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members oppose FDA’S Pedxatrlc Rule because the Rule restricts availat

COMPLAINT FOR DECLARATORY AND INJUNCTIVE RELIEF

Plamnffs Assocxanon of Amencan Physmans and Surgeons Inc (“AAPS”) the

C ompenttve Enterpnse Instrtute (“CEI”) and Consumer Alert by thetr under51gned attomeys

complaining agalnst Defendants the Unlted States Food and Drug Adrnrmstratlon (“FDA”) and

 the Department of Health and Human Services (“HHS™), allege the following:

lntrodu ctlon ‘ o

1. Thxs action seeks a declaratory Judgment holdtng unlawful and settmg aside

: pursuant to the A'dministrative'iPrQCedure Act, 5 U.S‘.C‘."§ '5'514 etiseg.g (“'APA”)‘, the regulations |

entitled “Regulatlons Requmng Manufacturers To Assess the Safety and Effectrveness of New o

| Drugs and Blologrcal Products in Pedratnc Patlents” and codlﬁed in 21 C F R Parts 201 312

314, and 601, 63 Fed. Reg ’6'6,?632‘"('1’"9'9‘8) (héfeiﬁé'ﬁér re“’féff'”r‘é'd"ta” collectively as “Pediatric Rule”

or “Rule”) as contrary to law m excess of Defendants statutory _]UI’ISdlCtIOI‘l and authonty,

arbltrary, capnc1ous and an abuse of dlscretxon Thls is also an actlon for perrnanent 1n_]unct1ve

- reltef.

I.hg_l’art_@

ot L"tv laWs of Anzona w1th 1ts pnncrpal place of busmess in Anzona AAPS represents approxrmately a

4,000 physit n all prac lncludlng phvsrclans Who practice

ians nationwide | ices and speCIaItles

and spec1ahze in pedlatnc med1c1ne AAPS was estabhshed to preserve the practlce of pnvate

) medlcme and has remalned dedlcated to the sanctrty of the patlent phy5101an relatlonshlp, Wthh

. AAPS beheves must be protected from all forms of third- party mtervennon AAPS s physician

'pe liatric and non-



- most effective pharmaceuticals for the treatment of disease, illness, and other afflictions to
AAPS’s doctor members. | | |
3 r Plarnttff CEI 1s a not for proﬁt pubhc pohcy orgamzatlon orgamzed under the |
laws of Washmgton D C. w1th its prmcxpal place of busmess 1n Washmgton D. C EEt IS
dedrcatedto the prtnc1ples of free enterpnse and hmrted govemment. It belteves that consumers
are best helped by bemg allowed to make the1r own choxces ina free marketplace rather than by
bemg forced into de0151ons because of govermnent regulatton CEI reaches out to the publrc and
the media to ensure that its ideas are ,heard, works With policymakers to ensure that they are
1mplemented and takes 1ts arguments to court to ensure that the law 1s upheld CEI has been | , | »
involved i in analyzmg, and advocatmg refonn of the FDA drug and devrce approval process fo’.r |
kover a decade CEI opposes F DA S Pedlatnc Rule because 1t is an 1nvasrve governmental ”
regulatlon that mterferes w1th pnvate chotces made by pharmaceutlcal companles concemmg |
‘ how best to allocate their ﬁmte research and development funds Because the Rule wrll force
‘ pharrnaceuncal compantes to dtvert research and development funds away from valuable new
drug treatments and toward testmg of products for uses that compames do not wish to promote
the Rule w111 harm CEI s mterests by hmttmg access to the most effectlve pharmaceutlcals for ’
| the treatment of dlsease 1llness and other afﬂtctlons o | |
4. Plalnttff Consumer Alert 15 2 natronal non- partlsan not- for-proﬁt orgamzatron ‘
| organtzed under the laws of Washlngton D C thh 1ts pnnc1pal place of busmess in s |
i Washmgton D.C. Consumer Alert s mission is to enhance understandmg and apprecratton of o
- the consumer benefits of a free market and'to promote sound economlc ' SCientiﬁc and risk data

in pubhc pohcy dectsmns Consumer Alert ] members are hanned by the more restnctrve and

