, as here, the stadry languagés “unambiguous,” the Courtfiust give effect to the
unambiguously expressed intent of CongreG$atk v. Astrue602 F.3d 140, 147 (2d Cir. 2010)
(internal quotation marks omittedgven if the withdrawal provision were ambiguous, however,
the Government’s claim for deference would fail, because the agency docuno#ets iin
support of its position do not embody the statutory interpretétamvances in this litigation
Courts do not defer to “agency litigating positions that are wholly unsupportedgtiegs,
rulings, or administrative practi¢eBowen v. Georgetown Univ. Hosg88 U.S. 204, 212
(1988).

As evidence of its¢onsistent[] interpretationof the withdrawal proigion, the
Government points to two sources: the Commissioner’s delegations of authority toettteDir

of BVM, and FDA’s administrative adjudications in the Enrofloxacin, Nitrofurand, DES
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cases. Gov't Opp’n Bl6-17. None of these documemgtsplicitly stateghatonly a posthearing
finding that a drug is not shown to be sedquiresFDA to withdraw approvdor the drug.The
Government contengdssteadthat the documenimply that position by drawing a distinction
between preliminary findings VM, meeting a “lower. . . standard’of proof,and final
findings by the Commissioner, meeting the “high standard of section 360b(e)(1)t"@ph
Br. 17-18. As demonstrated in the previous sections, however, the documents do not draw any
suchdistinction Seesuprapp. 7-11.The Commissioner’s delegations authorized the Director of
BVM to make findings legally sufficient mompel withdrawal under 21 U.S.C. § 360b(e)(1).
And FDA'’s administrativeadjudications make cleénat FDA is not required to make two
separateshowings, meeting tweeparatestandards. These agency documents support Plaintiffs’
readingof the withdrawal provision, rather than the interpretation now advanced by the
Government.

If this Court defers to FDA at all, it should defer to FDA'’s own regulatigolementing
thewithdrawal provision, on which, notably, the Government dudsely. See21 C.F.R.
8 514.11%b)(3)(ii). As discussed abovthis regulatiormakes clear that gre-hearingfinding by
FDA that a drug iSnot shown to be safe” obligates the agency to pursue withdrawal
proceedingsld. The Government argues thhid regulation desnot mean what says and for
supportit points again to FDA’s administrative adjudicatioBeeGov’'t Opp’'n Br. 18 n.16.
Again, the Court should not credit this litigation position.

Deference to an agency’s interpretation of its own regulation “is warrantgavbah the
language of the regulation is ambiguouShristenserv. Harris County, 529 U.S. 576, 588
(2000). The Governmegbncedes that the language of the regulation is pldiapjiears on its

faceto predicate the issuance of a notice of opportunity for hearing upon a finding thgtia d
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unsafe or not shown to be sé&f&ov’t Opp’n Br. 18 n.1&emphasis added)oreover as
demonstrated abovthe administrative adjudications cited by the Governmanhotbear the
reading the Government now imposes on theee suprgp. 7-10. This Court shoulgadthe
implementing regulatioasit is written and defer tat, rather than to a Government position
“newly minted, it seems, for this lawsuiNRDC v. Abraham355 F.3d 179, 201 (2d Cir. 2004)
(quotingDefenders of Wildlife v. Nortoi258 F.3d 1136, 1145-46 n.11 (9th Cir. 2001)

. FDA'’s Withdrawal of the 1977 Notices of Opportunityfor a Hearing Does Not Alter
Its Statutory Duty to Act on Its Unrecanted Findings

A. Withdrawal of the Notices of Opportunity for a Hearing Does Not Moot
Plaintiffs’ Claim that FDA Has Unlawfully Withheld Agency Action

Contrary to the Government’s representation when it requested and receivedsioexte
of the briefing scheduleseel etter from Amy A. Barcelo to the Hoitheodore H. Katz, at 2
(Nov. 7, 2011), the Government does not now argueFDALs recent withdrawal of the 1977
notices ofopportunityfor a hearingnoots Plaintiffs’ claim that FDA has unlawfully withheld
agency actionPlaintiffs’ claim cannot be moot because FDA has never recéstiuadings that
penicillin and tetracyclines in animal feed are not shown to be safe for hunitém Imefact,

FDA'’s notice withdrawing the 1977 noticeminforcesthe science underlying the agency’s
earlier findings, lending additional support to Plaintiffs’ claim.

