Osder Coude RL31453

Report for Congress

Distributed by Penny Hill Press

http://pennyhill.com

The Prescription Drug User Fee Act:
Structure and Reauthorization Issues

Updated October 7, 2002

Donna U. Vogt
Specialist in Social Legislation
Domestic Social Policy Divisior

Blanchard Randall [V
Analyst in Social Sciences
Domestic Sociai Policy Division

Congressional Research Service % The Library of Congress




The Prescription Drug User Fee Act:
Structure and Reauthorizaticn Issues

Summary

In 1992, Congress pussec The Prescription Drrug Tlser Foo Act (PDUEFA) to
spead up the approval of phannaceticals in e Uniled S:ates. The ‘egislation
creatadl sections 735 and 734 o 1he Federal Foad, Drug and Cosmetic Acl (FFDICAT,
athorizing the Fowd and Drio Adminisiration (FI2AY t collee; uscr S from drug
manufuctirers mexchange for the faswer revicw o drug and binlogical produocts. The
L stipulated that the additional sser Gee revenues could oaly be used for activitics
necessary to the review of hurnan dnug appheations. B oglas specificd that s
avenues rmged under the prograim had to be “inaddition (o™ buseline menics atready
cedicated W drug approvals. Az Congress decides the areney's annval apprepriation
such year, it sets ont the total amounl ol user [ees that can be asseased during the
upcorng fiscal vear, To go with the user [es authoriky, hut separate from the law,
ths YA drug and bioweh mdusiries setled on specitic annual perlormance oozls
that were Lazd oul in Lellers olagreemen? hetwaen e agency and Congress. To meat
these moals, FDA hired nearhy 600 new revicwers, ard ungraded its intormation
systemn tar trackin g perediag drug applications. Congress suthirized tle Nest user Loc
program, referred to as PEVJFA L to run for a period of 3 yesrs,

The original user fzelaw was reauterized by Consress as part of iz (997 Food
and Drug Adminisiralion Modemization Act (FDARA) Under fhe reyushorized
slabite. known gz P2XUEA U, ageney and industry redrasectatives agzcod Lo a new set
af arnual oerformance goala to encourage the tmely processing of markeling
applications. The FIA crontiueed e bire more dreg teviewers ander PRURA [ so
that today, mere than |OKenployees” salarics are supported by user fee revennss.
The funding for POULA would have expired on September 30, 2002

The FIDA and Le phammacentica. mdustry gencrally agree tha che Jscr see
pragram 3as, 1o a large extent, been fairly suceassfil. Aowever, the program does
e ils critics who argne that the quoicker review process could be commpromising
crug safery. Tothem, the amber of presotiption drugs withd-awn in recent vears 1s
svidence that speccior approvals roay be jeopardizing the heelth of some pulients,

The 197" Congress reaatrerized drg user fece in June 2002 as part f tha
bigterrarisra bill {P.L. 107-188). Known ay PLUEA [, the legislation exdendzd e
law for 3 more vears, authorized various post-markating activitics Lo ésure the
tnoniiorng of dmo safety, and ellowed he ageney Lo wse user fess to review adverss
Svanl repors tor drags approved after Oclober 1, 2002, The news Jaw requires FLA
to announes onits Inferel sils when drug manufasturers fail to complate “Phase 1V
pustmarkel studics. L Lhese siletions, the ageacy may req aizc cornpanies to notify
health practitionars who preseribe the diug of that failare and of the guestions of
clinical benelll, wnd, where appropriats, the questions of szlely lhal rernain
unaeswered wxa result. In acdition, the Act awthonzed [unding ncreases for throe
EFDA offices: the olfice of drag sufoty; the division of drug markeling, advertisiag
and carumiucatiang; and the oltice of generic dregs, This roport will be updated as
Ever s waITant,
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The Prescription Drug User Fee Act:
Structure and Reauthorization issues

Introcluction

T 1992, Cangress passed the Prescription Prug Usar Zee Act{FDUFA) The
law amendad the Federal Food, Dmg, and Cosmeue Acl (FEDCA), authorizing the
Toad aad Drug Administration [FTIA) (o vellecl itom phannaceutizal companics nser
lzes thal would he used to speed up the review and approvai of dregs and biologies 2
At the time, Congress was prowing rersasingly concemed about the sizeable
backlez of drue apphcations wailing tor the PT34°s revicw and ihe effect the delay
could be huving on patents whe could hena(il fom the new therapies. Up uniil the
Tacr fee agresment, the review of applications [or new drug products waz, e tnost
vlher government services, paid [er with general revenuves Trom the 1.8, freasury.
With TUUT A, Congrise intended that the vser fees would provide funds to help
caver the cosl ol reviewing marketing applications for pharmaceutical products,

Uncer the terns ol the 1992 Act, which is oiten relemed o today as PIUTA T,
funds romuaser fee collectiona could anly bz uged for specified sctivitias — priraarily
lo hize additional revieweors to conduct faster reviews and -ciuce the backlog of
pending new drug applicalions. As directed by the Tegiglalion, FDA with che drmg,
industry prepared a detailed set of performance goals, separatz ttom the Act, that
were e bemet 2ach year in roviewing new drug marketina applications. I plun for
meeting these goals was spelled oul i letlers te the chaizmen of the arency’s
mthorizing comwniees, (Congress had no say n prepating (bese goals but has nasd
its aversuzht authority to foliew the ageney’s aropress toward meeting them.) Tu the
program s drst several years, most of the moncey generated by user fees was spent on
hiring additional seviewers, and uoprading the ageney’ s compule: infornation svstem
Tor tracking the stams of drug 2pplications.

Encoursged by the success of the wsar fec program, Congress reauthorized the
Acooin BGYT Az a major provision of the Tood and Drug Adminsteation
odernization Act (FDAMAYS With this new gulhorization, Coruress mandated
tighrer perlommance goals, more transpazeney m the drag review process, and baller

PPIOAGATL NS0 237l 106 Sdal 440 known azs FDETA L

* Thz 1erm “hiclagies” ra®ers to vaceines, iz vive disgnostic allersenie products, and
products wade from intact 2ells or microorpanisms liks viruses, bacteria, flngl, ete.

FPL. 195-115 Title 1. Scetions 103(a) to {z); 111 Stat. 2299, Sce CRS Reposl Y8-263
ST, Food and Drug Admpmivation Moderizatinon Aot of 197 The Frovisions, by
Fiwchurd Rowbarr, B. Randsll, Beoana Porler, Bervice Reves-Alinhileje, Donas Vot and
Diune Duffy.
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comnmnicat.on with drug reakirs and patent advocaey groups. The reauthorized
staturs — known as POUEA 1L - expires on September 34, 20072

F2A4ard the pharmacetical indusiry leel thul the user fee propram has besn
sucerss (il bol the arogrem aas its share of eritiza. They urgue it speeding up dmg
epplicution review has come at the zapense of salcly, They also argue that de
recalls, scon atter approval, show the potentally hazardims consequencey of faster
approvals,

Un fune 12, 2002, President Bush sipned PL. [O7-188, the Poblic Hea'tk
Searity and eio terror-sty Preparedness and Response Act of 2002, I asection of
this Taw, Tille ¥, Sust:tle A — Preseription Thexg User Fees, the Prescription Drug
Usur Foe Act was preauthorized ard s known as PDUEA T

The U.S. Drug Approval Process

Lncer the FFDCA, all drugs and biclogics must be proven sate and effective
belore they can he aparoved by the FTMA [or marketing. As a rirst step in this
process, & drug maruzelurer, onec it has comme up with a Crug candidate, conducts
pre-clinical {he, ansmal ) wests o determine whether the now chemical compound is
sz enough to undergo further testing in human sub-cets. [fanimal tests coniinn chal
lhe drug is indeed sate enough fo be aeminisiered to patients, the dit g company or
sponzot will decide (almost alwavs after consabing witloae FDA) whetaer to file an
vestipational tew drug (INDJ application.  An IND sl contain detziled
information zhont hos the sponsor indends fo test himans in clinieal triale. By [ling
an INT, the spouser sucks FIVATS penmission to condnet these studics.

In greneral, neman studies, o clinical inals, asc traditionzy carried oug e Cuse
phases, keeping with the testing protoco! laid ont in the IND applicaliion. In Phase
Ttr.als, the expernmental dmeg is evalvated for safery 1o 4 small sroup of individuzls
who penerally ave healthy, Tn Phase T trials, the compound 15 ziven to a larger group
of putlents nawell-controlled clinical selling™ to determine the dase needed 1 elicit
e degired pharmacalogical effcer. Since a drag's saferv i3 alwavs 07 paramount
importanze, ineesligators monitor for unwanted side-ciTeews lroughont al. phases of
testing, And finally, during Plase TTT stadies, e new drug is given wan even largor
group clpatienzs, also in g well-controlizd clintcal setting, to furher tosl wheiher fhe
diug is effectve fnpabien.s, Itas results of the slinical siudies indicats that the dme
iz safe and sffeoiive for ils anended therapentic uses(s), the manulackr=r submits &
new drug applisation (NDA) to FEA Tor iy review and approval.

