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INTRODUCTION AND SUMMARY

1. K-V Pharmaceutical Company ("KV") aiitd wholly-owned subsidiary, TheRx
Corporation ("Ther-Rx") (together, "Plaintiffs") bring this action untter Administrative
Procedure Act ("APA"), 5 U.S.C. 88 701-706, for temporary, preliminary, and pemha
declaratory and injunctive reliéd restore Plaintiffs' right under the Orphan Drug Act, a patthef
Federal Food, Drug, and Cosmetic Act ("FDCA"), FDCA § 527(a), 21 U&360cc(a)to
market exclusivity for the drug, Makena® (hydroxyprogesterone caprgatgion).

2. Thisis a case where the U.S. Food and Drug Administration ("FDA")tledther
Defendants have put the supposed financial intecéd#edicaid, other third-party payers, and
some patients above the medical interesiliobatients for whom Makenia indicated. The patiest
are pregnant women with a singleton pregnancy who have a hi$tsinygletonspontaneous
preterm birth and therefore aaeheightened rislof another preterm birth, which threatens the lives
of their unborn children.As a result of Defendants' actiabhhas become difficult or impossible for
many of these wometo obtain the one drutp treat their condition that FDA has approvesl
effective, safe, properly manufactured, and properly labeled. thstesse women are being
relegatedto unapproved compounded versiafhydroxyprogesterone caproatgection (called
"HPC" or "17P") of uncertain quality and potency and made from admtlikepharmaceutical
ingredient ("API") that the Defendants are allowtngoe imported into the United States
unlawfully.

3. Makenais the only drug approvetly FDA to reduce the rislofpretermbirth in
women with a singleton pregnancy who have a histbigingleton spontaneous preterm birth.

4. Plaintiffs challenge final action by FDA that effectwelullifies Plaintiffs’

statutory righto market exclusivity by approving, inviting, encouraging, and permittieg
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manufacture and distribution of unapproved, non-customized compounded dnicdsFRA,
itself, has said are of a type made by a process "assbaidtie serious health risks." The action
by FDA challenged here has resuliedhe raising of new barriets women's acceds Makena,
and has undermined the major incentive providgthe Orphan Drug Act for the developmaenit
drugsto treat rare diseases and conditions. The challenged actiothi@atens the survivaif
Plaintiffs.

5. Oninformation and belief based on extensive investiga@timgr nearlyall of the
API usedby compoundersn the United State® compound 17P comes from factories thed
locatedin China, the country where drug manufacturing facilities expotbtrtge United States
are least likelyto be inspected by FDAAt Plaintiffs' request, independent laboratories tettad
samples of Chines@PI for compounded 17P and 24 samples of compoundednififished
dosage form.Of the API samples, the majority failealt least one of the specifications FDA set for
Makena (primarily, presence of unknown impurities), and one contained natdliginstead.it
contained glucose)Ofthesamples of finished dosage form, the majority fadekbast one of the
specifications set blfDA for Makena, primarily duéo unacceptable potency and/or impurities
this injectable drug thas givento women with high-risk pregnancies. FDA condudtsdwn
investigation and testing of compounded 17P ARtlfor compounded 17P, and reported findings
thatit said did not raise safety concerns. FDA's investigation, haoywas conducted under
circumstances less likelp leadto representative results: compounders were advigedeir trade
association of FDA's investigation eaitythe investigation, which took many months; aodhe
compounders had opportunity make special effort® improve their products do provide

selected products. Even so, all sixteen samplésPbthat FDA tested, though meeting certain
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other specifications, failed the limit for unidentified impw@#ithat applieso Makena. FDA
requirements would prohibKV from using suctAPI to makeMakena.

6. Restoring Plaintiffs’ righio market exclusivity under the Orphan Drug Act would
not only benefit Plaintiffs. It also would protect the health omenat risk of preterm birth and
their unborn children by removing the foundation for the bart@tkeir accesso the one FDA-
approved drugo treat their condition.It also would help preserve the effectiveness of the Orphan
Drug Actin providing incentives for the development of additional drugs for raeasks and
conditions.

7. Under present circumstances, saddakena,on whichKV is highly dependent,
cannot generate the cakN' needdo satisfyits ongoing normal cash operating expensesthad
material, near-term payment obligations the Company faces beginnfugust
2012. Unless FDA publicly signals thiawill stop the unlawful competition by non-customized
compounded drugs (and thereby gik¥'s creditors a reasoio believe thaKV is likely to be
ableto meetits financial obligationsf given more time)KV will not be ableto attract new capital
at a reasonable cost, argikely to exhaustits working capital within thre¢o six months and be

forcedto file for bankruptcy befor¢hen.

BACKGROUND
8. On February 3, 2011, the drug now named "Makena" became the first drug
approvedby FDA to reduce the risk of preterm birih women with a singleton pregnancy who
have a historpf singleton spontaneous preterm birth. Each year, more than 130,000 Wwaween
the condition that Makenia approvedto treat. PlaintiffKV invested and committed more than

quarter of a billion dollaro acquire, develop, and markéakena.
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9. For a number of years before FDA approved Makena, women had kaed fora
risk of preterm birth with versionsf 17P that werécompoundedt(i.e., produced) by entities
known as"compounding pharmacies" tcompounders.'Drug compoundingds a process by whic
a pharmacisor doctor combines, mixes, or alters ingredidntsreate a medication customizexl
the needs o&nindividual patient. Compounded drugs generally are not reviewed or apprgved
FDA. Compounded versions of 17P were not and are not reviewed or apprdvBdbgnd,in
general, their individual formulations, manufacturing processeslitgh and
adverse-event and treatment-failure histories were and are unkadv¥idA. The facilitiesin
which the compounding occurred and continteesccur generally were not and are not registered
with or routinely inspectethy FDA.

10. OnMarch 17, 2011in testimony before the Subcommittee on Agriculture, Rural
Development, Food and Drug Administration, and Related Agencitte &enate Committeen
Appropriations, the Commissioner of Food and Drugs, Defendant Margaret HarlwbDrg
initially hailed the approval of Makenal: think it is important andan advance thatve havean
FDA-approved drudo prevent pre-term pregnancy aaldl of its consequent serious medical
concerns for both mother and infant. And while the drug has bedatd®ahrough
compounding,. . . compoundingasa practice has been associated with serious hesitih
contamination. ... TheCommissioner'statemenis reportedin FY 2012 FDA Budget: Hearing
Before theS. Subcomm. on Agriculture, Rural Development, Food and Drug Administratiah,
Related Agencies of tt& Comm. on Appropriationsl12th Cong. 10 (Mar. 12011)
(Lexis/Nexis.

11. The "serious health risks" referredby Commissioner Hamburg are reflected in

the results oain FDA survey reportedn 2006, which FDA characterizeas"suggest[ing] that



Case 1:12-cv-01105-ABJ Document 1 Filed 07/05/12 Page 6 of 45

problems with the quality afompoundedirugs occurthroughouthe country. ... From 1990
2005, FDA learnedf at least 240 serious illnesses and deatsociatedvith improperly
compoundegbroducts. Becauspharmacistare not requiredo report adverse events FDA,
theremay be additional deaths and injuries of which the agemnoypaware."The surveyis
reportedin FDA, 2006 Limited FDA Survegf Compounded Drug Producgs(2006), available at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/PharmacyQanding/u
cm204237.htm.

12. FDA has also issued another report calliigentionto special risksof
compoundingFDA, The Special Risks of Pharmacy CompoundiMgy 31, 2007),available at
http://www.fda.gov/downloads/ForConsumers/ConsumerUpdates/ucm10783%Bledfeportat
page 1 includesommentsy an official in FDA'sCenter for DrugEvaluationand Research
("CDER™):

Steve Silverman, Assistant Director ofCDER's Office of Compliance,

says that poorpracticeson the part of drugcompounderscan result in

contaminationor in products thatdon't possess the strength, quality, apdrity

required. "And because patients who use thesgs dnoay have serious
underlyinghealth conditions,'he says, "these flawed methods pose speisib."

13. TheExecutiveDirector of the Missouri Board of Pharmacy has not#ddterature in
pharmacyis replete with incidents whereonsumerfiave been harmed or largeale compounding
practicesmade thedispensingf sub-standarg@groducts of majossignificance." His statement
appearsin Kevin Kinkade, Mo. Bd. of Pharmacyharmacy Compounding: Repam Quality
Assurance Initiativesn the State of Missouri and Issues Impacting Customer Prote2{2005),

available athttp://pr.mo.gov/boards/pharmacy/Pharmacy-Compounding-R&port-

2005.pdf.


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/PharmacyCompounding/u
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/PharmacyCompounding/u
http://www.fda.gov/downloads/ForConsumers/ConsumerUpdates/ucm107839.pdf
http://pr.mo.gov/boards/pharmacy/Pharmacy-Compounding-Report-FY-
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14. OnFebruary 11, 2011, eight days after approving Makena, FDA confiton€d's
predecessor, pursuatttthe Orphan Drug Act, that, "as the first sponsor of this tugptain
marketing approval, you are entitléalseven years of orphan-drug exclusamproval.”