* slower access to valuable pedratrtc and nonpedratnc treatments. \’s Rule causes. Because




the Rule forcesphannaceutical companies to divert research and‘deVelopment funds away from
valuable new drug treatments and toward testmg of products for1 uses that compames do not wrsh' N

to promote the Rule has the effect of hmdermg Consumer Alert s members from recervmg the .

most effectrve pharmaceutlcals for the treatment of drsease 1llness or other afﬂlctrons ”

,5. Defendant FDA Is an agency wrthm HHS and 1san* agency w1thm the meanmg '

: of the APA FDA is presently located at 5600 F 1shers Lane Rockvrlle MD 20857

6 g Defendant HHS is an executlve agency of the Unlted States govemment and isan

“agency” within the meaning of the APA. HHS is presently located at 200 Independence
Avenue S.W, Washmgton D C 20201

Jurlsdlctlon and Venue

7T hi\é"vCéufff"lI*fSﬁﬁﬁ,Sfd'i??fi@n‘°V¢r" this action P“rsuantm?-f‘ USC.§1331,5USC.
’ § 551 et seg 28 U S C §§ 2201 2202 and 28 U S C § 1361 There exrsts between the partles
" an actual and Just1c1able controversy in Wthh Pla1nt1ffs seek declaratory and 1nJunct1ve rehef o

’ protect therr nghts 1

-8 Venue in thlS Court is proper pursuant to 28 uU. S. C. § 139l(e)

A The PedratncR_ le ‘constrtutes ﬁnaluagency action A S‘ee 21 C F R

. § 10 45(d) FDA'’s Pediatric Rule was pubhshed in the Federal Regrster on December 2 1998

and became effectrve on Apnl 1 l999 pSmce that date FDA hasenforced the Rule as publrshed

B 10.“ | Moreover Plamt1ffs have fulﬁlled the procedural requxrements necessary to ﬁle a

lawsuit by requestmg Defendant FDA to revoke the Rule On December 2, 1999 Plamtrffs fi led .

a Citizen Petition (Docket No. 99P—5215CP) challenging FDA''s "’P'ediatric Rule, in accordanee‘ -

with the requirement of 21 C.F.R. § 10.25(a) and pursuant to 21 CF.R. § 10.30. The Citizen



- Pet’ition, attached as EXhibit 1 ‘hereto," requeSted\thatfDefendant FDA rev0ke its‘Pediatrici Rule

and refram from takmg any admmtstranve actton pursuant to the Rule |

11. On November 1 2000 - after nearly double the six months accorded to FDA by o

its own regulattons to demde szen Petltlons - FDA dented Plamttffs Clttzen Petmon See 21 o

) C F R § lO 30(e)(2) see also Ex 2 hereto Accordlngly, Plamttffs have exhausted thetr o

admmtstratwe remedtes and thelr challenge to the Pedratrtc Rule 1s npe for Jud1c1al acuon

Congress s Drug Approval Scheme Pnor to 1997 |

12. Pursuant to the Federal Food Drug, and Cosmeuc Act 21 U S C § 321 tseg

(“FDCA”), anew drug cannot be marketed m the Untted States unttl FDA ﬁrst determmes that it

is safe and effecttve for use under the condltlons prescnbed recommended or suggested m 1 the

'proposed labehng See 21 USC § 355(a). Once FDA makes thls determmation, the FDCA
s requrres FDA to approve the drug, provrded that the drug also meets certam other requtrements
| not at issue in thts lawsu1t 21 U S.C. § 355(c)(1)(A) (d) see § 355(])(2) (1)(4) The FDCA f» :
: does not grant F DA CllSCI‘ethI‘l to refuse to approve NDAs or ANDAs 1f the specrﬁed condmons

13, Even where a manufacturer has established that a drug is safe and effective for use

’ m ,adultst it does not n’eCessar‘ily followthat the drug will be safeand effective in chlldren ' drugs

often operate dtfferently in chlldren than in adults Moreover dtfferences between chlldren and

adults in the \ way that drugs are physrcally absorbed metabohzed and excreted means that it is

. not always p0551ble to deterrmne the proper strength of a pedratnc dosage merely by

extrapolaung from adult dosmg mformauon Because of these dlfferences Defendants have long _

requlred manufacturers seekmg to market a drug to both adult and ped1atr1c populattons to