The clinical developmant and approvat (i.c., Nesnsimr) of vaccines and
biolawical products 15 quite similar to ofher pharmaceuticals. Vaccines a1d biolooics
mamfactirers have to [fle TND: belore they can condact human sludies, and similar
ter other drugs, olinical trials tor bieleg cal padovts are usteally cmried out in theee
phases. T the clinical smidics show that the vaccine ar hindngic iz safe and efleciive,

TInatvpical camparalive ciinied] biul, ane group is given the doe undst investigation and
anoiher, similar groap is given ar mactive compound (plasehe), and the reswts are
compured.
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the sponsoraubimits 2 biclogizs leense application (BLA) sceking ageaey roview, All
IET.As fzlod with the sgerey musl be accompanisd By auser [oo, In this report, where
user fees are meatoned wth regand 1o d-ui upplications, tae reference can aoply lo
(he review of either NTAs or BLAS.

The typical NDA inclides oot ouly wll ol e raw statslica] date abour the drug’s
satety and officacy, but also lechnical informatien abonl. its basic chemistry sand
pharnzeclogy, and infonmation about how and where the Anisbed product =il he
manulaciured. Mot wrtil the MDA has undergone an evaluation, howevar, and e
FDA s satisficd that the new dreg is sufe and effective for its intended medical vse,
will magketing approval be gramed

The Prescription Drug User Fee Act:
Its Implementation

Lnder PLYUEFA, the FDA iz authorized 1o eollzol dires categories of feas: a e
10 cover the review for each drz or biologic appheasion. ie. NDAs and
supplements:” an aniual ee [or each manufachiring estab islunent; and unannnzl fee
for each preduct a drug company producss. A manufacurng cstablishment is
defined ¢ (he place whera at deast one arxeceiplion druy is producad. A prodaet foe
15 also charged for every prescripuon drup a company sells. Dmg campanics are
requred to pay fae cntire applicalion fes when it ar o sapplemenl o an epplication
15 fivst submitted for FDA ravizw. The eslablishmenl and prodoct fees are paid on
an anmual basis.

Scetionz 725 ard 736 of the FTDOA” authovize (he FDA Lo set tis fees cach
Digeal veur so taat the fae vevenne tfrom sl product and estaklishment feeg wa).
cgual Lwo-thirds of the tatal revenve teecived [Tom the aser fes, and the remaining
ane-thised will come Jrom Cre wmount kLA expects to colfeel (rom druy applicatian
fees.! (SeeTahle 1.3 Note thalihe fee for a supplement (o an app icagon is onc-half
ol the fee for a fraditional NDA.

* Vor morz desailed foformation en iz diug approval process, see CRS Report KL3G9E0.
The L Digr Aporoved Frocess: 4 Peimer, by Blencherd Randall 1V: and CRS Report
RIS, Phormaceniical Research and Develapmeny- A Daseription and Anafvsic of the
Process, by Richard B Rowbers,

" The tertn “sapplansnt™ here refors o a1 application subinilted 1o FDA Tor the approval of
a chanpee to an alveady approved drug anplcalion.

F 20 UL8.C, Seetion 373 g} and ().

® The rativeale behind the incluzion of eglzhlis nment and product fees was that application
(e wre not predictable, sinee thy numbers of upplicatiors vary anrually and spomsors
cemmul knene with ecrtainty the dares on which the upplication weeuld e submived o e
agency. Therefore, the cilublishiment and produc: fees wers 2&shlished toprovide the FDA
with  steady and predictanle courez of revenire, essartial o keeping the srogrum going.
Holeembe, Kay, PDUFA — o Printer, unpubishzd paper, summer 1997
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The amount ol the user fse to be charged forthe reviaw of @ tyaical NT2A i the
npconiing year iy based on FIA’S estimate of the number and type of applica‘ions
Ihe agenzy estimates will be submilizd 12 that nex? vear. Such eskimates are basod
priarily v lustoricul receeds o how many applicerions were submilled in pravious
vieurs. The agancy ziso nser eatimalas of bow many of the new apolications will
contain extensive clinical dala wnd how mueh tine [0 eapecs 10 spend oa their
P L,

The total amount of revenus Wal can be col ected thom the various user fee
categories combined 15 capped each year by Congress in DA™ azmuwl
eppropriations acl. Frior te requesting this somal cap for e upeoming fiseal vear, the
#gency culeniates the fees and total ez revenues and adjusts these [orinflation using
eitier the average wibun Cunsumer Price Index o the civil scrvics base pav for
federal emplovees i the Distoe of Columbia, whichever iy grenser. Each vea:'s
infabion adjustmant is added on a compounded basis to the swr ol wll e
adimstoieats mads for prior vears, In summary, (e wtal revemue from user lees
vollectzd acter adjustments are made consists of one third from applicatons, one thivd
Irom mamfacturing establishmeents, und ona thind from product lees.

Table 1. PDUFA User Fee Charges FY1998-FY2002

Anplization foo
[or L AB LA with
clinical #ria” data 2236 8da | g2V

(2]
[
-
]
[
=
[}
(e
—n
|
oy
[

SADGO4T [ K21E A2

Supplemerial zpphicztion

lee for KIIABLA 128523 | FLAC, L | S1LZATD | 5134823 | & 154,8450
Earaalizhmen: fue SILR00 ) S12B455 | RI41.971 | SLassde | $140,109
Froclact fee S5 38362 F109n0 Fa1.3uz F2l.630

Souree: |lulmSveww ils gov/eoioms o finfuser Becduserees him],

13w law, the amount of each type of user foe charged can be reduced, or e fe
car he wnved [ur vancus reasons. For sxample, applications for drugs te tred rure
discascs (so-called omphan drigs), and applicalions for gensric drugs and over-the-
courier dimgs (ot associated with o new diug; cre ciermpl Jem uscr fees? Tn
addition, user foes caa bo redawed or waived o protoct public health. Thev can also
b waived il the fees would be a financial butrer to pharmacentical tnmwsation, orif
ey would exceec TIA's anticipatec cosls for reviewing the drug appication.
Brand-name dmg rakers can seek waivers it a fee would put them at an ceoncmic
digadvan-age relative to e producers of generic drugs, who, as mentioned above,
are notrequired to pay uscr focs, Smualler nharmaceuticst cormpanies are nat charoed

* Other exemprions include large volume parcaterals {injestcble drugs) approved befors
Septermber 1992 allersenic extract products, whalz blooad or a biood componenl for
tracafusion. in vito diagnoestic biologic products, sl cortain chigs derived fors bovine
Mand, (See faotnols 31
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3 user fee when they subrnil thedr first human drug applicauion for apency seview.'
Llatki recently, caermnplions were also given when drug sormoamies fled supplemeents
with the FIYA fo recuest a now use fior o pediaiie dnig that was already spproved for
otheruses. Towever, e vser [Le cxerapion for pediatric supplements was repealed
in 2001 when Congress passed the Beat Phammacenfeals for Children Act'’ Aller
lamuary 2002, dmag companies submiling applications fer new pedia.ric indivaions
are charrad usst [ees,

Table 2 shows the tolal number of dollars authorized end appromriatzd imde:
PIMTFA DL Each year, Cengress authorizes how muea can be collected from mse-
fees in g annual appropriations bill for she FDA.

Table 2. PDUFA Funds: Authorizations and Appropriations of
User Feas, FY1998-FY2002

(3 io thouseads

[

L7121

1990 109,200 S132.273
20H30 B9 200 145,434
2000 5114400 5149273
2002 s110.100 5161714

Sonree: FOOA™ Office of Financial Wanggsman,

F Under PDUEA T, waer fees wers mol peid unbl FDA cospletsd ke nal aolion on the ding
applicziion. The meanuthalu subslantic] pavt of fee revenue comne inte e ngeney it voars subzcquent
to Une app healion. These fes ievenues, bowever, ctunled apains the upprosrialing Limit Lthat applies
Lo the fiscal waar inwhich e apalication was initiz 1y subundled, The gprovepnation hons saz g sgied
gacdl viar [0 Inflaben. Tu peneral, thess fonds s aveiled? wnifl thay ove spert, |20 BLSC,
E37S NN, TOR, Depariosnt of Heolih 2ed Hucse: Szivizes, Fand and Thug Adm sistration.
(fee of Finaneta] Marageroeo, Sausidfiearion of Extisnates for Asprugeicnion ommgieer, Fiscal
Wzar 2.

Restrictions in the Act

When PDUFA [ was enasted a decade ago, the pharmacentizal industyy and
Congrass wanted t maks serc ciar addiliona] user fze revenues would ba used Lo
speed up the review and approval of dmg applications. With tlus goal 1 mind, they
plaved in ke Act two statatory conditions oc “tdgeers” thal hed to bz met before any
fees zould be collected.  As reauthorized under PDUFA T e frst “trigeer,” in

WSTUEC 3T (d)ith, See also: ULS. Byepewtrrent of Tcalth and Tuman Services.
Fedzral Brug Adiinisiralion. Office of Vinaneial Manggement, Guidance For Industry,
Fees-Fyceed-the-Cost Waivers Under the Frescriatinn Dreg [lser Fae dct, Jupe 1969
[ittpedamema fda goveder/euidencadnday, b

WP, 1G7-0%, The Best 2harmuceuticals For Children Ast, Seolion 5.
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Seetion F360T(1) of the FTDCA, requires Lhal user fezs be aszessed only if the
seney s lotal annnal anproprigtions  cxeluding nser fees — for salaries and expenses
Ior a given voar ate equal 1o or greater than iis lolal sppropriations for Y 1997,
mauliplivd by whichever inflation adjustmenr facror (deserined aneve) 's applicable
for the fiscal year in queshen In otoer words, PDUFA [es could not be a
Tsubatitute” Gor the agensy’s amal appropriation (o senerel revenues.