15. Yet, on March 30, 2011, under political pressure resuhimpgrt from misleading
press reports about Makena's list price, FDA issuednprecedented press releétbe
"Statement") effectively approving, inviting, encouraging, peamitting-forthe firsttime
ever-direchationwide competition betweem entire class of unapproved compounded drug
products (not customizeb meet the medical needs of individual patients) amdpproved orphan
drug product. FDA's authorization of marketimfigcompounded 17P was, and is, without regard
to whether the compounded products are custontzedeet the needs of individual patients for
whom Makends indicated but medically inappropriate, and without regarthe quantityof
compounded 17P introduced into commerce. Numerous compounded versiongmdtl7P
customized for individual patients) have entereekntered, or remained on the U.S. market, some
manufactured on a commercmtalein violation of the limits on compounding section 503Aof
the FDCA, 21 U.S.C. § 353a, and the requirenieDCA 8§ 505(a) and 301(d), 21 U.S&3
355(a), 331(d), that any new drug be approve&#Dy beforeit is introduced into interstate
commerce. FDA als@ permitting the importation into the United States of unappra\eldfor
compounded 17Rn violation of Section 355(a) and FDCA § 801(a), 21 U.S.G8%@).

16. Thus, FDA's Statement and the policgets forth effectively nullified, and
continueto nullify, Plaintiffs’ right, under the Orphan Drug Atb, seven years of market
exclusivity forMakena.

17.  Oninformation and belief, FDA's Statement and policy are partpba adopted

by the Defendantdp make unapproved, unlawful, but cheaper, compounded versidiéof
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availablein the marketplace, despite the statutory market exclusivéty applieso Makenaand

to dosoby allowing, indeed, encouraging, widespread violatiof1 U.S.C. 88 353a and 355(a),
despite the added risks that the products of those violations ptesetients, and the erosion of
theincentive for orphan drug development that the allowing of those vintatausesOn March
30, 2011, within hours of the release of FDA's Statement, the iGdateMedicareX Medicaid
Services ("CMS"), a unit of the Defendant Department of HealthHamdan Service§'DHHS"),
issued its own statement, which effectively informed &Staind Medicaid payers that theanpay
for non-customized compounded 17P despite the availabiligDA-approved Makena.

18.  Under longstandingDA policy, FDA generally does not take enforcement action
against a compounder that compounds a drugitlistomizedo meet the special medical need
of anindividual patienfor whom no drug approved DA is medically appropriate. Under that
policy, FDA generally does take enforcement action agaimspoanders that compound drugs
that are not customizefdr such patients, especially where the compounding of such drugs
amountgo commercial manufacturingln 1997, Congress codified much of that FDA poiicy 1
U.S.C. §353a.

19. In reliance on FDA's Statement and policy and the statemmredsy CMShe
same day, some state Medicaid agencies have adopted pthimienaket more difficult, andn
some cases impossibésa practical matter, for pregnant women needifRLC injectionto obtain
accesdo Makena rather than compounded 17P. Thasg,result of FDA's Statement and policy,
without which CMS's statement could not have been issued armsthtieepolicies favoring non-
customized compounded 17P over Makena could not have been adoptetplentented, the
regulatory system has been turned upside down: the FDA-approveds diawg disfavored in

comparisorto unapproved versions (amd some Statets placed effectively off limits), and
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Medicaid beneficiaries are being subjectedhe additional risks presented by compound@e
(including the particular risks associated with ingredients fractofiesin China that are not
identified in approved new drug applications and consequently are not routinely inspgcted
FDA, and the general risks inherentthe unapproved and varying processes used by
compounders

20. FDA issuedits Statemenin responseo political pressure over the list pricd
Makena. FDA had no lawful reastmissue the Statement, and before issutirfgDA had not
conducted any substantial investigation of the availabdftiMakenato patients.

21. The list price of a drug, howeves not the drug's final price, which reflects
discounts and rebates that a drug's distributor negotiates with hedrwhother third-party
payers. Even uninsured patients do not pay the list pfid@akena. Even before FDA'sMarch
30, 2011 Statement, Plaintiffs had announced that they would provikdensl&reeo uninsured
women whose household income was below a specified threstmaldt substantial discounts to
other women on the basis of need. Since FDA's StatementfifRlaaave made that program
even more generous, and have also reduced the list price of Makemare than half.

22. The harm caused by FDA's Statement and the pafliogn-enforcement against
non-customized compounded 17P it sets forth extend far beyond théfRlamd pregnant
women who have the condition for which treatment with Makenamdicated. The Statement and
policy threaten all those suffering from a rare disease or conddrorhich the developmeraf
new or better treatments might otherwisestimulated by the Orphan Drug Act. Althoutite
Statement asserts thais limited to unique circumstances of Makena, unless the Statemernhand
policy it sets forth are held invalid and withdrawn, they will stasdnadministrative

precedent for similar action against other orphan drugs (anddrings) that have statutory market
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exclusivity butto the price of which FDA or those with political influence ov&AFobject.
Unless they are held invalid and withdrawn, FDA's Statementpalicl are likelyto havea
chilling effect on the development of drugstreat rare diseases and conditions and on other
private-sector activity that Congress intended the FDCA's maxkkisévity provisionsto
stimulate.

23. FDA's Statement and the general policets forth violate four substantive
provisions of the FDCA, and, under the ARare arbitrary and capriciouan abuse of discretion,
otherwise notn accordance with lavwn excesfFDA'sstatutory authority and limitation, short
ofKV's statutory right, and without observance of procedure requirdawoy

THE PARTIES

24.  PlaintiffKV, a pharmaceutical manufacturer and distribut®the ownerof
Makena, andts orphan drug designation and regulatory approyaFDA. KV is a Delaware
corporation, withits principal place of businesg 2280 Schuetz Road, St. Louis, Missc&8i146.
KV advertises, sells, and distributes its dringthis District and nationwide, througts wholly-
owned subsidiaryTherRx.

25. PlaintiffTher-Rx,a pharmaceutical distributais a wholly-owned subsidiargf
KV, and markets, sells, and distributes Maken&ehalfofKV. TherRx is a Missouri
corporation, with its principal placefbusinessit 2280 Schuetz Road, St. Louis, Missob8il46.
TherRx advertises, sells, and distribut€¥'s drugsin this District and nationwide.

26. Defendant FDAs an agencyof the United States and a division of Defendant
DHHS. FDA has the delegated responsibitiyregulate, among other things, drugs sold within

the United States. FDA's headquarters and principal place oielsssarat 10903 New

10
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Hampshire Avenue, Silver Spring, Maryland 20903. Its governmenialtiast occurin this
District andnationwide.

27. DefendanDHHS is a Department of the United States. Its headquarters and
principal place of business aal100 Independence Avenue, S.W., Washington, Distfict
Columbia 20201. Its governmental activities odeuthis District and nationwide.

28. Defendant Margar&t. Hamburg, M.D.,is the Commissioner of Food and Drugslan
the head of FDA. Plaintiffs sue her sola@lyher official capacity. Her governmental activities
occurin this District and nationwide.

29. Defendant Kathleen Sebeliisshe Secretary of Health and Human Services and
the head of the DHHS. Plaintiffs sue her solalyer official capacity. Her governmental
activities occutin this District and nationwide.

JURISDICTION, EXHAUSTIONAND VENUE

30. ThisCourt has jurisdiction over Plaintiffetlaims pursuanto 28 U.S.C. 81331.
Thisaction arises under thPA, 5 U.S.C. 88 701-706. Plaintiffs' praydos temporary,
preliminary and permanent declaratory and injunctive relief are awtddnyzthe Declaratory
Judgment Act28 U.S.C. 88§ 2201 and 2202; the APA, 5 U.S.C. 8§88 701-706; 28 U.S.C. §tha61;
All Writs Act, 28 U.S.C.8§1651; Rules 57 and 6&ftheFederal Rules of Civil Procedure; and the
inherent legal and equitable powers of @zurt.

31. Immediate judicial reviews warranted because: (a) FDA's Statementthegolicy
it sets forth effectively nullify Plaintiffs' statutory righd market exclusivity, and therefore
constitute final agency action subjéctimmediate judicial review(b) Plaintiffs have made
exhaustive effort$o obtain relief from FDA, and those efforts have been unsuccegsful;

Plaintiffs are suffering ongoing irreparable injdrgm FDA's unlawful nullificationofKV's time-

11
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sensitive and temporally limited rigtd market exclusivity and ar risk of running out of cash in
less than three months; (d) Plaintiffs have no other adequatelyéma court; and (efFDA's
Statement and policy are currently putting the health andysafetnsof thousands of patients
and their fetuseat avoidable addedsk.

32. Venues properin this Court under 28 U.S.C.189I(e)becauseat leastone
Defendantis anofficer or agencyf the United States and residaghe District of Columbia.