& submlt separate testtng and labellng for these groups FDA has further subdtvrded the pedtatnc N



~ potulation into fourkgroups and’requiresseparate testing and labeling for each group: Neonates,

. mfants chlldren and adolescents See 21 C F R §201 57(f)(9)(1)

14'; In hght of these testmg and labelmg requrrements manufacturers who bring drugs

- on the market for adult use only often decide not to seek approval for pedratrlc uses. Apart from
. the oybvious:safety and ethical yconcerns wrth administeringan unteSted,'drug ona child, it is often

, dxfﬁcult to obtam parental consent to test such drugs on chlldren In addmon\ it can be qurte

B -dlfﬁcult to obtam blood samples from chﬂdren Moreover cht]dren often become anxious when

they are separated from their parents durmg testing, and they often expenence more discomfort

- and fear than do adulis during th'e testing'prOCess ~As aresult, many drugs on the market have

been approved and labeled for use on adult populatrons but carry no approval or labehng for use

S ~on chlldren ‘

15, In 1994, FDA recogmzed thls situation by requiring such drugs to carry an

Revrslon of “Pedlatrlc Use” Subsectlon n the Labehng 59 Fed Reg 64 240 64 241 (1994) 21
C. F R § 201. 57(1)(9)(v1) If manufacturers have tested thelr drugs for some but not all pedratnc
’ age oroups the labehng must state that “Safety and effectrveness in pedratrlc patrents below the B

- age of (--) have not been estabhshed ” Id § 201 57(f)(9)(v)

16. Physrcxans remaln free to prescnbe to pedratnc patrents drugs that are approved

for adult use, but whrch carry pedlatrlc drsclatmers. Physrcrans make prescnbmg decrsrons based

on their knowledge of the product and its demonstrated safety and effectiveness in adult

populations, their professional judgment, and their experience — without interference from FDA.

See HR. Rep. No. 105-310, at 60 (1997) (“(IJ has been the long held view of Congress that the



FDA ‘should,‘not regulate' the prat:tice of medicine, In general, the FDA has no authority o

regulate how physicians prescribe approved drugs in t’he ‘context of their medical practiCe
Physrcrans prescnbmg off—label uses of approved drugs is not wrthrn the Junsdicuon of the

FDA ”) see also also 21 U S C § 396 ere other “off label uses - Le. e. the treatment of a condrtxon |

 not indicated on the label and th?treatmem of an indicated Condlflonw.i

panent population not specrﬁed on the label pediatnc “off label’ uses are Wtdespread In o

children may Stlll beneﬁt from these new treatments in accordance wrth the professmnal

“ Judgment of their pediatrician.

| 17.‘ Despite the recogmzed and substantial beneﬁts of off label pediatnc uses

‘Defendants and certam interest groups remamed concemed about the number of drugs not

| labeled for pediatrrc use, and they explored ways to increase pediatnc labehng To address this '

8 pe‘rceived problem, Congress established an incentive scherne to encourage manufacturers to

seek pediatnc approvals Later, FDA 1ssued a mandatory set of regulations to force

manufacturers to test therr drugs on pedratnc populatlons

2o 18. As part of the 1997 FDA Modern"’ atlon Act (“FDAMA”) Congress estabhshed a

: vo]untary 1ncentxve scheme that encourages manufacturers to submit pedlatnc tests and label1ng
~ for drugs that * may produce health beneﬁts n the pediatnc populatron ” 21 U S. C § 355a(a) In’b

retum for conductmg pediatnc tests that are accepted by FDA a rnanufacturer 1s entltled to srx

months of market exclusrvny in certaln c1rcumstances Id Simxlarly, for marketed drugs FDA

| is required to pubhsh a “hst of approved drugs for whrch addmonal pedratrrc mformatlon may



~ produce health benefits.” 1d. § 355a(b). rhe"rhaﬁu“fé‘ctur'ef"df'a'ti's'téa‘&r’iig"ié'als‘a”‘éﬁtitlea'fo

: exclusxvrty beneﬁts 51m11ar to those avaxlable for new drugs lf (1) FDA requests a manufacturer ’

to conduct studles for the lrsted drug, (2) the manufacturer conducts such studles and (3) FDA