The second “trigger” in Scclion 736(eM2W A} of the TTDCA, relates o how
much FTrA s 3ends on activities cornected to the rovicw ol human doog applications,
“he Act sizpulates that the total user leey collected wiil equaal the amonnt sl in the
epproprivtions act and requires thay, at o mickaum, FTA spand from ils wnmus.
ellacation ot appropriated fimdy an amowst equa’ to whal e aseney spent on those
review gelivilics in FY 1997, as adjusted tor inflation, I was the intent o7 Congress
that PDUFA fees would be used to accelerate the crog upplication review process and
not substitute for “normal "evel” exporscs. POUFA funds thal wre ot spenl balore
the erd of the fiscal yvear remain avaluble to the agency for the review of diug
applicztions in subsequent veurs.'*

Performance Goals

Ultider FIDUFA L, the phanmaceutizal and drelogies industries and FDa agresd
that the coected Lees needed to be used exclusively o speed the review of NDAs
and BLAs and to meet pe-fonvanse poals that set time limils under which the agency
would review NDAS, The performance gouls, formmlated by the azencv and tha dmg
and dinlomes vadusiries (Congress was nob involved) were not incladed in the luwa;
msteid they were contained in letbors senl uller the law was enacred o e chairs of
the [louse Encrey and Commerce Comrttze and the Sesle Loybor and Duman
Eezoneecs Comenitice o1 1992 (new the Coearniles om Health, Education, Tabor, wind
Fonsiongy by the Secretary of Health and Human Services {HHS. The swency’s
success inmeeting those zeals way Lo be reported in two annual reports 1 Congress.
The first conecrnasd FLATS progres: toward achisving the goals stated in the loticrs.
The sceond, the financizl report (zalled a “Fiscud Report™, explained how FDA,
urplumenied a2 user tee cobection authonry, These “report cards™ ware also
deliverad to the chairmen nf tha congressional commitzees named abova,

¥hea i came Ume to remrthorize PDUFA 1 1997, Congress apain did ool
melude e pedformancs grals o dhe statute,  Instead, in TDAMA “Scetion 101,
Findings” Congress staled that the [zes wers to be vsed to capedite the dmg
development and application review process as laid out n performance goals
identified in fetlzrs sent by the Secretary af HHS w the chaitman of the lwo
Aaulhorizing commiztecs in 1997 aller lhe law was eaacted. Ttalso ordered tha goals
to be pultishizd i the Conyrevsiona! Record, In addition, FDAMA “Sectian 104,
Anm.al Reports”™ recognized the existence o these poals and required YHHS to send
the two anrual “report cards,” mentioned above, W Congress, Fhe vequirement foy
these reports was not mede part of tha FFDCA.

H15%, Depariment [lzalid | uman Services, Foodand Zhug Administtatun, Final Financial
Fepert of Lhe Preseription Dmg User Tee Aet of 1993; FY 1997 Reporl o Conaress,
Februagy 1, 1995 | httpefhameay £, povioepdufamepots. atm])
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The moatrecenl pezfonmnance goals focthe PDTUFA LD program are now ralomed
o as “side agrecments” by some. They alzo are nol m the main text of the Act, bul
iilhier are retereed o in the “Fiadngs™ section of Title V ol PI. 1¥7-183, Fhe acteal
perfarmance gualy wuie again agresd oo only by the ageacy and the pharmacentical
and biologics indvstry representatives willl no congressional involvemant, Ihay
were st forth in letters (rom the Seeretary of HES #o the vhaimearn of the Horse
Committes ot Energy and Commerce end the clisimuon of the Senate Comrmiliee on
Health, Edvcation, Laker and Pengions. Thess “side agreentents® will have no force
of law. Rather, the goals as sct vul in the Congressiona! Record are Tecoenized as
po.icy tor which FDA holds itself accountable. Cimgress, therefore, wiil use thesc
£oals 88 a staring seint for eversight of the doe approesal ocess.

PDUFA Il Performance Goals. The goals for he Tasl user fez orogrem
(uncer PDUFAID were laid outina Novevwhor 12, 1997 etter from Sormer Sceretary
ol HHS, Donna Shatata, to Senawr Jumes B, Jeffords, then Chainman ol ihs Senate
Labor and Human Rescusees Conumittes, Theyvreducedthe smount of Lime taat FIIA
had 12 review approval applicaions for the following cutegories: original new drag
o1 hinlagic"” applicalons (both peiority ard standard), ™ including sew molscular
cntitics (NMEs)" efficacy and manalaeturing supolements:)™ and NDAs re-
subrnitled with e clinical data. To meet tese goals, the FA, by the aud ol 2002,
witl have taken zetion on (Le., eller approve or disapprove) within 1) moctks of
their submissiom date, 0% of all standard NDAw, biologic produzt Ticensc
applicelions (BLAR), and effeerivences supplements. In additinn, wilbin 6 monaths
of their submission date, the sgency will Lave taleen action v 90% of priority N3 As
ancdd BLAs. Twrthormore, by Lhe end of 172002, the FDA will havea reviewed 90%
ol al. manufecturing supplements (o NDAs and BLAs, and, withim 4 months of
submission, complete review of all supplements requiting the ageney’s prior
approval. For manulicturing supplements that cotdem miacr changes (e g, di Merene
supplier ol an inwclive ingredient), the agency has completed its seview wilhin 6
monthe ol sebmission.

¥ See footnote 2. The term “Holodics™ refars fo vaceines, in vive diagnostic allergeric
products, ard preducts mads Ton inlact cells or microerganisns like viruses, bactaria,
fungi, ec.

" Applicagions Mo mew drugs are tvpically assizned o ong o tao ratings for reviews either
Uprionity” or “slandanl” The designstion Is hased on whether the news drug o T
signiicant therpettic advintuges over existing therapies.

e molecalar eniily (NME) refers to o new, chemically anique comypound it is
different iren cther drugs slready on the markel, NMEs asually take mere ime o review
since there wre oo similar comapeunds o which they can he comparad. NAE: aso eortain
acteve subslancen that hus wever been approved for merketing in any fonp in the United
Sl bes,

' Bfficacy sapplements ymend already approved Crig applications with new dala on he
elfeotivenass of the druw.

YLLS. Departrentof Health ane Hunan Services. Tood and s Administation. FY2000
POUEA Performance Kepart o Congress for £aa Preseriplion Drug s Foe Act of 1992
as Leawthorized and Amended by e Food and Drug Administration Modzamnization Act of
1997, Tanuary 2001, p. 3. (Hereaftar cited as FHS, FRA. FY200 PDUT A Perfornanns

(continued..}
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Perfermanes xawls or the PIYUEA L program inehuded activibes relabed to the
vestipetional phases of a new drug’s development, For cxample, as o gral undsr
the r=autherized proaram, FDA anvesd Lo

» lespond within 340 davs aftzr the 2pongor suomite new data atter 2
clinical hold™ hoa been pleced on a produet;

& reapond to sponsors” appeals of a dispute resolution decivion witlin
30 days after tha agency recoives Cie appoul; and

+ rexpond toa recuest for an cealvahon of @ chnical oiel protacal
within 43 days of the azency receiving the request.”

The perfermance gaals also required FIOA to meet new management goals,
particulacly tor Twold mare snestings with drog menefacturers during the DD reating
phases of 2 new produst’z dovclopment.  The performance analz a'se includer
specilied Lirng framas for mecting with, ard respending to, drug sponsors’ requesta.
To: cxampte, 116 ageney musl, within 34 daya, prepare the minoles of all meetings
Cwith drug company persontei — oullining wgreements, d:sagreemaents, i2aues for
[urlher discussion, and action items, As belore, the law raquires TDA o Tile {w
anuual reporrs with Congresy: wn anoual perdcrmance repott within 60 days of the
gud ol the fiseal voear; and an anoawal Fmancial reperr within 120 days o the end of the
liseal vear. Tt s these reports that contain the “report card” on how well the ageney
compliec with the performance goals sct by itsclf and ndustry.

Perfermance Goals Under PBUFA LIl On Meorch 13, 2002, t1e Bush
Administration rcleased tls performance goals sor the PDUFA [0 progeam. The
aols, worked cutduning private mezt ngsbelween FDA officials and rapresentatives
of the U.5. pharmaceutical and the biotechuology indastries, are not sipnificantly
diffarent froee these agreed Lo under PDUFA LE nor did they have any congressional
urput, Those poals are in letlers W the chairmen of the aushorizing committees aiter
enzelmenl »f the reanthorized PRTTA™ Tha 2007 target for campletion timea of
appiication reviews would remamn the same, with a mizen change — by 2007, L1
review period for resubooited elheasy supplaments would becoms 2 months
compared (o & montks under POUTA T porforruncs gosls,

The PDUIA [IT peslormance goals, howsver, contain scveral provisiony thie
were not incladed in cither PDUFA L or I serfamance goals.™ One mew proposal
worrld 1ol olechnology compenies, during the eurly development phase of a
bioteshnelogy procuct, reqoest that FDA selecl an independent conseltant (paid for
by the sponsed) to paricipate nths ugency's review of the protacals - s produet™s

P {__comtinued}
Repar.)