FDA’s December 22, 2011, notieeknowledges thdahe agency “remains concerned
about antimicrobialresistance anttontinues to viewit] as a significanpublic health issue.”
Withdrawal of Notices of Opportunity for a Hearing, 76 Fed. Reg. at 79,698, 79[1®dotice
explicitly states thathe withdrawal of the 1977 notices “should not be interpreted as a sign that
FDA no longer has safety concersout the use of medically important antibiotics in food
producing animals dhat FDA will not consider Hproposing withdrawal proceedings in the

future” Id. at 79700-01.FDA also acknowledges ththe scientific evidencsupporting
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withdrawal of approval of penicillin and tetracyclines maseasedince 1977: the agency
explains that, were it tee-propose withdrawal proceedings, it would issue new notices of
opportunityfor a hearingpecausethe body of scientific information relevant to the use of
penicillins and tetracyclines in animfa@leds has grown since 1977,” and “FDA would need to
provide notice to the sponsors that the information available since 1977 would be used to support
the proposal to withdraw the approved uses of the drigysat 79,700.

FDA’s December 2011 notigeemonstrates why this Court must compel FDA to act by
withdrawing approval for penicillin and tetracyclines in animal fegdesgheagency’s
findings are reversed in a hearifk@rmore tharthree decades, the agency has acknowledged
thatit has serious concerns about the safety of these drbg®ecember notice reiterates these
concernsYet FDA continues to shirk its statutory and regulatory duty to remove the drugs from
the marketabsent proof of safetfrhe Court should compel FDA to withdraw the approvals
unless the drug sponsaran prove in a hearing that the drug uses are safe.

B. FDA'’s Stated Reasons for Withdrawingthe Notices of Opportunity for a
Hearing Do Not Excuse FDA's Failure to Act

In its December 2011 noticEDA offered thregustificationsfor withdrawing the 1977
noticesof opportunityfor a hearingFirst, the agencyvould prefer to address the mounting
problem of antibiotic resistance by “promoting voluntary reform and the judicseief
antimicrobials’ Id. at 79,701. Second, if FDA were to withdraw approval for penicillin and
tetracyclines in animal feed, it wouldpdate” the notices of opportunitgr a hearind'to reflect
currentdata, information, and policiedd. Third, if FDA were to withdraw approval fany
animal drugs, itvould need tgrioritize thewithdrawal proceedings tdéke into account which

withdrawal(s) would likely have the miosignificant impact on the publieealth.”ld. None of
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these justifications relievd<DA of its statutory duty to withdraw approval of penicillin and
tetracyclines in animal feed.

1. Nonbinding Recommendations Cannot Substitute for Withdrawal

Rather than withdraw approval for penicillin and tetracyclines in anired| f€DA has
issued a nonbinding, draft guidance document that discourages the use of medically important
antibiotics in livestock fofproduction” purposes, such as “promoting faster weight gain or
improving feed efficiency.1d. at 79,699 (discussing Draft Guidance No. 209). The agency
“believes thatDraft GuidanceNo. 209 “represents anothgathway to achieving the same goals
contemplated by the 1977 [notices of opportufotyahearing].”ld. In lieu of evidence that a
nonbinding guidance will protect human health,dgencyoffersits “beligf] that the animal
pharmaceutical industry generally responsivi® theprospectof working cooperatively with
the Agency’ andsaysit “intends to work with sponsomho approach FDAand are interested in
working cooperatively with the Agency to phase out production usegdically important
antimicrobials’ Id. (emphasis addedyDA “believes” that bypursuing voluntary reform,it’
will achieve its goal opromoting the judicious use ahtimicrobial drugs in a more timeand
resourceefficient manner thaonould be accomplished otherwiséd. at 79,699-700FDA has
presented not scrapof evidence (in the notice or to this Coud)support its counterintuitive
belief in the efficacy of voluntary measures, and the degree of equivocati@nagency’'®wn
languageeffectively refuteanyprofessedonfidence in sucmeasures.