- accepts the studies. See id. § 355a(c)

19, The pedtatrlc testmg provrslons of FDAMA are voluntary FDAMA allows FDA

and manufacturers to agree that manufacturers w1ll conduct pedlatrxc studles but it does not

‘ penmt FDA to require pedratnc studles Id § 355a(d) Rather, FDA may only “suggest” B
- modifications to the FDAMA pediatric exclusivity provisions. Id. § 355a(k)(4). While21
US.C. § 355a() alludes to pediatric studies “required pursuant to regulations promulgated by the

* Secretary,” it does not independently grant FDA the authority to require such testing. Thus,

FDAMA is consistent with the FDCA, which allo‘v’vs manu‘faCtUrers:to determine the uses of thei_r

‘drug products to be approved and included on the label.

20, In addmon to be1ng voluntary, FDAMA s pedlatnc excluswrty prov1srons are

experimental, as underscored by Congress s unposmon of a sunset provrsron and Congress s

requrrement that F DA conduct a study and report to Congress by J anuary l 2001 on the '

i

| effectlveness of the pedratnc testmg provrstons and the adequacy of the 1ncent1ves contained

therein. 1d. § 355a), (k).

21.  The voluntary ped‘iatric' exclusivity provisions in' FDAMA représent C‘ongress’s -

| pollcy J udgment of how best to balar ce the de51re to encourage manufacturers to seek approval

for ped|atr|c uses of drugs thereby mcreasmg ped|atr|c Iabelmg mformatlon agamst the

- ‘concern that the costs and other problems related to mandatory pedratrrc testrng could mhrbrt the

producuon and marketmg of valuable pharmaceutxcals
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‘Congess on Pedlatrlc Exclusrv v, 65 Fed Reg 2 21‘7 (2000) Inte

. on the provxsrons have observed that “FDAMA has had an im ,;f:ed te and profound posmve B

22, Incentlve schemes such as the scheme estabhshed in FDAMA are a well— R

) recogmzed congressmnal method of 1ncreasmg the availability of new drug entttles in certain

contexts when preextstmg market condmons are madequate to do so See _g, Orphan Drug Act

Pub. L 97. 414 96 Stat. 2049 (1983) (provrdmg 1ncent1ves for mcreasmg avarlablhty of

treatments for rare dlseases and condmons)

Effectrveness of Pediaitric"E')rclusivltv

23, Congress’s voluntary pediatric testing incentives embodied in FDAMA are

k worklng well as demonstrated by the comments that FDA recerved m response to 1ts May 5

ed pames commentmg

1mpact on drug development for chlldren to an extent not seen durmgthe precedmg 30 years

4, and that “[t]he pedtatnc exclusmty program is the most successful program the F DA has
‘developed to generatesttjdvi‘es ozf medi'cations'in children.” ;See'Letter from Nationallnstitutes of : )

» Health to FDA at l (June 3 2000) (prov1d1ng data to substanttate assertlons) Letter from |

PR letter denymg Plamtlffs Cltlzen Petmon that FDAMA’ “pedlatnc exclusmty provxdes a

substantral mcentlve for some sponsors to conduct pedtatnc studles ” Ex 2 at 1

FDA’ “Command and Control” Approach |

24, Rather than adhermg to Congress s voluntary mcentwe scheme embodled in

F DAMA and applicable F DCA proviSAions‘ 'Defendants in's“teaa"'ﬁeiV‘é‘ employeda“command and

control” approach to pedtatnc testmg even before FDAMA had been fully nnplemented

= Spec1ﬁcally, Defendants xssued a Proposed Rule that requxres manufacturers to submrt testmg in

‘pediatric populations for the vast majority of new drugs and biological products as well as certain

-9-

2000 request for comments on FDAMA s pedlatrlc exclusxvxty provrsrons See Regort to |

: Amencan Academy of Pedlatncs to FDA at 1 (June 5 2000)., Even FDA acknowledged inits



surtabrhty petmon ~ie. Le., a request to ﬁle an ANDA for a drug that has a

~ marketed products. See RegulatlonsRequ1r1ngManufacturers ToAssess the Safetv and