" A clinical hold s an crder issued by FDA to an appiicant o cilher halt, delay, or suspencd
. e Il ; P } 1
a1 onzoirg clinizal 1hal.

P EHS. FDA. TYM00 PDUFA Perfinmance Repart.

* “Performance Goals for the Prescription Drug User Tee Amendments of 2077
Congresvionn Record, v. 143, 0,73, Tune &, 2002, p, S51035,

1 Mittpediwrorw, fda,goveoed pdule PO S AL CGaal s bl
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clinizal stadics. The basis for this preposul Is thas many new biological products are
o the cutting cooe of science, muwd FDA muy not have ¢ oXoort:se (o review Lhe
appleation iaa timely way, Companica cruld ask [or 1he cutside consultant aaly it
Lhe Blolechnology product swomittad for approval olflered a signifizant advanes i the
treatnent, hagnosts, or prevension of a disease sreondition, or mel some other peed.
Requests for an outzide consultant could sume only iF lhe sponsor had never
subraitted an application for that product before. 1f the recnesr was granied, han o
fb-day cxlensien for scheduling mest.ags with FDA officials would be mver, 1o
2o, FIYA wall eviluale the costs and benciits of this proposal.

Tag agrzement on goals also ineluded lwopilot programa o test ke concept ol
a combitony, or “rotling,” new dug application (NDAY According to the FDA, the
purpose ol Lhe sonlinuous review of appiications is 10 zeduce (he amount of time it
lakes o develop and review “fast frack prodneis”™ Roll ailots apply to proacuets
characrarized in Seclion 50674 of the FEDCA as “fast track moduets,” or procucls
tor the treatment of scrious or life-threalening conditions. Urndder the pilon programs,
the FDA weuld review defined wnita or parts af the WDA as the manufachrrer
finishes them vather than walting uniil the entize applicadion s suhmittad. The first
pilot will lock at whether the evalualion of an application in smaller units  wlowyg
with the additional focdback and advice that companies will zain during the
covelomrent phess — will actually lead to quicker development and shorter review
LTIz,

For drugs and biojercs that quatify for the frst pilot, (e areney will entzr into
an agresmenl with the sponsar o accapt pre-submission of one or maore “reviewable
units” of the application in advance of the submission of the compleled drug
application, Inthe sccond pilol, the agency wilt reach an agrosment with the drug
sponsor Lo begmn a formal program of frequent scigntilic feedbacls and interactions
regarding the dreg’s development. ‘The FOA will have o issue guidelines Hefors
September 30, 2003, deseribing howe it will implement the pilst Lests,  Also, in
Y 2004 the agency wil’ have ro contract witl outsicde conzsulians W eviluate whether
the pilol progriers hive been effectjve,

The naw goals also nclade, lor the st cme, an agresment that wouold 2 low
TDxA o use user fee money to support post-marzeting sovelllunce activities, Under
the propogal, over the next 3 vears tha agency would double, © almost 100, the
numbe: of statf assigned to manicor the side effects of diuas already on the marksd,
Toaid this helghteged suevelllanes, the ageney woold encourags dnrg companies to
micluds ngk munagement plans” in their pre-NNABRT A meehings befere discussions
wiru held with agency officials aboot possible safity iclated lssues that may aiise
tater. Aspartofticse discussions, which woulc wsually take vlace betwsen S and 12
tignaths: praor to the sponsor submitting anx NTIA, companicy will be allowed to
subrril summaries ot relevantsafety information and their risk managemert piana for
apcney revicw.  For deup and hoelogis applications or supolanenls that include
clinical dawa, submitlad on ovaiter October 1, 2002, FDA will be eble to spend some
of the PDULA foes ta cover the addilional cost of reviewing the risk manupgement
prans. Under e oew poals, DA can also use the fees to pay for the Geveloament
of dalabases documenting the nse of a commercial dreg for dhe Frst 3 years post-
approval if the agency has salely concarns. In adeition, user fes can e wsed for
“riskmanagemet” aversaht for up o 2 years post-apnroval for piest products, and
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for up to 3 years in situations where the product’s lube.ing included speeiiie
waInirgs, 1heapeacy sofors (o the me it world be menitoring tha risk masagemen
plan as “Teri-Approval Submission of Obwervalional Sunly Reacrts and Periodic
Sulcly Updale Reporls.” (Jace the “Pe-i-approval” time ended, FDA s normal dng
ovarzipht prograng, limded by regnlar appropriations, would tesigne,

I* 2 move that both FDA and the drug industry hope will enickes e dnig
ICYICW [H0Cess Cvor rmore, the now parformance goal agreemenl proposes a “first
eyels,” prolitninary review lororiginal NDABLA applications. Under this initiatsve,
FOA weuld give an application an initial quick review and report any aignificent
deiiciencies to the drig spotsor. Siace ilis st review would be congidersd cursary,
Itwould nol necegsurily be indivative of preblems that might anse loter i the review
vyele, The carly (eedbuck provision, Tke otier new ialatives in the proposal,
meludes additional perfermance goala for the aaoney 1o rosst. For exampls, FDA
wotidd have o give spomsors early notificetions of deticiencies [ur 30% of
applications tn Y 2003, 70% in FY2004, and 90%: from FY 2005 to FY 2007,

Ag i the reviows user fee agreements, FL. 10188 also reguires two anneal
reporty, However, the performance goal report will be submitied to the Preaident and
22 authorizing comunritiees; the House Enerey and Commerce Committee and the
senate Health, Fadicelim, Labor and Penzions Camrittes. The [scal report Is to oe
submiticd to the two autharizing commitiees.

Tracking PDUFA Activities

Uncer PRXUFA, the TTrA uses special lime reporting and accounting procedurcs
to traclt wser lee-relned work activities performed by ita emplovess, ™ The aganzy
lalty thi hours reported by FDA staft for hoean drig reviow activitiss and eonverts
lhem to gnnuad level of etfort, cxpressed as st ull-time equeivalents ™ (FT L), Thas
agency then caleulztes how much it costs for one FTLE position o perlomm one “staff
vear” of activities.”  All human drug raview actvitics beyond that paid for tae
Dateling spprosriaions from gencral rovenees are paid for by POURA feos (lor
FDUEA I, that amount vag the 'Y 1997 cost of the diug veview adjusted for
infration.

= The B3 alzo draws o distinetion belwesn the ime it takes to review a doug application,
amd Uhe tivne it bakes to approve 2 2ew diug, The agency vhuraclerzes the dme required to
review anapp.icat.an, along wld related sotivities, to be past of the oveeall “review ime,”
sme o wiieh Is paid for from PDUEA fimds. Tha total approval time 12 e swr of Lhis
revicw time and any addiliona] time the spomsor of the dug mey ke o resposul L
sagrlearmings in (e spplication iderified by the ageney. Comrecing thas2 problems can
often Lake several “eycles™ and this back and foeth with the sgency cam add substantially
te g drug's overal] approval timz.

# Suydem, Linda A U5 Dopartment of Ilealh ITuen Services.  Federal Deng
Administration. 1easings Befe the Subconunittze on Health, 1 lovze Comontles on Enesnoy
wnd Commerce. Evaluatiag the Tfzativencss of e FIA Maodarnization Act of 1907, Maw
3, 20000,
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Prior te PDUEA'S enuctment in 1942, the FTOA hud 1,277 FLL amplovees
reviewing drag applizations; in FY2002, 3,841 FTE are involved, Table 3 s1ows Lhe
total mumb 2 of FTE eanplovess involved with d-ug and biolodies applications revicw
azl the TTEs putel by PRUFA fees for TY 998 throuph By 2002,

Table 3. Cemparison of Total FTEs and PDUFA Fee Financed
FTEs: FY1998-FY2002, with Request for FY2003

1998 9,14 (b 2121 RilN 22%

[5G4 %944 2% 39 T34 %
2010 B35 | 2,570 G5 27%
2001 YA 1% 1,73z 1.2 2%
T 0oR2 143, 1541 1,102 285
20070 requestad, 101,455 3% 4,2{10 1,242 0%,

Suurce: TLA. Teparimanlal Taa'th onl Fuman Savines, Foor and Orug Admynigtrsiion, Office of
Financial Manapemen. uviifieaiion af Extirgmos jor dppeopriaion Ceecisees, Fiaeal Years 1999,
200R), 2007, 2002 aad 2023, Toral progran level Gliles,

PLUFA mds cax pay for other regulatory acuvilies if thay are part of the
application approval process. Far example, before il approval of 1 dmg can be
granled, FDA must inspect the Maeilily where the dive will be manufctured, Fhis
mancatory inzpection, lor (e meslpart, s realed as pat of ¢ ovorall review and
15 paid for with PDUFA [unds. Butifthe company asls lor an additional inspaction
hotore a lnel approval decizion iz reachsd, he inspoetion is not considersd 4
PRUFA-re ated activity and waould be paid [os by approoriated tonds, Stnilarly, the
productien of DA s annual perfsnnance and finaneial reporls, including offarts to
reach PDUITA: performanss goaly are hoth coutitad as DU FA-related actividics,
Also, the agency vun nse these fees to pay fr the monitoring of research conducled
i conmeclion with the teview of MDAs™