FACTS GIVING RISE TO THIS ACTION
FDA's Approval Process for NewDrugs

33. Since 1938, a fundamental component of the FDCA has been itemneeputijin 21
U.S.C. 88 355(a) and 331(dhat-excepin certain circumstances not pertinémthis case-
FDA must approve a new drug befares introduced into interstate commerce. Today, critical
parts of the process of obtaining such approval are the conduct of stunligsgsthat thenew drug
is effective and safe, the development of a controlled andlelmanufacturing process, and the
drafting oflabelingadequateo guide prescribingasrequired by FDCAg 505(b), 21 U.S.C.

§ 355(b). Under FDCA §05(0), 21 U.S.C. § 355(0), FDA may require additional studiea
condition of approval.

34. This premarket approval systésrexpensive and time-consuming for applicants,
but ensures that new drugs consunmedhe United States satisfy the FDCA's and FDA's rigorous
standards for assessing effectiveness, safety, manufacturiresgeecand product labeling.
Under FDCA § 505G), 21 U.S.C. § 355G); 21 C.F.R388.92-314.96,314.10%t. 320 (2012),
even a generic form @n already approved drug mugh through FDA's approval process,
although,to obtain approval, a generic manufacturer generally need only siabiis genericdrug

productis bioequivalentto the relevant branded drug product, that any differences betiversn

12
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are acceptable, that the generic product will be properly manudactinder FDA'sgjood-
manufacturing-practice requirements, 21 C.F.R. pts. 210(Z2012),and thait will be properly
labeled.

35. In additionto the premarket-approval requirements, sponsors of approved drugs are
also subjecto many post-approval requirements undeg.,21 C.F.R. pts210,211,.88314.70,
314.80, 314.81, 314.97, 314.9814.99,314.540,314.630 (2012).

The Orphan Drug Act

36. Asrelevant hereanorphan drugs one developedo treat a disease or condition
that affects fewer than 200,000 peoplg¢he United States (an "orphan disease'ogphan
condition”).

37. Priorto 1983, there often was insufficient incentive for pharmaceuticalpeaiesto
try to develop drugs for orphan diseases or conditions. The markets fodrsigshwere smalijet
the costs of development were still large because the approndbasdia applicabléo drugsfor such
disease®r conditions were the sanasthose applicabléo drugs with larger potential marketk
the Orphan Drug Act, Puh. No. 97-414, § 1(b)(4), 96 Stat. 2049, 2q4983),Congress found
that, "becausesofew individuals are affected by any one rare disease or conditpirgrmaceutical
company which developan orphan drugnay reasonably expect the drtmgenerate relatively
small salesn comparisorto the cost of developing the drug and consequently
to incur a financial loss." Indeedsstatedin Baker Norton Pharmsinc.v. FDA, 132 F. Supp. 2d
30, 31 (D.D.C. 2001), the incentives develop drugs for rare diseases wawaveak that, between
1973 and 1983, onlien products were developed treatan orphan disease or condition.

38. Inview of the relevant market dynamics, Congress concludsdction 1(b)(5pf

the Orphan Drug Act that "some promising orphan drugs wilbeateveloped unless changes are

13
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madein the applicable Federal laws reduce the costs of developing such drugstamdovide
financial incentivegdo develop suchlrugs.”

39. Inresponsdo this problem, Congress adopted the Orphan Drug Act, which amhende
the FDCAto provide incentives Congress believed necessaeyicourage pharmaceutical
companiego develop, obtain FDA approval for, and market orphan drugs. Congress didamgfe
for orphan drugs the standards applicableew drugs under section 355, including thas&
effectiveness, safety, manufacturing processes|aoaling.

40. The most important incentive established by the Orphan Druig et set forthn
21 U.S.C.8360cc(a), which grants seven years of market exclusivitiie first drug approveldy
FDA to treat a particular orphan diseasecondition.

Drug Compounding
and the Food and Drug Administration Modernization Act of 1997

41. Pharmacists sometimes create custom medications for patienthave a disease
or condition for whichan FDA-approved drugs indicated but for whom that drug medically
inappropriate. For example, a patiemiy be allergicto aninactive ingredienin the approved
drug, or may need a different dosage fdqemy.,a liquid rather than a tablet). Drug compounding
is a procesdy which a pharmacist combines, mixes, or alters ingredierdseate a medication
customizedto the particular medical need af individual patientjn the absence of an approved
drug for the patient's disease or condition or where no approvedsdneglically appropriate for
that patient.

42. When Congress enacted the FDGA 938, compounding became unlawful
because compounded drugs are "new drugs" under FDCA § 201(p), 21 U.S.C. § 321(p); and
because, with exceptions not relevant here, 21 U.S.C. 8§88 355(a) and [@8h{djt the

introduction of new drugs into interstate commerce without FDA apjhrotraditional

14
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compounders of drugs customized for individual patients cannot recovesghef obtaining=DA
approval for their compounded drugs dae¢heir individualized nature, and therefore generally do
not obtainit.

43. Because compounded drugs have not been appogwedA and generally are not
regulated byFDA, theylack the degree of assurance tisprovided by FDA approval and
ongoing regulation that a drug produseffective and safe, properly manufactured, properly
labeled with adequate directions for use, and properly monitoreatii@rse events.

44, Because compounding sometimes necessary, however, FDA has not reqoeed
drug approval when pharmacists make and dispense customized compoungddrduagicular
patients who cannot usa FDA-approved drug for their disease or condition. FDA has
recognized that compoundirogn serveanimportant public purpose for which the health benefits
outweigh the riskg the compoundings performedin responseo a valid prescriptiorn orderto
meet the special need ah individual patient for whom commercially available drzge
medically inappropriate. Such compoundisgegulated by the Statesspart of their regulation
ofthepractice of pharmacy.

45. Startingn the 1980s, however, FDA begmsee examplesf'pharmaciesthat
were manufacturingcompoundedtirugs on a commercial scale and selling them nationwide
without prior FDA approval.In 1992, FDA promulgatedan enforcement policy under whigh
would enforce the provisions of the FDCA and halt what were es$gmirag-manufacturing
operationsin the guise of traditional compounding, but would not act againstitnaali
compounding of drugs customized for individyatients.

46. Inthe Food and Drug Administration Modernization Act of 1997, Bublo. 105-

115, 8 127, 111 StaR296,232830(1997), Congress codified muabfFDA's 1992 enforcement
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policy. It amended the FDCAy providing an exemption, codifiect21 U.S.C. 353a, fahe
products of traditional customized, patient-by-patient compounding festaig provisions that
had made them unlawful; the amendment effectively excludgsrdigeictsof non-customized
compounding from the exemption. The amendment permits compoundsadpstantially theame
traditional circumstances under which FDA's 1992 compliance polithyh&ld enforcement action
against it. Thus, Congress gave traditional customized compoundiatytary basis as lawful
conduct, and removed FDA's discretitmnpermit non-customized compounding.

47. Section 353a also prohibited the solicitation of prescriptionsifiorthe advertising
of, compounded drugsin Thompson v. Western States Medical Cer®®5b, U.S. 3572002),the
SupremeCourt held those prohibitions unconstitutional. The Court did not address the other
restrictionsin Section 353an that case, and has not addressed them subsequently.

FDA's Approval ofMakena

48. Preterm birttn women with a singleton pregnancy who have a history of
spontaneous preterm birth is an orphan condition. Pettial,, Estimated Effect of 17 Alpha-
Hydroxyprogesterone Caproate on Preterm Birtlihe United Stated,05 Obstetrics
Gynecology 267, 269 (Fig. 1) (Feb. 200&yailable at
http://mail.ny.acog.org/website/17PEffect.pdf, estimatesttiemannual patient populatidar
HPC injectionis a little over 130,000 women. Pretebirth-birthprior to 37 weeks of
gestationalageis the leading cause of neonatal mortality, and is a major causelythildhood
mortality and morbidityjn the UnitedStates.

49. The March of Dimes reporéd
http://www.marchofdimes.com/mission/prematurity _costs.hbrat,in the United States, one in

eight babiess born prematurely, and further reports, on the basis of a stythe Instituteof
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Medicine, thatjn 2005, "[tlhe average first-year medical costs, including both inpadist
outpatient care, were about 10 times greater for preterm $nf@82,325) than for full-term infants
($3,325)." The March of Dimes also reports,
http://www.marchofdimes.com/baby/loss_neonataldeath.htmljrti2006 about 19,000 babies die
during their first month, and that preterm birth asccomplications were the cause of about
25% of those neonataleaths.

50. OnMay 6, 2006, Adeza Biomedical ("Adeza") submitted-DA a New Drug
Application ("NDA") for approval of Gestiva (later renamed 'Rdaa") for prevention of preterm
birth in women who have a singleton pregnancy and a histopyior preterm delivery.On June
5, 2006, FDA designated tiNDA for priority review, a designation thatsexplainedin FDA,

Fast Track, Accelerated Approval and Priority Review, Acedileg Availability of New Drugs for
Patients with Serious Diseas@ast updated May 2&8010),available at
http://www.fda.gov/ForConsumers/ByAudience/ForPatientAdves/SpeedingAccesstoimportant
NewTherapies/ucm128291.htris "given to drugs that offer major advancestreatmentor

provide a treatment where no adequate theeqpsts."