= Effectlveness ofNew Drugs and Blologlcal Products in Pedlatnc Pattents 62 Fed Reg 43 900

“ (proposed August 15 1997)

25 After a notice and comment period’,iDefendants‘i'ssu’ed theﬁl?"kinal Rule, a true and

correct copy of which is attached hereto as Exhlblt 3. See 63 Fed. Reg 66, 632 (1998) The R

Rule whrch became effectwe on Aprll 1, 1999 forces manufacturers to test new drugs and

biological products on the four drfferent pedxatncl subpopulatlons to evaluate the products’ safety' \

 and effectiveness andtodevelopformulatlons ofthoseproductsthatare ‘;gsg‘msfia;e" '?Sf'é'ééh“ -
subpopulatlon in whr‘h the drug is safe and effectlve for use The Rule also authonzes FDA to o
' tmpose srmllar testlng and formulatlon requlrements on products already on the market A

: Although the Rule permlts warver of these requtrements ‘under certain circumstances and deferral

wrth respect to new drugs and btologtcal products a manufacturer cannot obtam a waiver or

deferral merely by cemfymg that it nerther marketsnor mtends to market ‘(1' €., label or promote) o

k, theproduct for pedlatnc use.k _S__e_e_yZl CF .R. ‘§§"2’01’.‘2"‘3(é)‘,"‘3 1455 S A

26 Wlthout settmg forth the loglcal basrs for domg so the Rule requrres -

manufacturers to perform pedlatrrc testmg on drugs for whrch they w1ll ﬁle New Drug

, Apphcatlons (“NDAs”) but exempts manufacturers ﬁlmg genertc Abbrevrated New Drug

e Apphcattons (“ANDAs”) It does however requtre pedtatnc testmg from manufacturers ﬁlmg a "

“dtfferent actrve

' mgredlent or whose route of admlmstratron dosage form or stren 'h isted

©dg” See21USC.§355G)Q©.
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 66,636;5ee21 U. s C. §§ 352, 355(d), 42/U s”c“'§j 262;‘f a man

. Fed. Reg. at 66,636.

27, kawa manufacturer reques to perform p‘ed'iat'ric teSting ona drugthat is the subject "

of a NDA ora surtabrhty pet1t1on or a new brologrcal product FDA wrll (absent drscretronary -

' kwatver or deferral) refuse to approve the product untrl the approprtate ests have been performed.

o 28§ If a manufacturer of a marketed drug product does not comply thh FDA’

pediatric testmg requlrements FDA asserts the authonty to seek a court tnjunctton declarmg the

' offendmg product to be mtsbranded and “requlr[mg] the comp" ‘y to submtt an assessment of

pediatric safety and effectrveness for the product.” 21 C.FR. §201 23(d) 63 Fed Reg at

rew efuses to submrt

requrred assessment FDA may pursue Judrcral contempt proceedmgs FDA also Ieaves open the

o possrblhty that 1t mrght in some cases wrthdraw approval of the drug or brologrcal product 63 "

Defendants Lack Statutorv Authorrg To Issue the Rul
- 29. Although FDA clalms in 1ts November 1, 2000 letter denymg Plamtlffs Citizen

.. Petition that it “has the legal authortty to requtre pedratrlc studles” (Ex 2 at 4) the FDCA

proh1b1ts FDA from takrng the actrons purportedly authonzed under the Rule Specrﬁcally, the

- F DCA requtres FDA to approve a]l drugs that have been establlshed to be safe and effectrve for o
i the uses prescrlbed recommended or suggested m the proposed labelmg and that meet certarn b
other statutory requlrements not at tssue m thls lawsult See _pr_ para 12 If the labehng ona
: 'nevv or marketed drug does not prescnbe recommend or suggest use of the product on pedtatnc

populations, the FDCA does not perrmt FDA to requtre pedratrtc testing on that product.