PDUFA's Unintended Consequences

stree PRUFA was enwctzd. the wser foc program has oracuced somc
nmnlzmded consequences. Many acuivilies that are a3 mmepral part of the approval
process, such s reviewing imvesligational new Joop applicalicns (TNDs) and
moniioring clinical wials, are often carried son or complated before *he NDA s

HEEDC A 87338 WE). Foer canulsobeused to pey far admmisrative costs 27 the program,
leasing and eperating facelities and eyuiprmenl, informstion managament (eompuiers) ad
advisary eoenuHilee membars” expenses.
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suomitted and the fee paid. Such regulutory acivities are paid for with appropraed
funds trom genera. reveaues, But Lhere are new regulaory activitics inzluded 11 the
petlovinancs goals suck as initial and Tollove-up mestings with diug eomoany
represenlanves that have ‘noreased in mber and scope, hut are nat zanctioncd
PIMTA acrivitios mothe law, and therefore are not covevnd by PIMIEA fees. At the
smne L, the mumber of fee-paying applicalious has Jueclived alorg with total
FOLFA reverme, ™ Conscquent.y, the PDUIFA program haa collected fewer Fods
than the cost of fs activiizs. Tablc 4 shows the oroprem costs ad receipts as o
Seplernber 30, 2001 and estimated amounls for FY2002.

Table 4. PDUFA Program Expenditures and Receipts,
FY1993-FY2001, Estimate for Fy2002

(& i rallions)

=
1053 589 5185 -519.6
L5151 $40 5337 TR137
10as 374 571 -£31
1594 F33.1 FR23 -F2 R
RO FHda Fa3 2 583
155s 1006 by 1531
1994 51225 FlZ26.6 +34.1
A0 S147. 1330 -h14.2
200 K164 £135 54,1
2002 estimate, BITHG F137 -F41.6

Boarce: TLR. Treparirarn ol Healil e Homan Seovicas, Food abcd Drag Adminisraion, Hce of
t .

Finaasial btanage nwan, Jussifioaton of Evviviaies for spevopeiiion Commintess. Fisesl Years 1994,

200, 20007, 20602 g 2003,

b addition, the amornt cellected from NDABLA applicalions makss us one-
third of the toral faerevenue collected underthe propram. ‘The tdher bwo-thirds come
Fom eslublishment azd prodne: fzea. Inovder (o keep the lav-mandated proporlion,
FDA had to charge less tor estallishenae, and product fess. Tais meant thar the toial
fee revorme from the program decreased.

As noted abave, the aponey veseived lusy fee revenne fron: the prowrar mpart
becanse the wgemey reeetvad fewer aew dig applicaiions than it had estimated.
Table 5 shows the decrease in the nugnber of all applications tiled siace 1998, Of all
the apphicalions [led, an mereased proportion had fees woivad, In fact, ons aource
claitng (hat becauss many more pediaric drug applicat’ons wepe filed vnder the

“DHIS. DAL FIDA™ Budget Reguest for FY2002, 204 ek Poper, TOE-12, Apil 9,
2001
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FDAMA “6-months excluaivity” provision, a ol of 35% of all filed applicaticns
had their fees wiived in 20017

Table 5. New Drug and Biologlcal Products
Filed 1983-2001

Priorily a7 31 A &
MNewe drug applications filed
Slurdard g7 101 o8 91
. o Pricrity 3 2 4 L
Newr Biclogies] product spplications
f1lad Stavdard 3 110 fy fi
Tolal applications tiled 122 i44 118 104

Sewrce: TS repartment of Lea i znd Hunen Sevvicea, Foad and 13rig Acmirizirslinn Mo
Buug Approval Tiiee: The Frels ® Faclshest distriburad ata VA Brisling o [PDUF A Performanse
Goals, March 15, 2002

Anether conscguencs olthe decreuse 11 total program fnding s thal the agency
has Jiat o spend anere ol ils appropriated Sends from general revenues on drag
revigw aeliviltes than wdid in Y 1997, Thig meany that the agency has had 2 shill
somie of its apprepriations rom olher programs to cover the coat of thess aclivilics.
The conscquence ol s shiit is that it now takes [atger 1o review applications for
genenie dregs than it did bafore 1592, pricanily beciuuse FDA now devotes tewer
resavrees o this activity ™

Ihes iz a growing probleam, critics sav. because the loneer it taices to get less
expensive generic dimgs on the markel, Lie more it costs American consumers and
the federal govermnenl i lerins ¢ heallh care dollars. Anothar conscrn, sonrelimes
votced by FDA efficials, 18 thul the agency may he heeaming oo dependent ar te
lees Lo carry ouf its normal raview activilies, at the same time it has to nest muoe
sintipenl perlonmancea goals. [ntact, without [uds fom POUEA, some beliove the
agancy could nod love suslained ite current level of dreg review aclivides, ™

Somme FDA sersonnet closely nvolved in the review of drug applications hasve
saidl ocently that they snmetimes feel unwarranied pressure to do thejr job as gaickly

* Unde: FOAMA{L.L. JU3-F13), a manufacturer whe salmirs pediatsic smdies on drugs
aviiluble under the Nrug Prics Competition and Palent Tenm Rastoration Act inows as Lie
Fawh-Waxman Act PL98-2] 7y and tae Orphan Dive Act (P, 974140 may receive a 6-
manth sxtensin of exclusivity or patent protection. The pereentape of faes waived came
from comments wade by FDA officials at o Mareh 13, 2002 proscotadom an FIHAFEA:
Fimaneia! Aspzets, for Senate staff,

# Hanjs, Gardiner, snd Chuis Adams. Delayed Reselion: Drug Mamufacrurses Step Up
Lepel Atlaeks thal Slow Generics, The Falf Street Josmial, July 12, 2001, p. AL

“ Sugdain, D Liadz A, The Presoription Dme User Foe At An Crarview. Presented at
a pablie slukcholders meeting on PIAITA held Seplanber 15, 2000, Sse oiso: TDA,
FY2000 TDUFA Fioancial Reporl as requited by che Trescription Drug User Fee Agl of
1352, sy amendad by the I'DA Modernahon Act of 1997, Janvary 2001,
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=4 possible to mmeel the siriet Jeaclines laid out in PRTFA s annuad serformance
goals,  Constdering the esmontous size and complzxity of oday's new dnig
epplicatiorg, and the time deadlines imaosed by PUEA performznee goals, some
guestios whether all of the saltdy aml ellescy data are deing evaared aroporly™
Sume even deseribe the work envirenmenr Dar resdewing dag applications to be
somewhat o¥'a “aweatshop,™ will: a luvel of stross that confribyates to sl o eyer, ™
Personnel who work in the are-marcet dmg revicw area stay will the agency, or
averags, about 3 vears before moving on. Such o Wwmover rate makes it harder for
lhe agency to maiwain the gind of instiiutional memory needed to evaluate and
approve new drugss s gquickly us possible.

l.egislative Issues

Congeess reauthorzed the Preseription g Usar Feo At (PDUFA 11D v
maluding ik as 1itle ¥, Subtitle A - Prascriplion Thryg User Fees n the conference
agrecirent on FLI. 3448 the Pablic Health Szeunty and Biok=rarist Preparadness
and Response Act of 2002 (P.T.. 107-18%8). 'Lhe conference report was approved oy
the TTons: of Ropresentaives o May 22, 2002 and by the Senstc on May 23, 20072,
icawas signed milo law by President Bush on Junc 12, 2002,

Congress was acting cxpediliously Lo aveld potential funding infermpiicts hal
might have ceomred hud Conpresz no: acted before August 1, 2002, YDA would
have been oblsgated under the Civil Service Acl” (o berina redvslion-in-force (R
process {reguiving & 60 day advancs notice of tha loss of the position) 17 Nundmg for
cutrent positions caule mol huve been guarantzed, This loss ol taized reviewers
would have greatly affected both the agenay and he industry and both worlced hard
Lo o el #his happen.

POUFA Legislation in P.L.107-188

The reathorization leg:slation ains al rectitying the problera 27 diminished
PDUFA reveties over the lagt 3 vears by restrecuing the way FRIA's workload is
estimaled and by setting tatal foe revenue targaes radher thin v rales. The estimated
lotal fee reverme in the legislation For FY2003 ix $222 4 million, 34% ahova the
FY2002 ‘oo rovenue cap of 51617 million in current law. Table 6 shows the total
revierue mrom e collechions tor the next 3 yzars that are acihortzed in the tegislation,

“ Meyers, Abbey 3. President, the Naticnal Orgamization for Rare Thsorders (MORD,
Fouse Cormmillee oo Bnery snd Conmearce, Subeonunittee on Heatth,  Hzarings on
Evaluating the Uffectiveness ol the DA Moedernization Act of 1997, 3av 3, 2308, p, 2

* MacDonald, Foho A FIDA's Faster Dug Apprevals Come at a Cost; Apency Savs
Bmphasiz on spezd Leaves Loss Maney, Time for Critical Sadety Rovisws, The Hovtford
Courat, Decgmber 12, 2000, po AL S== FOAAndus 1oy Face-ollin Preliminary PDURA
L Ehiseugsioms, fnefde Wasifngton s FOM Week, v.7 0o 16, Apnil 20, 2001, p. 13-14.