51. OnJanuary 25, 2007, FDA designated the dasgnorphan drug foits proposed
indication.

52. Adeza'sNDA was basedn part, on two studies conducted by the National Institute
of Child Health and Human Development, part of the National Inssitaf Health ("NIH"), and
publishedin 2003 and 2007 On information and belief, the two studies together cosiii¢ about
$6 million.

53. It is not uncommon for the United States Governmeritelp fund drug discovery

and development costs, including the cost of clinical studies.example, the Joint Economic
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Committee of the Congress found that, of the 21 drugs with the hitjleeapeutic benefit to
society between 1965 and 1992, public funding was instrumental for 15, ancdeperfinding
in Office of the Chairman, Connie Mack, Joint Economic Committee,BEmefits of Medical
Research and the Role of the NIH 27 (May 17, 208@3jlable at
http://www.faseb.org/portals/O/pdfs/opa/2008/nih_research_bsipefit Typically,
pharmaceutical companies supplement research conducted by Nikhewtbwn studiesas
occurred with respet¢b Makena. MosbfNIH's research would never resiidt drugs availabléo
patients unless pharmaceutical companies weretabiize that researchsa foundation foa
commercial product. Indeed, a grant program for clinical stdesstudiesin human subjecjof
orphan drugs exists under 21 U.S.C. 8§ 360ee, and was expaytezl Rare Diseases Orphan
Product Development Acf2002,Pub.L. No. 107-281, § 3, 116 Stat. 1992, 192802).

54.  OnApril2, 2007, Cytyc Corporation purchased Adeha.connection with that
transaction, Adeza was merged with a subsidiirg€ytyc Corporation, and the surviving
corporation'siame was changed "Cytyc Prenatal Products CorporationOn October 22, 2007,
Hologic, Inc. acquired Cytyc Corporation, which became a subsidiadologic, Inc.

55. OnJanuary 16, 200&YV entered intanasset purchase agreement (2@08
Agreement”) with Cytyc Prenatal Products Corporation and Holagic,(logether;Hologic").
Under the terms of the 2008 AgreemeRY/ initially paid Hologic $7.5 million and agreed
additional future payments of $74.5 milligine., $2.0 million upon the earligo occur ofa
specified acknowledgemeily FDA or FDA's approvabfMakenaplus $72.5 million upon
FDA's approvabfMakena)for the acquired Makena assets (including the MakébDA and

Makena's orphan designatjon
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56. Underan amendmento the 2008Agreemensigned on January 8, 201
exchangdor Hologic's agreememd make certain change® the 2008AgreementKV agreedto
increase these additionglaymentgrom $72.5 millionto $190.0 million (beyond therevious
payments of$7.5million and $2 million, for a totabf$199.5million) for the Makena assetspon
FDA approval and during a period extendit@y21 monthsthereafter.

57. A secondamendmento the 2008Agreemententered into on February 2011,
made certain changds the payment datesHereinafteithe asset purchasegreementasamended
by the first and secondmendmentss referredto asthe"Agreement."”

58. Under theAgreementHologic remainedobligated to pursue the approvabf
Makena, and remained the official sponsbrthe MakenaNDA pendingat FDA until KV was
substitutedasthe sponsorin February,2011.

59. KV reimbursedHologic for developmenexpensesof$19million incurred fromthe
time the 2008Agreementvas signed until the NDA was approved by FDA on Februar@03]1.
This sum included $10.2 million for the start of fhest-approvatlinical studies, whichFDA
required to meet certainmilestoneseforeit would approve thélDA for Makena. Theb19
million sum also included $8.8 million for animal studies and other regyland
chemistry/manufacturing expensekhe $19 millionis in addition to the $199.5 millionfor
acquisitionof Makena.

60. During its review of th&lDA, FDA madeit clear that the NIH studies weret
sufficient forapprovaland thatconfirmatoryclinical studies and certain other studies wobél
required. In particular, as a conditionof approval, FDA required major, multi-yeéollow-on

clinical studies of Makenanvolving at least 1,700 mothers and more thd® ffants. As noted
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suprain paragraph 59, these studies began before the appt§Vateimbursed Hologic foits
expenditures on these studies, &\d currentlyis funding them.

61. In additionto the $199.5 millionin acquisition payments and $19 milliam
reimbursement for clinical studies and regulatory and chemistnufacturing expensekV has
spent or expecto spend between $58 and $60 million itsrown researclon and developmeraf
Makena. This additional spending consists of research and develofJR&DBX") costs associated
with data required by FDA for approval of this NDA.0 meet the FDA post-approval
commitmentsassociated with the MakeMNDA, KV has already incurred clinical aimdvitro
study costs of approximately $7 million, and estimates thattbeenext foutto five yearst will
incur additional clinical anéh vitro study costs of $3#b $35 million. KV estimates that has
thus far spent $6 millioi internal personnel costs for R&D employees working on the Makena
program, and will incur additional R&D personnel costs of ®il$12 million.

62. ThusKV's payments for research and development with respect to Makegrstc
of the $19 millionin reimbursemento Hologic and $580 $60 million forits own research and
developmentfor a total of $77 millionto $79 million. In sum,KV has paid or will pay
approximately 93% of the total research and developmentaobtain approval for this orphan
drug indication (the other 7% was paid WiH).

63. KV's overall acquisition and R&D costs bring Makenato the marke{excluding

operational costs for manufacturing, marketing, etc.) are summanizbd followingchart:
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Acquisition payments$o Hologic $199.5 milliontotal:
7.5 million paid 1/2008;
2.0 million paid 5/2008;
70.0 million paid 1/2010;
12.5 million paid 2/2011,
12.5 million paid 2/2012
95.0 million outstanding.
19.0 million from 1/2008 through 2/2011
58to 60 million total:
7 million for clinical andn vitro study
costs from2/2011-present;
34to 35 million for clinical andn vitro
study costs of over next 4-5 yedos
requiredstudies;
$ 17-18 millionin internal personnetosts
for R&D employees working on Makena
Grand Total $276.5 millionto $278.5 million

R&D reimbursements
KV out-of-pocket costs or commitments

$
$
$
$
$
$
$
$
$
$

64. ThusKV has invested or committed well over a quarter of a billiotadslvith
respectto Makena. The cost of the NIH studiesa very small, indeed, immaterial, percentafe
thatamount.

65. Plaintiffs did not receive a free ride on the NIH studies. pFloe thatkV paidfor
the rightsto Makena,asa result of the arms-length negotiations with Hologic, waedasthe
developmental status of, and the anticipated revenues from, MaKéeavalue, and the cost to
KV, of those rights did not depend on who had paid for the Hilidies.

66. FDA formally approved Makena on February2811.

67. In aletter dated February 11, 2011, FDA confirmed that, "as thesfiostsor othis
drugto obtain marketing approval" for reducing the risk of preterm lmrtvomen witha
singleton pregnancy who have a history of spontaneous preterm birth, dHelégntitled to seven
yearsof orphan-drug exclusive approval . The seven year exclusive approval began on February
3, 2011." Under the Agreement, this entitlemismow owned by KV, which sharés benefit

with TherRx.
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Reports orMakena's Pricing

68. Shortly after Makena was approved, various news outlets repoxted; heated
terms that Makena would have a list price of $1,500 per injectioap tar $30,000 for a coursef
treatment.

69. The "list price" for a drug, however, does not determine or refleat patients,
Medicaid, private insurers, or others ultimately pay for it. Tétepkiceis a pre-negotiation price
(i.e., before applicable discounts and rebates are negotiated \edicdd programs, private
insurers, and other private payers). Medicaid, for exangpéntitiedto a minimum of a 23.1%
rebate under lawlt is standard industry practice for both public and private pagaeregotiate
substantial priceeductionsusing upfront discounts and end-of-quarter or -yedratesto reach
amutually agreeable net effective price. The list price megstablishes a starting pofor
negotiating with payers reach a finaprice.