30.  The Rule also contravenes the long- standmg and umversal understandmg of

C ongress the courts and FDA that the “1ntended uses” of a drug product subJect to FDA’

) reoulatory authonty mclude onIy those uses “prescnbed recommended or suggested” by the

i -- 11 -



W 3 product’s labehng In the Pedtatnc Rule FDA asserts the rlght to requrre drug and btologlcal
‘““" product manufacturers to seek approval for use e of therr products on four separate pedlatnc
” subpopulat1ons and to develop new formulatlons for those populatrons - even though the

manufacturers may only w1sh to label and promote the1r products for adult populattons See 21

CF. R. §§ 201 23 314, 55; 63 Fed Reg at 66 657 58 FDA]UStlﬁeS the Rule by argumg that

pedlatnc uses of a product are “foreseeable” - gven though those uses are drsclatmed as thev

must be to ‘market a product apnroved for adult use onlv and even xf the 'oroduct has never been “

s marketed - 50 long as the dlsease treated by the product occurs m ped'at populations. 63 Fedf o

, Reg at 66 645 66 653 66, 658 2l C F RM§ 201 57(f)(9) ").’ Camed to it ogrcal conclusron '

| FDA’s novel “foreseeable use” theory would fundamentally dlsrupt the drugapproval and |
mlsbrandmg process by allowmg FDA to refuse to approve or to ban any product w1th a B
purportedly “foreseeable” use - even 1f the manufacturer has decrded not to market the drug for

that use - that had not been tested to FDA’s satrsfactlon B

- 31 The Rule 1s also mconsrstent wrth the FDCA s prohlbmon agamst FD s

regulatlon ofthe pracuce ofmedlcme See H. R Rep No 105 310 at 60 (1997) 2l U. S C.

396 Under the Rule F DA asserts the authonty to predxct when physrcxans w1ll prescnbe a

partrcular drug in pedratnc populattons and to regulate that drug accordmgly even if the

1 ”manufacturer does not 1ntend to labelwthe drug for chlldren Moreover when an off-label use of a

B | drug becomes prevalent in pedlatnc patlents FDA may con51der thls popular off label use as a -

i
: ~ basis for 1mposmg pedlatnc testmg and labelmg requtrements FDA s decxsron may Tesult in the
i 5“ popular drug s removal from the market whrch w1ll prevent phys1c1ans from prescnblng the drug
| .... not only for popular off-label uses but for on- label uses as well Moreover if FDA ismow
: a et perrnltted to reqmre testmg on four separate pedtatnc subpopulatxons before approvmga product
- _
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‘ for use.” Ex 2at4 63 Fed Reg at 66

there is nothmg to prevent F DA from creatmg further patrent subgroups based on age race, or

Oender and wrthholdmg a product s approval untrl all purportedly foreseeable uses are tested in

those groups - regardless of the manufacturer s marketmg intent wrth respect to those groups

S 32 None o fFD A s asserted bases of statutory authorlty support 1ssuance of the Rule. |

' For example FDA crtes 1ts authortty to “prohrbrt false or mrsleadmg labelmg " 21 C F R

§ 201. 57(t)(9)(v) 63 Fed Reg(yat 66 657; 21 US C. §§ 352(a), (D), 355(d)(7);‘f “FDA spre- o

| Pedlatnc Rule regulatlons lhowever already ensure that the labelmg for; drugs that the R

manufacturer seeks, or has obtamed approval to market for adult use only will not be “falSe”:or' ’

. mlsleadmg with respect to pedlatnc uses. Specrﬁcally, those regulatrons redurre manufacturers
' elther to subrmt substantlal evxdence to support a pedtatrxc 1nd1cat10n and label their drugs for
: pedtatrlc mdlcatlons or to mclude a dlsclatmer that “[ ]afety and effectlveness in pedlatrtc ’
- pattents have not been establrshed ” 21 C FR.§ 201 57(f)(9)(v) (vr) Such labelmg cannot T

o credxbly be deemed “mlsleadmg because it unambrguously d1scloses that an adult use drug has B

not been establtshed as safe or effectlve for pedratrtc populatlons

- ‘33. ‘ FDA further mvokes rts authortty to “requtre products to bear adequate d1rect10r1s

;6'

Gt adult use only contain FDA approved dtrectxons for each mdrcated use, however and 1ndeed .

v carry exphcrt drscla1mers W1th respect to pedlatnc uses, they bear adequate dtrectlons for each

claimed - i.e., labeled — use desptte the lack of pedratrlc labelmg

w5 34 | FDA also rehes upon 1ts authonty to prohrbtt the marketmg of drugs that are