TS LS SES02AN 1M A) |5 CFR 351 .801]
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The Y2002 antount i= $49.1 million lesy than the Presidant’s FY2003 reguest of
8272 million, 0 part because the Dudusiry balked at paying higher loes™

The POUF A T legisialion eliwingicd the tiigger mechanism setup in PDLEA
[aad I which way Gt il the amount F1DA spends on drog review 2 $1 o1 mere helow
the bazcline =¥ 1997 inflation adjusted app-uarianens, the agensy is prohibited Jom
eollecting and spending toos for that year. Since the ageney dozs nol kuow the total
revemue [Torm the vser fees it will collact inany given vear (und decs not want to lose
the programy, he agency Fad spant mors from approprialions than & had to on fhe
drug review process cach year. The Jegizlation provides F2A with a “margin of
error’ ofup 1o 3%, anc tiere wenld be e penalty for underapending by 3% or less.
(TFRTYA miderspends belween 2% and 3% of the approprisled amoun?, the agency ia
requiked to redoce collactions ju tha lelluwing yeur by the srnount in excess of 3%,
The legislation alsg changes the due date oo s producl anc establishment faes from
Jamaary 31 te Ocleber | ol the previows vear allowing TR o have the fec reveaue
garlier,

Tahle 6. Fee Revenue Amounts for FY2003-FY2007 in P.L. 107-

=,
V-

Applicaicn fee
ToVEnLE 14500 FE000 S8 M0 NG44 585,434

Product I'ee reyenos $74,300 577,000 SE4000 SRG,433 1 SRA AL

Fetsinlizhment fea
LEY LIS $74.300 R0 Fe 000 wH0,433 $86,433

‘Tntal fee revenne | $222.900 | $235,000 | $252,000 | $259.200 | $259300 |

Bource: L5, Corgrogy, 21107 138, thefrublc [lealith Becurily and Rioterotizn Yreparedeess and
Rumpemse Al al 2002, 5e Tl Y, Subttle A — Pooscriativn Thag User Pees, Scelivn 50d ¢b).

Theicpislation clse movises the definitions ofthe drg products covered by faes.
It allows the Scezeiary 10 charge user fees on the products listed in the Oranege Tipok
ardd on huologeal products Ested under Scciton 351 of the Public [lealth Service
Act” The legislation alse sliinales Lees lor large valume paren‘estal drug
preducts,

* Lser Fes "evel Funding “or FDUFA I Set Lower than Original Tush Budgul, The Pink
Sizeg, March 18, 2002, p. 6.

# Upder current faw, awy puoduct Bsied in g “sclive pormion™ of the Osan e Book
A pproead Drug Prodoets with Therapaot o Bouvaleoee Evalustions) must pay a produst
foe Avtimes, u rmanufachurar no Jong s makes a drug und would 11ke to move itz Heling 10
the “waclive poation” of the Orange Book and ot say lhe fee. However, e Hsting in the
bock can semeatimas be contrellze by # re-maclker or distribate: of a drog rather than by the
origival sponsor. Undess these people refist the dneg, the spocsar of the seoeluel shitl must
pay the foo.

* Purenteral drugs are substaaces introduced 1o the body by intravenons, sabouianeous,
(vontinued...)
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Tac language alge elitmmales the oolential “RIE problen: (zee page 114 Meed
every 57 vear of the FDUFA reauthorizalion cvele. The TDA will be abls o increase
fees in the final vear of the anthorization. 2007, so il il will huve encugs funding
to ocess diog applicaticus lur 3 anenbs fnle FY2008 0 there were a delay @ the
reauthoricalion of PLLUTFA at the end of Y2007, Tn addition, the seency wil ne
lorger need to carry over large balances Corm year-lo-year I casc the program needs
thernn, PDUEA OI's awhotieation “sunsets”™ or October 1, 2007,

Corgress had concerns about the relationship between FIDA and the
rharmacountical ivdustry and the salely of new drugs. A recent article and ecilomizl
i the Jewraal of the American Medical dssociation (TAMAY disclases mowing
evidence {hat racently approved dmigs are more lkezly by cause unsuspested serious
adverse eftects as they are used jo lus vouniny o w wider populelion than in the
past.”™ In response to t1ese coneerns, the legslation adds o the list of activitics for
wineh user [eey will be used: tha collecting, developing, and revicwiny of safery
tzmzmaton on drugs et 3 years alter approval, perticularly acverse svenl reports fur
devpre upproved aftar Ostober 1, 2002,

Impact of PDUFA

The Pharmaceutical Industry’s Views. Asnotad abeve, akey ias e shoul
the reamthorization of FDUEA was wiether the orogram was needad at all “lhe J.5.
rharmuceutical industry believed that tive PDUFA p-ogrars had bean successful, and,
@ suck, was Heased that the 1zpisiarion passed, Since the Jaw went into effect in
1992 FRIA Trad Lakon s1eps 1o expedile he review process ané elimingle the backlog
of pending drg and biologic applications. Thy weelby and consulling with agency
oificials daring the earlicst stazes of development and testing, pharmacentical
companiea gaaned a better understandings of the kinds of safety and 2 MTeacy daty e
aguney was lookmyg lor when it evaluated dig applications.’® According fo industry
officials, this consultation has led te higher quility drug applications and helped
contpantes recduce the overall cosi of tescarch and development. Tn fact, as discussed
abovie, POUFA T includes 2 “firsl cyele, " preliminary review fororipmal NDABLA
applivations wherehy the apency will give anapplication a bricfreviow ava very ewmly
sluge of its preparation and then report bask to the drog sponsor the mors signifizant
deficiencies it hinds.

The 'harmacevsical Research and Manwelficlrers ol America (PhIRMAY, the
industry’s rade wssociation nd lobbying crovn, raintain that under moday™s maore
streandined review gvdimm, new dross are approved in the Thnited Slales fuster than

(Lcantinued}
or lntrmuscubr ingection. The examption is intended (o decresss the admin’steazive burden
ol deleremiming which produgts should pay fecs,

*# Lusser, Karen B, Paal 720 Allen, Sreffis 7. Woolhandler, Davide UL Hirmelstein, Sidoey
M. Walle, und David H. Bar, Timing of New Black Box Wernings and Withdraels for
Prescaption Medications, Jowraal of the American Wedical desooiation, v 287, 1o 17 May
L2200k po 22152220, and Tetrple, Robert [ and Martin T Timumel, Safety of Kewly
Approvad Inugs, Jowrae! of thesDnecivan Medival dosociation, v 287 0. 17 May |, 2002,
fr. 2P20AA2YS.
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anywhers zlse m the world. Nonetleless, despite this oversll imnzrovement, some
drug makers are s1ill concerned abowt the lengih af time it 1akes 10 get new medicines
o market.  According to PhRAA, 0 2001, member companics veccived SDA
apprrowil lor 32 sharmieveutival products - 24 new chemical ergitics and 2 biologes ™
Based on it calculations, the 24 approvals were reviewed by FDA in an average of
6.4 months, while the eight biologies wers revicweed inan average ¢l 19.6 moalhs,
The azsociation [ound these seview times o be a slight improvernent over Z060), hut
nated thot review times for hoth drogs and Wologics in 1958 aad 199% were
somewhat shorter.™

During  preliminary discussions  about POUFAs  reuwhorization,  the
piarmucentical mcnstry indicated that it would have been difficult to supporl wny
legislative prasese] teal ablowed the wse of the user Jwe money for purposes othet
than the faster approval of naw deags, During a March 5, 2002 hearing halore the
Hewse Encrey and Commerce Comenittes, 3al:commillos on Health, a brand-name
drug indusiry sepresentatve acknowledged that the imdueslry wouic orafer =
reautharization bill that did not include, for exarple, statutory language w sxpedine
(he aaproval of generic drogs.™ Although the linal PDUF A remthorization languumse
does 0t Ceniain any requirsments to assist inthe approval process for peneric dmgs,
Sevlion 533 of e slotervorism legislaon, .0 107-1 8], contains authorization for
new funding for the (fze of Gonerie Drogs,

At firsl, the drug industry resisted increazing the agency’s post-marketiip
sanveillaace activities but tinally agread to the PDUFA I performence goals, made
public March 12, 2002, fo allow LA 10 apend user fee revenies to lire rrore
etnployees anc expand s cuirent post-marketing sorvetllunes petivities, Taese
aclivitics are carelully described as having the ageney review s company’s “proposad
iz management plans.”™

Posmerkeling aclivilles described as “eollacting, developmy, and raviewing
£z safety information or érugs” have aow beeonic part of the sanctivued “procuss
Lor the revitew of hinan drig applicalions™ that can be patd far b PDUFA [ess, In
addition, the Aed mmends the FEFDCA 1o requirs the Seorclary o publish on FDAs
Internct website a slalament about why o spansos, who received o “tast teack™"
desigmnation for its application, did not complelz posi-nacketing studics to validale
lhe sarogate or clinical endpoint ussd in the apprevel of the drug, The Act afso
requires sponsors who [l to complete thmely studics to nolily health practitioners
al s fmlure and of unanswered questions celated (o e vlinival benefil and safety
ol the product.