70. Moreover, few of the press reports took into account Plaintiffsrgrego ensure
that women who could not afford Makena have actegs Plaintiffs have confirmed that theye
and will be providing Maken&o all eligible uninsured patientt a significantly reduced cost, and
free of chargeo eligible uninsured patients whose annual gross household insdma®wa
specified amountlIn addition, Plaintiffs will subsidizeo-pay amounts sdiy payers for insured
patients, and will require nco-payment from insured patients who meet certain eligikalitgl
income criteria. Under Makena's patient-financial-assistgmogram,an uninsured patient with
anannual gross household income of less than $60,000 will not pay anfgthid@gkena, and an
uninsured patient witanannual gross household income of $115,000 will pay $20.00 per

injection ofMakena. On the basi©fU.S.Census data, Plaintiffs estimate that approxima&&Bt
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of all patients have a household income that would qualify tiogmay $20.00 or less out of pocket
per injectionofMakena.
71. Moreoverjn a press release dated April 1, 2011, Plaintiffs announced:
Effective immediately, TheRx has:
« Reduced the list pricefMakenaby nearly 55 percentp $690 pelinjection;
« Wil offer supplemental rebates that,conjunction with the list price reduction
and the standard Medicaid rebate of 23.1 percent, will resalsubstantially
reduced cost per injection for state Medicaid agencies ceahpalist price.
This will help ensure that every woman wis@rescribedViakenafegardless

of her abilityto pay-has the comfort of knowing a medication that has been
rigorously reviewedy FDA for safety and efficacys availableto her;

+ Expanded the Company's patient assistance program for patlengsev
prescribed this important medication by removing income tapsalify for
financial assistance. . .
This press releads available at
http://www.kvpharmaceutical.com/news_center_article.aspgiad=341. (The element omitted
from the quotation did not become operative, and has been terdhjnate
72. The press reports also did not take into account the factrfitetn drugs generally
are more expensive than other types of drugs.orphan drug necessarily expensive, as
comparedo other approved drugs amalcompounded drugs, becauset(ape approved by FDA,
anorphan drug must satisfy the same standasad®n-orphan drugs, and consequently the costs of
developing the orphan drug and securing FDA approval are not necelesailljarthe
corresponding cos@sto a drug for a larger patient population; (@i}, dueto the smallness of an

orphan drug's patient population, recovefthosecosts and any profit must be drawn from fewer

patients; and (c) compounders do not incur @inghe substantial costs for meetiRPA's

23


http://www.kvpharmaceutical.com/news_center_article.aspx?articleid=341

Case 1:12-cv-01105-ABJ Document 1 Filed 07/05/12 Page 24of 45

approval requirements and the substantial ongoing costs of compli#hdeDi's post-approval
requirements.

73. Even the original list price of a course of treatment wittkévha(up to $30,000)was
substantially below the cost of treatment with some other orghags against whose orphan drug
exclusivities Defendants have not taken any action. Some orphanhdngs list pricef more
than $200,000 annuallyin addition, JonathaB®. Rockoff, Pfizer's Future: A Niche Blockbuster,
Wall St.J. (Aug. 30, 2011)available at
http://online.wsj.com/article/SB)001424053111903352704576538683370950462.html#printMod
e, reports the following costs of treatment with recently approved orghags:

(@) Xalkori, sold by Pfizer, Inc.: $115,200 per year;

(b) Herceptin, sold by Roche Holdings, A.G.: $50,400 per course of treatment
(salesin 2010: $6.8 billion); and

(c) Zelboraf, soldby Roche Holdings, A.G. and Daiichi Sank@orp.:$56,400
for six months otreatment.

FDA's website shows the following approved orphan indications feettleugs:

(a) Xalkori (crizotinib): treatment of ALK positive non-small clelhg cancer,
available at
http://www.accessdaffdla.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfm?Index_Numb
er=310610;

(b) Herceptin (trastuzumaibtreatment of HER2-overexpressing advanced
adenocarcinoma of the stomach, including gastroesophageal jurastéiaple at
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOResults 2.cfin?Index_Numb

er=292409;and

24


http://online.wsj.com/article/SB10001424053111903352704576538683370950462.html#printMod
http://online.wsj.com/article/SB10001424053111903352704576538683370950462.html#printMod
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfm?Index_Numb
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfm?Index_Numb
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfin?Index_Numb
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfin?Index_Numb

Case 1:12-cv-01105-ABJ Document 1 Filed 07/05/12 Page 250f 45

(c) Zelboraf (vemurafenjb treatment of patients witlib to StagelV melanoma
positive for the BRAF(v600) mutatiomyvailable at
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/O0Results2.cfm?Index_Numb
er=325310.

74. Although the Defendants have no authaitgonsider a drug's prida decision-
making about a drug under the FDCA, the press reports about Makena'tegticpressure by
Members of Congress on the Defendantdo somethingo makeHPC injection availableata
price lower than the initial list price of Makena.

FDA's March30,2011 Statement

75. OnMarch 30, 2011, FDA issued a press release (the "Statenasltf¢ssing
Makena, which ended: "In ord&y support acces® this important drugat this time and under
this unique situation, FDA does not intetadake enforcement action against pharmacies that
compound hydroxyprogesterone caproate based on a valid prescriptamiridividually
identified patient unless the compounded products are unsafe, of substumléy or are not
being compoundeth accordance with appropriate standards for compounding gteoifeicts.”

76. The Statemerns$ contraryto the relevantacts.

(@) Althoughit purportsto "support accesdb HPC injection, FDA has never
made any determination that acces#lakena has been @impairedin any way; andin fact,
sinceit was launchedh the market on March 14, 2011, Makena has been, and stilbifalaeto
eligible womenin adequate supply on a national basis. Moreover, gineas launchedt has
been, and is, availabkg a costto patients, subsidized B¢V, that makest affordable or even free

to them.

25


http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfm?Index_Numb
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/OOPD_Results_2.cfm?Index_Numb

Case 1:12-cv-01105-ABJ Document 1 Filed 07/05/12 Page 260f 45

(b) FDA characterizes Makena's priciagpresenting a "uniqusituation,”
whenin fact, asillustratedin paragraphs 72-73upra,the price of Makena does not presant
"unique situation.”

77. In the Statement, FDA effectively revoked and nullified Pifightstatutory right to
a period of seven years of market exclusiatyassuring compounders that they cowth FDA's
approval, manufacture, distribuite interstate commerce, and sell, ewertommercial quantities,
unapproved, non-customized compounded 17P, on a general and nationwide bedis;d the
risk of preterm birthn women with a historpf spontaneous preterm birth, desgfie commercial
availability of Makena,anapproved orphan drug with statutory market exclusifatythat
indication. FDA has never made, and there never has beemal faasis foit to make,any
determination,in the Statement or elsewhete,support a conclusion that accésdMakena was
impairedin any way, or that suppliesfMakenawere not, are not, or will not be sufficieiotsatisly
the market demand faiPC injection.

78. The Statement also failéolapplyto compounders of 17P fowftherestrictionson
compounding set fortm 21 U.S.C. § 353a and FDA's own CPG 460.200: (a) the requirement
that there be a medical necessity for the use of a compoundethsteapof an FDA-approved
drug; (b) the prohibition on regularly compounding copies of commercially aveifDA-
approved drugs; (c) the limitations on preparing compounded drwgb/ance of receiving
prescription; andd) the statutorycap on out-of-state sales of compounded drnghe absencef
a memorandum of understanding between FDA and a State. Thus,témeeBtaand the policy
sets forth approve, authorize, invite, encourage, and permtahefacture, distributiom

interstate commerce, and sale of non-customized "compounded” 17¢bomercial scale, but
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outside the FDCA's and FDA's systems for protecting the publicresirecto drugs
manufactured, distributed, and satdinterstate commerce on a commercial scale.

79. The Statement also does not subject the compounders tf afPof the approval
and post-approval requirements that agpliKV with respecto Makena, despite the fact that
muchof the"compounded17P on the markes non-customized, manufactured on a commercial
scale, and distributeith interstate commerce.

80. FDA's Statemerns not the exercise of case-by-case enforcement discrasin
pastconduct, but, rather, addresses future conduct and announces a generahaotidyindingon
FDA personnehslongasit has not been revoked, and that approves, authorizes, invites,
encourages, and permas unlimited and unknown number of "compoundeisdistribute
nationwide during Plaintiffs' exclusivity period and forunlimited time thereaftemon-
customizedl 7P intendedo be used for the same orphan indication for which Makeaaproved.
This approval, authorization, invitation, encouragement, and péomisgtendo the commercial
manufacturen unlimited quantities of non-customized lirFfacilities not registered with,
approved by, or routinely inspected by, FDA. The compounded versions dlrtigj for injection
(which therefore must be, among other things, sterilerderto be safe) havenknown
compositions not approved BPA, are,in general, of unknown effectiveness and safetg,
manufactured by unknown processes not apprdwyedDA, lack FDA-approved labeling
information for prescribers, are not subjeztequired reporting of adverse events, and are used to
treat women with a condition that threatens the lives of feuses. Indeed, surveys by FDA and
the Missouri Board of Pharmacy during the last several years have tfoatnapproximately

11.6%to 33% of compounded drugs fad meet specifications in quality testing. Tdhata
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summarizedn paragraph Suprashow that many versions of compounded 17P present avoidable
elevated risks ofack of effectiveness and lack eafety.

81. The Statement also makes no mentéf@a) the factual circumstances of any
particular compounders, (b) any naedrioritize use of FDA's enforcement resources, oa(g)
prospect that angf the compounded products allowtxbe marketed will ever come into
compliance with thé&-DCA.

82. The Statement als® based oranimpermissible factor, a desite nullify
Plaintiffs' statutory market exclusivitiy orderto makeHPC injection availableat a price lower
than the price of Makend responsdo political pressure.