“dangerous to health when used in the manner suggested in their lab'el'ing” or “not generally

recognlzed as safe and effectxve or approved for the condmons prescnbed recommended or

. suggested in the labehng " Ex. 2 at 4; 63 Fed. Reg at 66, 657 21 US C. §§ 352(d) 335G). The

-58; 21 U.S.C. § 352(f). Because drugs marketed for



labeling of a drug approved for adult use ‘o‘n'i'y', however, does not prescnbe recommend,or

- suggest use in pedlatrlc populatlons To the contrary, it contams an express drsclarmer adv1s1ng

that “[s]afety and effectrveness in pedtatrrc patrents have not been estabhshed ? 21 C F R
§201. 57(D(9)(V1) Wlth respect to marketed drugs moreover, FDA cannot credlbly assert that

druos whrch it prevrously approved as safe for use under the condmons prescrrbed

“e recommended or sugg ested n the proposed labehng thereof ” are now unsafe as a general

" matter. 21 US.C. §355(d)

35, FDAalso relies ‘upon its authority to'ret;uire manufaCturers toysubmitreports of

the data obtamed asa resu]t of the 1nvest1gat10na1 use and/or chmcal testmg of a drug to support” -

. the Rule See Ex 2 at 4 63 Fed Reg at 66 657 21 Us. C § 355(1).; ThlS provxsron however

only contains reportlng requxrements concernmg prevrously conductedcliﬁni’cal stud‘ies and other" |

: already available information with respect to the drug at issue. It does not authonze FDA to

‘ requlre the manufaeturer to generate new data

- 36. ,‘ FDA further rehes upon 1ts authonty “to issue regulat1ons for the efﬁc1ent v

, kenforcement of the act” to support the Rule. See 63 Fed Reg at 66, 657 58; 21 U S. C § 371.
‘ ThlS provrston however does not support the Rule because 1t does not glve F DA carte blanche
: to issue regulatlons beyond what Congress has authonzed Absent an 1ndependent statutory

: basrs for the Pedlatnc Rule, thls provrslon grants no authonty to FDA for the Rulek s 1ssuance

37 FDA’s issuance of the Pedtatrlc Rule is arbltrary, capnCIOUS and an ’abuse of |
discretion.

38.’ , Congress specxﬁcally chose n FDAMA to mcrease the avarlabthty of mformatlon

e concernmg pedlatnc uses through a voluntary incentive scheme rather than a heavy-handed

- coercive approach Congress also indicated its preference for incentives over coercron in the :

. -14-



1983 Orphan Drug At Pub L 97-414, 96 Stat. 2049 (1983), Wthh glves manufacturers certain

mcent1ves to develop drugs to treat rare diseases or conditions. In addltlon Congress mcluded
other provrsrons that encourage manufacturers to submtt supplemental apphcattons for new uses

“of approved drugs to br1ng off label uses on label See 1d § 371 note‘thhe Pedratnc Rule by

5 ;mcontrast forces manufacturers to perform ped1atnc testmg, possrbly develop pedtatnc

fomrulatlons and seek approval for pedratnc uses. Although FDA has asserted a behef that the
congressmnal reglme 1s madequate it has nelther publtshed 1ts report evaluatmg pubhc

: comments on the tncenttve scheme nor crted empmcal evrdence in support of 1ts posrtton

k 39; The Rule also conﬂlcts w1th Congress s Judgment that the appropnate tradeoff for

1ncreased pedratnc labellng 1s to defer entry of competmve genenc drug products mto the market

o ,tfqr,,g‘Spectﬁed tl,me pertod. FDA’s Pedtatnc Rule, by contrast, will' keep new chemical entities -

off the market altogether unless they ﬁrst have secured “proper pedlatnc labelmg

40, The Pedtatrtc Rule also confhcts wrth FDAMA“"s goal of reducrng the 1nordmate
. amount of t1me and money necessary to obtam approval of new drug apphcatlons For example
FDAMA contarns a fast track approval process to expedtte the approval of drugs that

‘demonstrate the potent1a1 to address unmet medtcal needs for senous and hfe threatenmg