¥ Plizansazeuteal Cornpanics Made 32 New Treatments Available to Patenls 11 2001 and
Invasted an Estimzted 530 Bodlion i BR&D, Fharmacsuticad Rerearak and Margioturers
of Anerion, Press Releage, Tanuary 25, 2002

* Ioid.,

S, Cangress. Houss Comrnitlee on Ensrgy and Commercs, Saboeramlees on Haalih,
Hearings an the Reantharizaton of the Prescripgion Drag User Fee Act, March &, 2002,

T piia.

T & “fast track? applieation is For a product thal ireats serious or i f-threatening conditions
and 15 usual ¥ reviewsd by FD4 in 6 inonths.
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The FDA's Perspactive. The FDA muinluias that it has sucecsalully met
andior ckoeeced ity nerformance 2eals i sach fscal wear sinec 1992, Nat
surprisingly. the agency supporied the reathorization of the user fee proaram it
it proviczs addilivmal funds t deal with various cperational concems. For exanple,
sizce PDURFA began, DA has developed a computerized tracking svsiem that allows
It -0 manage the review of drug applications. Tn additivn, the apency has now
standasdized the wedica and statistical :niocmation that needs to be inclnded with
NBPAg, and routine.y accepls data submitted electronically on behalf of drug
gpplications. Some of the succeas in meeting PRUTA’s potlonuance woals is, fhe
agency adotits, also yiributable to the igher quality of the npplicationa submutcd
today by doug compenies.

In 200, FE2A ™ Center [or Drug Evaluation and Research (CDER) uparaved &
total of &4 new crug products, 24 of which were now maolzcular entities (NMTe®),
threc [ewer than the agency approved the year before, Accosding w TT2A, 10 of the
fi6 new drugs (seven of the NMIs) mecived prionty status and were reviewsd and
approved mthe median time of 6 months, The other 56 drugs, wiih standard statns,
were approvec in the median time of 12 maontha {157 monlhs tor the standard
MMIs), and therr median total aporoval tere was 14 months {19 mands for the
NMEs "

Althoagh PhRMA (ound revicw times in 2007 6o be luse than i 2000, a recent
article regarcing FOA's mast recent drupr approval rumbers statod ihal ihe review
Urres For 2001 were higher than (or 2000, in part bacause TDA required brand-name
tru companies to respond o requests thrmare informatict on several NMs. Thers
also was a dechine i the number of apolications Judged “priovty™ whizh get Fastor
attention.™ The assessmznt concluded, howsever, that the 2001 numbers surTested
that the shortar review deadBoes set by the 1997 PDUFA T perfonmance goats wire
not necessapily lranslaiiyg i taster overall apnrovat times. ™

I'he number of new drugs thae FOA approves sach. veur is an ongoing issue, for
bath the pharmaceutical indestry and the agency furn to the aumbers as a mease
of timetiness andproductivity, Whether the numbars actual y say anyvthing abou! the
mterplay  betwesn regulation and  pharmacenncal R&T  raises  queslions.
Nevertheless, in the leng running debate about whether new sharmacenticals arc
buing approved fast enough in this coimny, bath industry and government use the
fignres to anpport their positions.

Smce the PDLUIFA cra boegan in 1992, the TDA has upprovec, on avarage,
slichtly more than 30 new molecular entities per year; the smaltest nuwnder of

< New Muolecular Bulity (WVE) relers to a new, chemically unique compound that is
chllzzent from the other drga alesady o the marlet. NMTTg also conimin aorive substaness
Lhal bus neverbeen approved for marletng imoany foom in e Unired States.

TEHS. KA. Activities of TDAs Medical Moduct Centers in 3001, 2704 Taft Poper,
Jaraery 25, 2002,

¥ D Drug Approval Tinces Edpes Up to 185 Mondlys n 2001, Fhe Pind Sheet, T anwary
FO2002 p LA

= Ihid.



aparavals was 22 in 1594, urd the largest was 33 in 1998, Repardless of how many
drugs are approved sach vear, the data from such o smal: sample s.zc can 2ad Lo
unfoemded conclusiens for several teasons, Tirst, in any given veur the nurnbar of
new compownls e doug dusiey™s RED pipeline will vary, Therefore, fewer
drug applicaiions may be filed with the FDA [rom one vear to the nexd, Tn addition,
the number of drags classilied as priority by FDA will cliwnge vear-by-yeur. Also, in
some cazes the review ol a diug application is stopped unlil the sponsar of fhic N A
comes ap with the Information ec data (he FDA needs to comyplete e reviow, Al
ol those variations will affect the number ol dnugs approved in ways tha: are likely
to oz independent ol any PDUTA factors,

Consumer views on PDUFA,. Generaliy, consumer and patient advozacy
groaps™ appalamd the Taet Uial Lhe additional money from PDUFA has hastened the
availability of now medicines. FHowever, snme groupy expressed cotcern thar FTIA
bag begome much too dependent an the user fees, and that ¢ is could lead v conflicts
of interest.™ From the:r derspoctive, (ha review of dig applieations is 4 regulatery
responsibility that sheuldbe shoulderad completely by the fuderal povernment. They
arene that rather than relving on the help of user foes, Congress showld insicad
appropriale tz [ull ameunt of meney necessury 1o support FDA’s prirminy missiorn,
Futher, they are concerned that the user foe law™s successes may be undercutliap
congressiceral snppast for inereases In FDA's bodgel. Tn Fact, a parient coalition
claims that under the now law, the dmg induswy could pay 51% of the cost of tac
revicwy, wilh appropriations providing 49%. Theyargue that itthe Az industy wers
fo puy 31% of the cast of the review, shere conld be confick-ofinterest questicn s
ubout egency actions.® Lhese consumear eroups alse worry that PDUTA gives (s
phatinzceulical idustiy more influence over setting performance gouls and other
regulatory priovities than 1s justified for a repulsted dustry.  Former DA
Comenessioner e Jape Henney has said that while there iz no evidenes Gat 11e
PDUELA prograen hies compromised the agency”s indenendence and objeslvily, even
the poreeplion ef a contlict-ofdorest, or an emphasis on numbers, could be
“worzizome’ since 1t mighl threaten constner condunce in FD A reviews

The reguthorizng legislation answered some erit’cisms about the non-
transparcicy of negetiat'ons on per’onnance geals. It requires the Secretary to
wornsult with the authorisug comeintess, and representtives of the sefence,
aeademic, health care, patients, consumers, and phannacentical commubnitics m
developing recommendatiaes for peclommunce goals.  Onee these pons are
Tormululed, the Seeretary is to pulish lhem in the Federal Rewister, prosen them to

" Conguteor groups participeting i the Seplember 15, 2000 stakebnlders meeting inchuded
the Matiohal Women's Health Natwork, Public Ciidzer, the Mational Consurner League, and
tha Cenen Los Medicel Cunsroers,

“Plunkett, Travis 3. Hesrings Before the Subcommivies on Health, House Commites on
Fuerpy mnd Cemmeree. Tvelvafing the Effectivencas of the Foud and Drog Adminisivatinn
Modernization Ae: of JOOF, May 32000, p, 6-7,

¥ Putizat and Consurner Coalition, Secrar FRAndustry Agrecment Hag Secions Flaws far
Fatiends amd Congomers, unpablished pusitton paper, Marca 29, 2002

¥ Menney: 17114 Statting, PDUFA, Intern ational Agresments, Fuowe Mot Bulon Issues,
Inside Washingfon s FOA Week, v, 7one. 24, uns 15, 2001, 50 1547
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the congre ssioaal autacrizing eonvmitlees. holda public mecting 1o discuss ther, amd
provide ¢ “30-day comment period” for public commern,

Some critics also charge that expeeling e FDA 1o meat or exceed PDUFA s
performance goals cvery year 1x misgmuded sivee reaching e goals contribuies mor
to drug maker’s revennes than i does o e boettorment of conrsuomer health,
Morzover, they are concerned that the number of prescription dmgs recently
withdrawn from the markel thaeatens public comfidunce in the way the agercy
eviluates the ssfoty amd effecliveness of pharmaceutcals.  These eritics have
suzgesied that recent withdrawals show that the drugs wore unsale und should not
have been approved in the flrst plase.™

HoTe grouns worry that FDA beals ws cqually important, applications fos
besefizial boeakibrogh therapies, as it does those for so-called “me-loo™ or
“li festyle” dimgs.™ These groups would like to see TTA mukce o distinction betwess
these categaries when it calevlates review times, and would much prefer that the
agency Inok at a row drug’s contribution to public health, rather than comepleled
review mimbers, a3 2 befler measure of sueccss,

Should User Fees be Expanded to Other Products?