Moreover, as a matter of laWDA’s issuance of nonbinding recommendations cannot
excuse its failure to withdraw approval animal drugs that are not shown to be s§fg.n
agency ordered by Congress to promulgate binding regulatory requirements mayaatn®n-
binding policy statement that encourages but does not compel ‘aétidn.Citizen, Inc. v. Nat'l

HighwayTraffic Safety Admin374 F.3d 1251, 1261 (D.C. Cir. 2004) (summarizing the holding
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of Pub. Citizen v. Nuclear Reg. Comm@®1 F.2d 147, 157 (D.C. Cir. 1990As the D.C.

Circuit has explained, for example, when Congress provided that the Secretanpiofdbell
establish minimum requirement®r firefighting equipment in coal mines, “[o]ne would hardly
surmise. . .that Congress wanted the Secretary merely horxcoal mine operators to have
minimally suitable firefighting equipment on hah&ub. Citizen v. Nuclear Reg. Comm®01
F.2d at 155. Similarly, where the Environmental Protection Agency (EPA) haddeddeto
findings thatcertain chemicals wemilject to a mandatory testing regime unther Toxic
Substances Control Adbhe court rejected EPA’ségotiation and acceptance of voluntary
testing agreements by the manufacturddRDC v. EPA595 F. Supp. 1255, 1263$.D.N.Y.
1984). Finding “no suppofor EPA's decision to utilize negotiated testing agreements instead of
the statutorilyprescribed initiation of rulemaking proceedings either on the face ofatutesor
based on some vague assertion of agency discretien¢ourt explained that “fig agency
charged with implementing the statute is not free to evade the unambiguousmiretthe law
merely for administrative conveniencéd. (internal quotation marks omitted).

Here, the=cood and Drug Actommands FDA to take binding action if a previously
approved animal drug is no longer shown to be safe: the agency must “issue an order
withdrawing approval” for the drug. 21 U.S.C. § 360b(e)(1). FDA is not free to substitute an
improvised, unenforceable program for thandatory regimdevised by Congress. The agency
“is not in the business of reaching consensus \Wihidtakeholders’ it regulates/N. Harlem
Envtl. Action v. EPA380 F. Supp. 2d 289, 296.D.N.Y. 2005).FDA does not point to any
statutory authorization for itgoluntary apprach nor is there anylhe agencynust withdraw
approval for penicillin and tetracyclines in animal feed, as the Food and Dtugqhires,

unless the drug sponsors can prove that the drug uses are safe.
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2. Updating the Notices Is Not a Significant Hurdle

The need to update the 1977 notices of opportdmitsg hearingo reflect the growing
body of scientific knowledge underscoring the dangeentbiotic resistance does not relieve
FDA of its duty to act on its findingkat penicillin and tetracyclas in animal feed are not
shown to be safe. As discussed above, FHa# confirmedhe substance dfiesefindings.If the
agency needs to update the notices of opportfmityt hearingo incorporate new scientific
information such as “advances in our understanding of the genetesisincg then it must
do so. Withdrawal of Notices of Opportunity for a Hearing, 76 Fed. &&§.,700. Updating the
notices presents no real impediment to FDA’s prosecution of withdrawal proceéaling
penicillin and téracyclines. FDA has been actively reviewing the available scientific kngeled
on antibiotic resistancas its Draft GuidancdemonstratesSeeDraft Guidance No. 209t 4
13. Moreover, it is undisputed that, in 2068DA sent letters to several manufaers of
approved animal feed products contagnpenicillin and tetracyclines, reporting that the agency
had conducted a qualitative risk assessment and concluded that the products fell gitd a “hi
risk category. Gov't Resp. to PIs.” Statement of Facts  65. FDA has had angpte tipdate
the notices with the results of its anays

3. The Need to Prioritize the Withdrawal of Approvals Does Not Excuse
FDA'’s Failure to Withdraw Any Approvals

FDA'’s contention that it would need to prioritize which withdrawals to prepesre it
to withdraw approval for any animal drugs, is irrelevaiie agency has made clear that it does
not intend to prswe anywithdrawals: for now, FDA's efforts will focs onpromoting voluntary
reform and thgudicious use of antimicrobialsWithdrawal of Notices of Opportunity for a
Hearing,76 Fed. Reg. at 79,700lor is there evidence that FDA has made any attempt to set

priorities for the necessary withdrawdA madeit known in 1977 that penicillin and
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tetracyclines in animal feed are not shown to be safe for human heal#il that time, the
agency has been under a statutory obligation to withdraw approval for these drididsad-ib
excuse for allowing the dgs to linger on the market farore tharthree decades, when public
health is at stake. The Food and Drug Act demands that the agency act.