'condttrons L1kew1se FDAMA contams provrsrons desrgned to streamlme cl1n1cal research on

drugs Addmonally, FDAMA penmts FDA to approve a NDA based on only one adequate and ] .
‘well-controlled chmcal 1nvest1gat10n and conﬁrmatory evndence rather than the two 4 -
tnvestrgattons that FDA often had requtred By contrast thePedtatnc Rule requtres addmonal -
- chmcal studtes as well as the potentlal development of pedlatrtc formulattons of certam drugs

rendenng the approval process more cumbersome protracted and costly F DA acknowledged as

~ much in its letter denytng Plaintiffs’ Citizen Pet1t1on when it stated that, although the 'agency

15




“recognizes that there will becertain costs associated with complying with the pediatric rule, the

Aoency beheves these costs are necessary[ ]” Ex 2A at 3

41 Wrthout explanatron the Rule also apphes dlfferent legal standards to srmrlarly
’ srtuated persons. To apply the FDCA’s statutory requu'ements consrstently, FDA must either |
k exempt all drug apphcants from pedratnc testmg or requlre all drug apphcants to perform such

testmg FDA however exempts ANDA apphcants from pedratnc testmg but requrres pedlatnc

o the Rule would requlre testmg of rnost drugs but would m'atronally exempt srmtlarly 31tuated

k'“i""ploneer had never been establ hed to be safe and eff ttver,for pedratnc use. b

- 4  Plaintiffs incorpOrate the allegations‘ in Paragraphs ! -'41 above. |

" ‘7'4’3'. ‘ Defendants issuance and contmued enforcement of the Pedlatnc Rule should be

L rxght m v1olat10n of 5 U S C § 706(2)(C)
| Count 11
44, Plamtlffs 1ncorporate the allegatlons in Paragraphs 1-41 above

45, Defendants 1ssuance and contxnued enforcement of the Pedlatrlc Rule should be

set as1de as arbltrary, capncmus an abuse of dlscretron and not otherwrse n accordance w1th

law, in violation of 5 U.S.C. § ’706(2)(A)‘. “The R | éaﬁhipt‘s‘ Witﬁ FDAMA “an’d abﬁliesthe

‘ and sultabrhty petltron drugs w1ll be used in pedlatnc populatrons FDA s uneven apphcanon of R
the Rule is partlcularly troubhng glven that many ANDAs w1ll be based on marketed proneer -

drugs for Wthh pedlatnc testlng was not, and never wrll be requlred “Under FDA"'s apphcatlon S

‘ ANDA drugs even 1f the drug treats a drsease that occurs m pedxatnc populatrons and the ‘ o

- set asxde as in excess of its statutory _]UI’ISdlCthI‘l authonty, or hmltattons and short of statutory o



FDCA’s statutory requirements differently to similarly situated persons, all without adequate

explanation of the basis for dding 50.

| WHEREFORE Plarntrffs pray that thls Court

: 1.' Declare that FDA s issuance of the Pedratnc Rule lacks statutory authority and, in

fact, is contrary to FDA s clear statutory mandate in vxolatron of 5 U S C § 706(2)(C) in that 1t

1s m excess of FDA’s statutory Jurrsdlctron authonty, or hmrtatlons and short of statutory nght

2.0 ,Declare that Defendants xssuance‘and contlnued enforcement of theprovisions 'of

~ the Pedratnc Rule that conﬂlct with FDAMA and the FDCA is unlawful arbltrary, capncrous an
abuse of drscretron not otherw1se 1n accordance w1th Iaw and n v101at10n of the FDCA FDA s :

’ ‘own regulatrons and 5 U S C § 706(2)(A)

3 Perrnanently enjo‘in and "res'train' Defendants and allpersons actmgunder therr .

__direction or authority, or in actrve concert or parncrpatron wrth them from enforcmg or causmg '

to be enforced ¢ or from attemptmg fo enforce or cause to be enforced by any admmrstratrve D

| actron, crvﬂ or criminal proceedlng, or otherwrse? the Pedratnc Rnwleatleged herein as be‘ing ’nuIl‘ -

and void;

a4

fees incurred; and k

5. | Award suchy other relief asthe Cotnt deems‘jnet andproper |
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