Thiring the debate over PIIUTA s reguthorization, some stakcholders urged
Congress 1o ‘et FDA asseas vaer (ees for other sraduets, paclivularly Zor the quicker
approval of less expensivy puneric drugs. Tn yeals past, wakens of generic drups
have beld somewhal discordant wiews or (he idea of 2aving naer Tees for their
products, Sema manufacturers focl that the additioral cevenues will ranslate ivte
[aster approval times, a3 it has [orhe makers of hrand same drugs. Others, herwowver,
are not sure they wanl lo pay money for something thas is now tree of charge. Sl
othets cxpress concerns abolt mancuvers ol lhe brand-name dru; comnpanies to delay
e marleeting of geretic druge ™ Congress lid not add generic dougs to the list ol
products coversd by vser lees, but it did authorize in the law additional funds for e
Office o Genenie Tirugs. From the FY 24003 appropriated amounts [t FIDA the
G 15 authorized to rezeive an invreasc ol $3 milliorg Tor Y2004, an mereasa of

" Laszer, Karen K., Paul [, Allen, Steffie I W ol handtar, Davide U, Ennmelst=in, Sidney
M. Wolts, end Devid H. Bor. Timing of New Black Box Warnings and Withdrawals for
Preseription Medications, Jowrsal of vae linericon Medical dssociaton, v 284, no 17, May
2002, pp, 2215-2220; avd Temple, Robertt )., ard Martin T Himeesl, Safaty of Wewly
Approved Druyzs, Jownal of the davericon Medical Associntion, = 287, nu 17, May 1, 2002,
|7 22732273,

e Teo Drugs™ are drgs vlosely related to ancebier drug on the market, in torms of its
chemical strueture. Suck drogs are designed o enbange o 3k least mimic the e Tecls oF an
existing drag in a therspeulie calegery, noar 2fforl 1o ackieve marker shars,

- Lifestyla dmgs™ are Jrugs developad to enlianze the quslty o iz, nat to treed an ilness
ur discase, Lasser, op cit.

¥ Home of the mateuvers cotsint of numercus ciizen's petilions, unearranted patsnc
extenaiong, avd the last minute listing of new patents by brand name manufactuers in
FLdA'z Otange Bool. All these acticns take 1t hurder for genedie drugs to gain marler
cairy, [laris, Gardiner, and Chis Adais, Delayed Reaclion: Dy Mannfacorers Sup
Up Legal Actucks that Slow Generies, $le Wall Stveed Jonrnad, Tuly 12, 2001, p. AT
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$6 milliong for Y2005, an inerease of $% millien; for [Y 2005 an incrense of £12
million: and for Y2007, an increase of $15 millign,

Others arz suggesting thal Cuigress aulhiorze he col'ection of uacr foes 10
gpecd up the review and anproval of medical devices, However, the three laracsr
Irads associations that represent most of the ye edical devies ndustryhave loblied o
YEAE AgANSt naa focs, maintaining thal approval of devices i a public heath
activity. ™ According b the asseciations, Congress should upprovriate snough meney
to cover this regalulory activity rather that mals the mdustoy pick vp some of the
cost.” [owever, several association droppec their objections. On Qclober 2, 2002,
lhe House Energy and Comaicree Commitlee nassed Amendment in the Naure of
a Subatiintx 1o H R 3550, the Madica! Devios Tleer Fee and Moderrization Act of
204, Itworle establish a device uses [z proprasy, reguire Jabeling of reprocessed
covices, alow thivd-party mspeactions of device manufactrers, and establish a naw
FOA Ottice of Conmnanen Mroducts, The Sznate hes nol yet talscn up a similar
risasure.

Beportedly, animal drag masmtfactrers were also interested in paving oo rieze
Larely produet reviews nader PDUFA, but were unsuccesstul in oxlendimg coverage
in this ‘egislation. Many pharmaceulical companies that produce huma: drugs also
make enutnal drugs [or use in agricultirz and veleringty medicine.  According to
sorne reports, worlload increases, coupled with decreases tn the mumber o sl in
FDA's Center tar Veterinary Medicine, have recently slowed (he review of New
Animal Drug Appliceiions (NADAS), abbreviated NATY Az, and the testing of new
animal druzs.”® For these raasoms, some animal crogrmalers are continying to sccl
user fess as one way to aceelerate regulatory review of their products,

Increasing Appropriations for Other Regulatory Activities

P.L. 105188 awhoreess FDA wo spend PDUCA revenues on the monitaring, of
product safory. {See above puge 17.) One reason 12 include this new authorization
wag ikt the conferees wanted the agency to nerease its post-marketing surveilanse
for all pLarmaceuticals, bul especially those it Rave hen recently agproved for
marketing,™  Suzh increased swrveillance could cad ta fhe eerfies detection of
unenticipalec sidc-cffeets which often do oot show up until the diug Bas besn
preseribed lor a large patient popelation. Moss oversight effort may alse lead Lo
better managetnent of these adverse reactions by doctors and other health care

* Advanced Medical Techoofugy Assoctation {AdvaMed}, Medical Devics Mamitacturing
Asgnctation (MDMAY and the Nutiimal Elsetrical Marufacniring Assocation {NFRA),
¥ Administration Fleats Duvee User Fees in Meoting with Device Finms, Fside
Frashington's FDA Week, v 7m0 14, April &, 200,

M EDA, Animal Diag Tud sty Beach Pacl on Animal Drug Tser tees, Jagide Hoshingron's
fefdd Waek, voi, ac 8, Pebmany 22 3002

o Axelnad, Jame A, Assaciate Director [or Policy, Centar for Drg Tvalyalion and
Regearch. Food ond Drg Administration. CDER Lindate, apeach presentad at the Foodand
Dirug Law Institues Annoal Fducaticral Confersuce, Apil 18, 2001,

¥ FDA Jeviews: Retention Rerains Priority in FY2001-User Fec Repart, The Pink Sheet,
Fabroary 5, 2001 p 23
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providers oy giving them the timely, aceurate medical inforvalion they need to make
m.omed interventicn or preseribing decisions. To forad these added activitics, 1 L.
TP TER comtalns anthorizat.on for additiona] funds from e FY2003 appropriaced
Amedziog for FDA and e OMee ol Dzuy Salsly. The legislaticn avitorizes adéitional
55 million for ZY2003; 310 million for FY200; wnd at least $10 millios for
FY2005, FY 2006, and FY2007 with adjusiments mads “oc inflalion,

In the debaw over the reanthorizetion, concemrs were raised shout the wmount
of direct-to-zonsumer (D7) advertizing o presernption drups and ils elfects on
comsumers. Some critics wanted Conpress to give the ZTXA oreader regutatory
aulhority in this area. Scetion 201 of the FFOCA cuzranly sives *he aperey the
authority th congider as misbrended any drug whose lubeling or advertising is Fulss
or misleading in any way.™ Fowever, the law prohibits the TD A, fron issaing any
ules thal would require prier approval ol ke con'ent of a company™s prascription
drag advertising. Despile Oese constraints, the agency dous ask comparies 1o subini;
promotional matestals ihat will be ased wrhen the procduct 1s fivst ntreduced into the
merket™ Although the agency has ne pee upproval authority over dr g wdventising,
it does pot nvolved whensver companics submit drat materials for lhe arercy’s
teview and comment befoee the wd wirs on TV and radio, Nevartheless, DT
advertising for prescription drugs grows more prolific overy dav. Some focl thal
FOA sion_d have lhe authonty o take a closer Jook at these ads and nat user fee
revenues be used for this purpeze. ™ Tnsupport of FIDA™s curneut selivity T Lhis area,
Seclion 522 of P.L. 107188 auhorizes increases oF $2.5 million for TY2003, 84
milfion for FY2044, 35,5 mill:on Zor TY 2005, $7.5 millien for FY 2006, and $7.5
million for EY2007 lrem FY2005 approavised funding tor FDA and the Office of
Medical Policy (Division of Tirug Marketing, Advenisirg, and Conurmmnicalions —
DOMACY, TDA s division that mon‘tors DTC adventising. The funds are o ensure
that promolional druz material is nod (alse or misleading,

Conclusion

As Congress toakup the reaathorizuwion of POURA, it Zaced differing questions
and op:nions on how the nser fec revenues should be spent, Under POUFA T and I0,
new drugs and bivlogeal products are approved ir the Tnited States faster than iz iae
verrs preceding 19920 Today, the FDA considers the ‘e revemus il gains as
necessary for sl ¥ etenton, and for mainlaning its expert science base. With this
regutherization, the agsucy will increase e tee revemaes aveilable for dimg
application  teviews and mskituwe seversl rew regulatory  initiatives. The
pharmaceutical industry s supporive of PODUFA’s reaulliorication. Some
cansnmers, however, while suppaocting the avatlability of now dragzs, have expreasad
concern over whethoy drags are being reviewsd loo quivdy thereby raising queslioas

2] US.C, Section 202 (). Asdverlising for ever-the-coanie: druws is regulated under
diffenot stetues by che Faderal Trade Conudssion.

ML A R 14BN (Tstates: “he applicant shall submit specimens o maiting pisecs
and ary olher labeling at ths time of mical diszaminatior of the labeing and gt $he time of
initial pukdicanon of the adverissment o a preseriplivo dnug product.”

M Travient and Consnser Coalition., Secred FOAdndusis A greement Hos Sevfows Flaws for
Fofvents angd Consimaey, unpublished position paper, March 29, 2002,
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about safely. They suggest that even with exanded aulhorization for fanding of
TIA%s pusl markel surveillance progeams 10 onilor adverse reactions ta dzugs, the
language in the PRUFA requllonzation to diselose and notily pract:tioners of
incomplets posl-anproval studies, there ale Tingerig saloty issues unaddressed.
However, e supnortin Congress for PDTEA reanthorization waa almost woarimous