83.  Oninformation and belief, FDA's Statement was coordinated withtarsent
issued the same ddoy CMS. CMS's statement effectively authorized and encourdgt s
Medicaid agencieso pay for compounded 17iR substitution foMakena.

84. In conjunction with CMS's statement, FDA's Statement affirmigtiselicits and
facilitates violations of the FDCA and the flow of Medicaid gmivate moneyo pay for those
violations. Thus, FDA's Statemeistan abdication of FDA's enforcement responsibilities under
the FDCA, includingits responsibilitiesto respect and protect orphan drug exclusivity &nd
protectpatients.

85. FDA's Statement suggests that FDA raetyagainst a compounddr FDA learns,
after the fact, that "the compounded products are unsafe, of sulvdtapdity, or are not being
compoundedn accordance with appropriate standards for compounding sterile produibtss;
FDA's approacho these products akin to the unsatisfactory situation that existed betbee

enactment of the drug approval procesthe FDCAin 19384n which FDA hadto catch upwith
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drug safety and quality problems after the fact rather thareptieg them through the approval
process.

86. Some state Medicaid programs have interpreted FDA'sngeitendCMS's
statementsauthorizing the total displacemeotMakenaby compounded 17P. For example:

€)) Under the Georgia Department of Community Health's MakentdRos
Statementavailable at
http://dch.georgia.gov/vgnlimages/portallcit_1210/48/42/169845946Makdf, the Medicaid
Division of the Georgia Department of Community Health starediring "prior authorization
for any prescription foMakena™." Physicians wishingo prescribe Makena "will be required
demonstrate the medical necessifthe manufactured produdakena™, over the compounded
CHC producto obtain a prioauthorization."

(b) Montana's Medicaid program now also requires a prescribing pdrysic
seeking approval for a patietd receive Makenao demonstrate that the patient has a medical need
for Makenaascomparedo compoundedL.7P.

(c) The Louisiana Department of HeaBhHospitals has announced that
"Medicaid will .. .cover the average costs of the compounded version of the drugeande
medical professionalto useit in their patients for whont is indicated.”

87. These actionBy state Medicaid agencies, which are made possibleD¥'s
Statement, which called forth unlimited manufacturing and digion of non-customized
compounded 17P, stand the law on its head by requiring daectprevide proof that the FDA-
approved drugs medically necessamn comparisorto unapproved compounded versions

produced by whatever processes and practices compounders thosse
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88. Never before hasDA publicly approved, authorized, invited, encouraged,
permitted widespread non-customized compountinggplacean FDA-approved drug. Indeed,
just two weeks before FDA's Statement, FDA spokesperson deffika specifically reiterated in
connection with Makena that compounding copiearodpproved commercially available drug
regularly orin inordinate amountss prohibited.

89. Many (possiblyall) compounders of 17P use active ingredient manufactared
China. NoneoftheChinese manufacturing establishments whose output of active ingriatient
17Pis exportedto the United Statess identifiedin an approved\NDA for HPC.

90. In GAO, DRUG SAFETY][:] Better Data Management and More Inspections Are
Neededo Strengthen FDA's Foreign Drug Inspection Prograni@A0-08-970 Sept. 2008),
available athttp://www.gao.gov/new.items/d08970.pdf, the Government Accouityabiffice
("GAQ") reported: "The country with the lowest proportiondriug manufacturing]
establishments inspected [by FDA] was China."

91. A Tablein GAO, DRUG SAFETY][:] FDA Has Conducted More Foreign
Inspections and Beguo Improve Its Informatioron Foreign Establishments, but More Progress
Is Needed 17 (Table ZI5A0-10-961 Sept. 2010)availableat
http://www.gao.gov/new.items/d10961.pdf, shows thabf fiscal year 2009, 88% of the drug
manufacturing establishmenits Chinain FDA's inventorymay never have been inspectdie
highest such percentafer any country. That GAO report also nosgpage 18: "Unlesa
foreign establishmeris listed on an application for a new drug, F¥Sstill unlikely to select the
establishment for inspection.No such applications are submitted for compounded 17P.

92. FDA statedin FDA, Pathwayto Global Product Safety and Quality 16 (Judly

2011) (footnote omittedpvailable at
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http://www.fda.gov/downloads/AboutFDA/CentersOffices/OCMzll’roductPathway/UCM2625
28.pdf: "Perhaps the most serious challenge on the horizon forigiDAt growing acced® the
global marketplace will also expose Americéms set of economically-motivated harms
including counterfeiting, fraud, and other intentional adulterations.eRehighly-public incidents
involving adulterated heparin and melamine-tainted baby formularscate how serious the
potential dangecanbe. ... The U.S. has seen a steady incréaagbe number of counterfeiting
incidents. The World Health Organization estimated thatdxt 5% an@% of all of [sic]
pharmaceuticals worldwide were counteriei2003." The heparin and melamine-tainted baby
formula referredo were producedh China.

93. Problems with compoundingsa processin the United States have been
extensively documente@dsreflectedin paragraphs 11-13upra.

94. FDA has issued further public statements on Makena on November 8a2@ddre
15 and 29, 2012; CMS also issued a further statement on Makena atbJ2042. Nonef these
statements has announcadintentto take enforcement action against unlawful compounded
17P thatis not customizedo meet the special needs of individual patients who have thditicon
for which Makena, a drug that has statutory market exclusigityzdicated but for whom Makena
is medicallyinappropriate.

Harm to Plaintiffs and the Public Interest

95. KV isreliant almost entirely on the succeddlakenato meetits future cash
operating needs aridd make obligatory debt payments. MakénKV's most significant drug by
far, and was expectdd account for the vast rority ofKV's projected revenue ovéneremainirg
Makena exclusivity periodKV's survivalasa going concerts primarily dependenbn KV's

ability to obtain relief from FDA's March 30, 2011 Statement and the piblssts forth, and
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the resulting actions by CMS and state Medicaid agencieshweould not have occurred without
FDA's approval of widespread distribution of compounded 17P not custofizedlividual
patients for whom Makenia medically inappropriate KV cansurvive onlyif it generates future
revenues from sales of Makena that will be suffictenineetkKV's future needs, including
recoveryof its costs for the acquisition of Makena atgelR&D and operating expenses. Unless
KV is ableto immediately generate significantly higher market share arehtms from Makena
than the current levels, the company will not be &bimeet its cash obligations, and wilin out

of cashin less than three months from the date of @osnplaint.

96.  Absent declaratory and injunctive relief, Plaintiffs willdsgectively deprived of
their statutory market exclusivity; and, consequently, will bebleta surviveasgoing concerns.
As a result of FDA's Statement, Makeisébeing, and will continu¢o be, widely displacedh the
market by compounded 17P. Competition from compounders of non-customized vefdioRs
who do not bear the large costs of complying with FDA's approvagaality-manufacturing and
other post-approval requirements, has undercut, and will cortonuedercut, Plaintiffs’ sales of
Makena. If such unfair competition continues, it will destroy Plaintiffs. §smuentlyFDA's
Statement has causeslcausing, and will continu cause, severe, immediate, and irreparable
harmto Plaintiffs.

97. FDA's Statement and policy are continuiagleprive Plaintiffsof their first-mover
advantage. The loss of that advantagiereparable harm.

98. In addition, absent declaratory and injunctive relief, the healihsafetyof women
with high-risk pregnhancies and their unborn children will contitaulee subjected tthe
significant avoidable risks posdxy compounded 17Bscomparedo Makena. Compounding

generally has a histogf producing products that have high rates of failarguality testing and
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adverse outcomes for patiendsdescribedn paragraphs 11-13upra. In particular, compounded

17P, withAPI manufacturedn China, has failure rates, referredin paragraph Supra,that

would be unacceptabl® FDA asto anapproved product, and sholdé unacceptablasto an

unapprovedoroduct.
99. In addition, absent declaratory and injunctive relief, FDA's Btat¢ andhe
policy it sets forth will continuego reduce the effectiveness of the incentive provided by orphan

drug exclusivity for the development of orphan drugs. FDA's reductitimabincentivas

contraryto congressional intent artd the public interesin the effectiveness of that incentive.

100. In addition, absent declaratory and injunctive relief, FDA's eBtaht andhe

policy it sets forth will continugo violate the public interesh federal agencies' compliance with

the statutes thegdminister.
101. Plaintiffs have no adequate remadtijaw to make themselves whole for the injury

to their business resulting from FDAStatement.
Plaintiffs need temporary, preliminary, and permanent decla@tdrinjunctive

102.
relief.
FIRST CAUSEOF ACTION
Violation of 21 U.S.C8 360cc
(APA, 5 U.S.C.88558(c), 706(2)(A),B), (C), & (D);
21 U.S.C8360cc; U.SConst.amend/)
103. Plaintiffs reallege and incorporate by reference Paragiapf2.