C. The Court Should Not CountenanceFDA’s Attempts to Avoid Its
Statutory Duty

FDA has not discharged its stadry duty to withdraw approval for subtherapeutic uses
of penicillin and tetracyclines in animal feadsent proof of safetyAs the existing science
required, the agency found in 19thatthese animal drug usegere not shown to be safe. FDA
notified the drug sponsors of their opportunity to prove otheratisehearing. FDA has never
held those hearings or withdrawn the approvals, even though subsecjeané has reinforced
thevalidity of theagency’s1977 findings.

When Plaintiffs sued and moved farmmary jugment, suddenly FDA withdrew the
notices that flowed from the 1977 findings. It did not retract the findimg®selvesand could
not have done so given the mounting scientific evidecwm#&jrmed by the agen¢pf the serious
threat thaantbiotic overuse in animal feed poses to human hdaltRlaintiffs’ view, FDA’s
withdrawal of the notices wadifigation maneuver designed &void a judicial reckoning with
its unlawful conduct. The agency’s purporjestification for aborting the witirawal process
an untested voluntary guidaniet cannot substitute for the prohibition the statute prescribes.

This is not a game. FDA'’s principal purpose is to protect public health. For déichades
been clear to FDA that theveruse in animateed of antibiotics that are alsised to treat human
infectionsjeopardizepublic health. Yet the agency has refused to act as the law requires. When

confronted with that failure, the agency has contirtoeglvade its responsibilities. All the while,
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theefficacy of antibioticgo treat human disease diminishes. The Court should not countenance
the agency’s persisterftarmfulrefusal to act.

. Plaintiffs Seek Limited Judicial Relief

Becausean updated notice will be required, followed hyearingif drug sponsors
request one, Plaintiffs do not seek an order compelling FDA to withdraw its approval for
penicillin and tetracyclines in animal feedmediately. Instead, Plaintiffs request an order
directingFDA to withdraw approval for these drug uses within one year, utilessgency’s
findings are overturned in formal hearinggeAm. Compl., Request for Relief § C. This is the
primary injunctive relief Plaintiffs sé&e not an “alternative” requesds suggested by the
Government. Gov't Opp’n Br.2 It is the appropriate religf Plaintiffs prevail on theiclaim
that FDA has unlawfully withheld agency action, because it would compel theyageia&e the
action it is required by statute to take. It is also modest relief: Plaintiffs doktiia€ourt to
prejudge the outcome of any hearing that FDA may hold. They ask only thabthise@Gforce
the Food and Drug Act by compelling FDA expeditiously to remove from the ninkgs that
are not shown to be safe, unless the drug sponsors cartlpeov&afety.This is what the Food
and Drug Act requires.

CONCLUSION

For these reasonand those set forth in their opening papBfaintiffs respectfully
request that this Court grant their motion for summary judgment; deny the GovEésnmetion
for summary judgment; and order FDA to withdraw approval for penicillin and tetinaey in
animal feed within one year, unless FDA'’s findings are reversed in a foraraidne
I
I

1
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Dated:January 31, 2012

Of Counsel foPlaintiff Centerfor Science
in the Publicinterest:

StepherGardnenSG 3964)

Centerfor Sciencean the Publidnterest
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Dallas, Texas75206

(214) 827-2774

(214) 827-2787fax)
sgardner@cspinet.org

Respectfullysubmitted,

Mitchell S.Bernard(MB 5823)
NaturalResource®efenseCouncil,Inc.
40West20thStreet

New York, New York 10011

(212) 727-2700

(212) 727-1773fax)
mbernard@nrdc.org

s/ Jennifer A. Sorenson

AvinashKar, admittedpro hacvice
JenniferA. Sorensonadmittedpro hacvice
NaturalResource®efenseCouncil,Inc.
111 SutterStreet,20th Floor
SanFranciscoCalifornia94104

(415) 875-6100

(415) 875-6161fax)

akar@nrdc.org; jsorenson@nrdc.org

Counsel forPlaintiffs
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