104. FDCA 8§ 527, 21 U.S.C. 8§ 360cc (entitled "Protection for drugs for rasdser

conditions"), prohibits FDA, during the seven-year periodroapproved orphan druygroduct's

market exclusivity, from approving (formally or any other way), authorizing, inviting,

encouraging, or generally permitting the introduction into interstatenerce of any compounded
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versions of that same drug product for the same orjidicationasto which the approvedirug
has beerdesignatedn orphan drug, except where thempoundedersion is customizedto meet
the medical needf anindividual patient for whom the approved prodisnot medically
appropriatgand thus the approved orphan drug would betised by that patierib any even).
Such action by FDA would nullify orphan druexclusivity,and thereby would defeat tls¢éatutory
incentive Congress created for orphan dringsection360cc.

105. FDA'sStatement and the poliay sets forth violate section 360cc(a) éffectively
nullifying Makena'sstatutory seven-yeaperiod of marketexclusivity by giving de factoapproval
to compoundedersions of 17P that are intended for tséreat the same indication farhich
Makenais designatecsan orphan drug anis approved, and that are not customizedneetthe
medical need®f individual patients who have the condition for which Makenmdicated bufor
whom Makenais not medically appropriate.

106. FDA has no authorityo consider cosin determiningwhether theres sufficient
accessto an orphan drug, and FDA has made determinatiorthat patients for whom Makena
indicated havensufficientaccessto it, either asa matter of quantities availabla asa matterof
cost.

107. FDA's Statement and the polidy sets fortheffectively nullify Makena's statutory
seven-yeaperiod of marketexclusivity by publicly approving, authorizingnviting, encouraging,
and permitting violationsof21 U.S.C. 88 353a and 355(a), and $tymulatingsuch violationsthat
would not occur but foFDA's Statemerdnd policy.

108. Inissuing itsStatementto support access to" HPC injection, FDA failedcomply
with the procedurakequirements of21U.S.C. § 360cc(b); 21 C.F.R. § 316.36 (2012); 5 U.SC.

558(c); and the Due Process Claugehe Fifth Amendmento the U.S.Constitution.
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109. FDA's Statement and the politpets forth are arbitrary, capriciows)abuse of
discretion, and otherwise niot accordance with law, contratg constitutional rightjn excessof
statutory jurisdiction, authority, or limitation, short of statutoryhtjgand without observance of
procedure required by law) violation of 5 U.S.C. § 706(2)(AXB), (C), and(D).

SECOND CAUSEOF ACTION
Violation of21U.S.C8353a

(APA, 5 U.S.C§706(2)(A) & (C); 21 U.S.C§3539

110. Plaintiffs reallege and incorporate by reference Paraglapfs.

111. The prohibitions on advertising and solicitation of prescriptiorgriny
compounders contained FDCA § 503A, 21 U.S.C. § 353a, which were held unconstitutional
Western State$35 U.S.at 372-74, are severable from the other provisions of Section 353a, which
remainin effect.

112. FDA's Statement and the politygets forth are contratp Section 353a's express
limitations on compounding. Among othi#ings:

(@) the Statement and policy approve, authorize, invicmueage, and permit
compoundingof 17P without verification that the patients who will receive ¢cbenpounded 17P
have a medical need for compounded 17P rather than Makena;

(b) the Statement and policy approve, authorize, invite, encounaggeamit
regular compoundingfnon-customizedl17Bnd compounding of non-customized 1P
inordinate amountdp substitute for Makena;

(c) the Statement and policy approve, authorize, invite, encolaageermit
compounding of 17P before a compounder has received a prescription laoat wie
compounder having a pre-existing relationship with a prescribing pagsiciother licensed

practitioner and that physician's or practitioner's patient; and
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(d) the Statement and policy approve, authorize, invite, encousagepermit
compounding of 17k disregard of the limitation set forth Section353(b)(3)8).
113. FDA's Statement and the politgets forth are arbitrary, capriciows)abuse of
discretion, and otherwise nit accordance with lawn excess of FDA's authority, aima excess
of statutory jurisdiction, authority, or limitatiom violation of 5 U.S.C. § 706(2)(A) and C

THIRD CAUSE OF ACTION Violation
of21U.S.C.8355(a) and301(d)

(APA, 5 U.S.C. 8 706(2)(AX (C); 21 U.S.C. 88 355(aB31(d))

114. Plaintiffs reallege and incorporate by reference Paragfapis.

115. FDA's Statement and the politysets forth approve, authorize, invite, encourage,
and permit the introduction, and delivery for introduction, intorgiéde commerce of unapproved
newdrugs-unapprovedersionsof 17P not customizetb meet the medical need of patients who
have the condition for which Makemaindicated but for whom Makeria medically
inappropriatein violation of FDCA 88 505(a) and 301(d), 21 U.S.C. 88 355(a) a8ti(d).

116. FDA's Statement and the politysets forth are arbitrary, capricious, an abuse of
discretion, and otherwise nit accordance with lawn excess of statutory authority, and without

observance of procedure required by lawyiolation of 5 U.S.C. § 706(2)(A) anc).

FOURTHCAUSE OF ACTION
Violation of 21 U.S.C8381@)

(APA, 5 U.S.C. 8§ 706(2)(A)(C), & (D); 21 U.S.C. 88 355(aB81@)
117. Plaintiffs reallege and incorporate by reference Paragiapis$.
118. FDCA 8§ 201(g)(1), 21 U.S.C. § 321(g)(1), provigeslevant part: "The term
"drug"means (A) articles recognized the official United States Pharmacopoeia, official

Homoeopathic Pharmacopoeia of the United States, or officiidd Formulary, oany
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supplemento anyof them; andB) articles intended for usa the diagnosis, cure, mitigation,
treatment, or preventioof diseasen man or other animals; and (C) articles (other tioara)
intendedto affect the structure or any function of the badynanor other animals; and (@ticles
intended for us@sa component of any article specifisdclause (A)(B), or (C)." Under

21 C.F.R.8210.3(b)(3)(2012), the term'component'means "any ingredient intended for use in
the manufacture of a drug product..” Under 21 C.F.R. § 210.3(b)(4) (2012), the t&drug
product” mean&a finished dosage form, for example, tablet, capsule, solution,tleat contains
anactive drug ingredient generally, but not necessarilassociation with inactive ingredient
..."" Within the scope of these definitions, compounded i$ZPdrug" and a "drug product,” and
API for compounded 17B a"component”and a'drug.”

119. Under FDCA 88 201(p), 21 U.S.C. § 321(p), compounded 17RRirfdr
compounded 17P are unapproved new drugs, which are barred from interstaterce by FDCA
88§ 505(a) and 301(d), 21 U.S.C. §8 355(a) aaii(d).

120. FDCA8801(a), 21 U.S.C. § 381(a), providesmandatory terms for FD£o refuse
importation of any drug that appedosbe unapprovedn violation of21U.S.C.§ 355: "The
Secretaryof the Treasury shall deliveéo the Secretarpf Health and Human Services, upon his
request, samples of. . drugs. . . which are being imported or offered for import into the United
States . .. If it appears from the examination of such samples or otherwise.thaich articles
.. -in violation of section 355 of this title. . then such article shafie refused admission [with an
exception not relevaritere].”

121. The foreign-manufactured API for compounded 17P apfebesand,indeed,s
-anunapproved new drug and, when importedffered for import into the United States,

appeardo be-and,indeed,is-in violation of Sectiorn355.
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122. SuchAPI for compounded 17P cannot lawfully be introduced or deliveoed
introduction into interstate commerce or lawfullg imported into the United States.

123. Since March 30, 2011 and continuinghe present, Defendants have been, and are,
allowing the import of sucPI for compounded 17P. Such allowance by Defendants violates
Section 381(a) and has been andrbitrary, capriciousanabuse of discretion, and otherwise mot
accordance wittaw.

124. Defendants’ March 30, 2011 Statement announcing implicitlyheaatmould allow
such imports has been and is arbitragpricious,anabuse of discretion, and otherwise mot
accordance witthaw.

125. FDA's allowance of such imports injures Plaintiffs by fatiiig unlawful
competition withKV's product, Makena, by compounders of non-customized

PRAYER FOR RELIEF

WHEREFORE, the Plaintiffs pray that this Court, pursuar28 U.S.C 88 1361220102,
1651, and Rules 57 and 65, F&dCiv. P., and the inherent power of tisurt:

1. Temporarily declare:

(@) That FDA's March 30, 2011 Statement and its June 15, 2012 esthtenal
the policy of non-enforcement against the compounding of 17P not custhimizmeet the special
needs of patients who have the condition for which Makealicated but for whom Makena is
medically inappropriate, which those statements set forth andaimaiate unlawfulin that they
violate 21 U.S.C. 88 360cc(a), 353a, &ub@).

(b) That FDA's allowance of the importation of unappro&d for
compounded 17P ngb customized violates 21 U.S.C. 8§ 381(a

(c) That FDA has a duty under 21 U.S.C. § 360ct(@yotect Makena from
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the kind of approval of non-customized compounded 17P that FDA's N&r@011 Statement
announced and FDA's June 15, 2012 statement maintains and the untamgetiton that has
resulted from those statements; and ttwathe extent that FDA's CPG 460.200 fadsmake
protection of orphan drug exclusivity a significant fadtocase evaluatiorit is unlawful.

(d) That, because FDA's March 30, 2011 Statement approved, invited, a
called forth the unlawful competition with Makebg compounded 17P not customizedmeet
the special needs of patients who have the condition for whadteiis indicated but for whom
Makenais medically inappropriate, FDA has a dutyterminate that unlawful competition
forthwith.

2. Temporarilyorder:

(@) That Defendants immediately suspend FDA's March 30, 201 Instaite
ard June 15, 2012 statement, announce that those statements are sugpehdetimaintain or
implement the policyf non-enforcemenéasto non-customized compounding of 17P set forth and
maintainedin thosestatements.

(b) That Defendants cease and desist from permitting the impariato the
United States of unapprove&P!| for compoundedL.7P.

(c) That, within two (2) business days, Defendants issue gublic statement
communicating (i) their intertb enforce,in appropriate cases and with prioritycompounding
thatis regular orin inordinate amounts, 21 U.S.C. 88 360cc(a), 353a and 355(a) against
compounders of 17P not customizedmeet the special needs of patients who have the condition
for which Makenais indicated but for whom Makena medically inappropriate, and (ii) that

shipments of unlawful compounded 17P sotustomized must cease immediately.
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(d) That, withinten (10) business days, Defendants regorthe Court, under
sealif andto the extent necessary and with a redacted version publady the actions they have
takento terminate shipments of unlawful compounded 17P not custoniizertet the special
needs of patients who have the condition for which Makeradicated but for whom Makena
medicallyinappropriate.

3. Preliminarily and permanentlyeclare:

(@) That the distributiomn interstate commerce of compounded 17P beyond the
scope of the traditional practice of pharmaiog,,the distributionin interstate commerce of
compounded version of 17P thamnot customized foanindividual patient who has the condition
for which Makenas indicated but for whom Makeria medically inappropriatas unlawful.

(b) That FDA's March 30, 2011 Statement, and FDA's June 15, 201&\atate
and the policyof non-enforcement against compounded 17Psacustomized, which those
statements set forth and maintain, are unlawfuthat they violate 21 U.S.C. 88 360cc(a), 353a,
355(a), and 331(d), and are not a lawful exercise of enforcementtidiscend therefore the
Statement and policy are arbitrary, capricicausabuse of discretion, otherwise motaccordance
with law, in excess of statutory jurisdiction, authority, or limitation, shorttatusory right, and
without observance of procedure requireddw.

(c) That Defendants have a duty under 21 U.S.C. 8§ 360wcpaptect Makena
from the kind of approval of non-customized compounded 17P that FDA's [day2b11
Statement announced and FDA's June 15, 2012 statement maintaihe anthwvful competition
that has resulted from those statements; andtthtite extent that FDA's CPG 460.200 fails to
make protection of orphan drug exclusivity a significant factor in esatuation,it is unlawful.

(d) That 21 U.S.C. 8 360cc(a) requires Defendantenforce 21 U.S.(8
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355(a),in light of21 U.S.C. 8 353ato the extentnecessaryo protectan orphandrug's exclusivity.

(e) That, becausE&DA'sMarch 30, 2011 Statement approved, invitedd
called forth the unlawfulcompetitionwith Makena bycompounded.7P notso customized,
Defendanthiave a dutyto terminate that unlawfutompetition forthwith.

) That FDA cannot make findingasto accesgo or availability of an
approvedorphan druge.d.,Makena, withoutcomplyingwith the procedural andubstantive
provisions of21 U.S.C. § 360cc(b) and 21 C.F.R8316.36 (2012); 5 U.S.C8 558(c); and théue
Process Clause of the Fifth Amendmeatthe U.S.Constitution.

(9) That,in consideringi) whether the holder adnapproved application fan
orphan druge.g.,Makenacan assure thavailability of sufficientquantities of the drugp meet
the needof persons with the disease or condition for which the drugdeagynatedn orphan
drug, or (ii) whether such persons otherwise have adequate &wdbesdrug, FDA maynot
consider the list price, or any other price, or the coflthe drug.

(h) That theforeign-manufacturedPl for compounded. 7P appearso be-
and is-anunapprovedew drug under 21 U.S.C. 355.

(1) That such API focompounded 7P cannot lawfully be introducedr
delivered forintroductioninto interstate commerce or lawfully be imported into the Un8tates.

G) That, since March 30, 2011 awcdntinuingto the present, Defendantsave
been, and are, allowing the impaft such APl forcompounded 7P, and that such allowantes
been ands arbitrary, capriciousan abuseof discretion, and otherwise niot accordance wittaw.

(k) ThatFDA's March 30, 2011 Statemerdgnnouncingmplicitly that DFDA
would allow such imports was arnsgl arbitrary, capricious,an abuseof discretion,and otherwise

not in accordance witthaw.
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4. Permanently declare that, under 21 U.S.C. 8§ 360¢ds entitledto seven yearsf
marketing exclusivity for Makena, and that that seven-yeaiodis to be calculatecdsrunning
from February 3, 201fo March 30, 2011, and from the date of the grant of temporary, preliyninar
or final declaratory and/or injunctive relief, whichevefirst, until the date thas six years and
310 days from thadlate.

5. Preliminarily and permanenttyrder:

(@) That Defendants withdraw FDA's March 30, 2011 Statement andl3une
2012 statement, announce that those statements are withdrawrgtandintain or implemerthe
policy of non-enforcemenasto non-customized compounding of 17P set fantthe March30,
2011 Statement.

(b) That Defendants take sufficient enforcement actiorsdop the unlawful
competition with Makendy compounded 17P not customizedmeet the special needgpatients
who have the condition for which Makermsindicated but for whom Makena medically
inappropriate.

(c) That Defendants repaxt the Court quarterly for one year and semi-
annually for the following two years, under sdahndto the extent necessary and with a redacted
version publicly filed, the actions they have takemerminate shipments oforncustomized
compoundedL7P.

(d) That Defendants not permit the entry into the United Stafteandnot
release into domestic commerce, any future shipments of, foregofacturedAPI for usein
compounding non-customnized 17P, except such APligtieam an establishment thas
identified in anapprovedNDA for hydroxyprogesterone caproate injection, and ighiat

compliance with that approvedDA.
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(e) That Defendant®HHS and Secretary Sebelius take all actions necessary
and appropriatéo implement the relief awarddaly the Court, including, but not limitet,
withdrawal of CMS's March 30, 2011 statement relatomgayment forl7P.

6. Provide such other and further rebefthe Court finds just and proper.

Respecifully submptted,
. P
/

RichardM. Cooper,DC Bar 817

Holly M. Conley,DC Bar# 488980
MichaelV. Pinkel,DC Bar# 987018
WILLIAMS & CONNOLLY LLP

725 Twelfth Street, N.W.

WashingtonDC 20005

Phone: (202) 434-5466; rcooper@wc.com
Phone: (202) 434-5696; hconley@wc.com
Phone: (202) 434-5879; mpinkel@wc.com
FAX: (202)434-5029

Attorneys for PlaintiffsK-V Pharmaceutical
Dated: July 52012. Company and Thegx Corporation
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CERTIFICATE OF SERVICE
| herebycettify that on this 5th day of July, 2012, the foregoing Complaint for
Declaratory and Injuriove Réief was served:

Via hand-dévery on:

Ronald C. Machen, Jr.

c/o Civil ProcessClerk

U.S. Attorney for heDistrict of Columbia
555 4thStreet, N.W.

Washngton, D.C. 20530

Gerald CKell, Esq. Senior

Trial Counsel Consumer
Proedion Branch Civil

Division

U.S.Department of Juice

Liberty Square Bilding, Sute 6400
450 5thStreet, NV

Washington, DC 20001

Paige H. Taylor, Esq.

Senior Counsel

Food and Drug Aghinistration
10903New Hampshire Avenue
Silver Spring, MD 20993-0002

Via cettified mal on:

Eric H. Holder, Jr.

United States Atorney General
U.S.Department of Juice

950 Pennsylvania Avenue, N.W.
Washington, D.C. 20530-0001

United States Food anBrug Administration
10903New Hampshire Avenue
Silver Spring, MD 20993-0002

United StatesDepartment of Heéth & Human Serwes
200 Independence Avenue, S.W.
Washington, D.C. 20201
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Margaret A.Hamburg,M.D.
Commisgoner of Food an@®rugs
U.S. Food andrug Administration
10903New Hampshire Avenue
Silver Spring, MD 20993-0002

Kathleen Seb&us

Secreary of Hedth and Human &vices
U.S.Department of Hedth & Human Sivices
200 Independence Avenue, S.W.
Washngton, D.C. 20201

/s/Michael V. Pnkel
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Michad V. Pinkel



