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NEWS FROM 

CONGRESSMAN 

RONWYDEN 
11f1l.ongwarfh House Office Sulldlng Washlng,on, D.C. 202-226""'811 

FOIl.IMMT.bIATllULUSE. COI'IT4CT:- JOS[l KARDoN 
APIUL 4, HJ9S 

WYDEN PROPOSES 

SWEEPING FDA REFORMS 


\ Wash"'gto", D.C. ... Sweep;n, Food lind Drug Administtation (FDA) retbrnu.lntludingrelulns pre
mDrht [~!ling, allowing third·party eVlIluations otdNgS 'nd devices. droppln, e¥pOI\ barrier.. and imposing 
time limifs on ttie approval proce.ss. were proposed today by C:Ol\J\lmer 8J3voeate. U;S. Aep, Ron Wyden (D. 
OR). 

Wyden's proposal, forWarded 10 both 'rtsidenl Clinton and ({ouae Speaker Newt Gingrich this morning, 
are premised on'the nolion thaI. ~lIn cntrepreneur.frllUldly FDA and ~nS\lmer protecllon are nOI mutually 
exclusjve ideal.,· , 

"Tile ce.chnological revolution hils ovel1aken rne bureaucratic: stiueture or Ihll FDA,• said Wyden. 
"ColllpilLefJ, biclc:c!.nology. 1111" u!hc( innovations arc: prodoelllg better healtheare producls w.hicl\ we eM', 
allow to be stifled. by 8 Ictlwgic. slow-movillB or insensilillc approval proWl,· 

The House Commerce Subcol~mJuee on Oversight IIlId Investiselions Is GI.In-cntly conducing a series or 
hearings on !he FDA. Wyden serves as the rankine DcmO!;ral on that subcolM1iltcc, 

While arguing for chaf')se in the FDA', appro\lal pr~eas~, Wyden dd'endcd the .FDA agllinst recent _ 
-attacks clllling for lhe dismantling or the FDA. "hi, &it'lle to eel beyond the cheap rhetoric, ideological myth
ma.lr:inlJ and half.:baked anecdotes fhal have been peddled by anurnber orpowutul speeW inloel'elJt crollpa &ince 
the Is:uelectian." Wydcl'\ cxpn:ssed c.onlldente in 'he Fl>A'1 Abaity and wll1inSlle9a to adapt to !.he times. 
sayins. "I .linnly helieve !.he FDA's public health mluion 1& «)mpauble with policic.s that more quiclUy bring 
new procluc!c 10 tlie Con&Ulner and create additioflal jobs:- 

Wyden's 14-poin! FDA reform plan inc.ludes the (o!lowina: 

• 	 Limiting pre-market lesting requiremenlsln return for broador post·market 8UI'I/eiUance and repo·tting. \ 
• 	 Allow independent accrediting and testin, IPbs ro evahule IMovauon, uling FDA ,to.nd.Ilrds. 

.. • En(Q-rcc $tiltutorily manl.lllted time limit, in Ilpprovtlproccsl_ 
;urth~r harmonize U.S., lrIdustri:lIiir:d world st8.l1datds Cot unpOrtll

• 	 .Ellmlnale the law which blU'J the exP0l't or u.s. mace medical deYiu& which have o.ot been submitted to 
the FDA for approval. 

o ltc-focus user repon: demands to devices that pose the most risk.
• 	 Make FDA device Illspeclion and ent'otcemellt cot'lslstent .-	 Beller utiljze e"XistinS rcsout!;es tor product c\';uuatic:ms lind reseil:c.\ 

Speed up pha.qe I and phur: IH cliniCAl trial•.
• 	 Increase safely ovtfsight or human tissue,
• 	 Modify the off·label U8e law to encO\lragll sood medici.ne, 

Mavo breakthrough drugs to lhe; front ortke FDA pro;~I'." • 	 Strean,linc biotcchnolDgy producf n'HI"u£a.cturina. 

Wydcn pointed out Ihal while some of these reforms can be 8c:hieved administratively, oth~r8 \IIould 
require legislative authority, W)den.plans to introduu ICliJlltion addressillg trlan)' o£ Ihese rerorm Jatfll' In the 
mOl\lb, Copies of the letters detalllns these prupo~al5 itO lVllilable u90ft requcst 

http:medici.ne
http:proce.ss
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April '4, 1'95 

The Honorable William Clinton 

Pre9ide~t of the United States 

1600 Pennsylvania Avenue 

The White House 

Washington, D.C. 20500, 


Dear Mr. President; 

I write to you, tQday, regarding the reform and renewal of the 
'u.S. Food and Drug AdministratioD. .The FDA is ripe for a full 
revie~ of function and manas~ment. We have an opportunity to lay
the groundwork for new, 21st, Century polieies at this agency that 
are good tor both consumare and entrepreneurs . 

. Virtu&llyno other agency has so pivotal a role in pro~ecting 
the public. But a competitive industry and consumer protection are 
not mutua.lly exclusive l-deals. The chQice c!oosu't have t.o be 
beeweu. gooCS jobs and good Aealth.I firmly believe the public
health mission is ~ompa.tible\fith entrfillprenaur- friendly p'olicies 
t;hat more quieklY' bring new. healch-sust.aining productS to the 
consumer and create additional jobs. 

As the ranking member on the Commerce Subcommittee on 
OVersight and Investigation, I have been extensively involved in 
our FDA roanage~ent assessment. I believe these suggestions eonfor,m 
with and significantly enhance the FDA reforms announced by the 
Administration within recer.t weeks, a~d ~ould build on many of the 
reform proposals advanced by the new majorities in the' House and 
Senat.e. 

I would appreciac.e your though:s and responses to ~hese 
suggestions. 

BcfQ:ming che FDA 

A primary J'l\lseion of the FDA is the evaluation and approval of 
new drugs and ~edic81 devices to determine that they are (1) safe 
and (2) ef!ecelve for U.S. consumers. 
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In our efforts t.o cbange the flgen.cy, the focus should main.eain 
these primary missions while gaiDiag (1) opetating efficiencies, 
(2) speedier. and less costly reviews for raa.nu,faccurers and (3) 
better therapies for U.S. consumers. . . , 

Secondary goals should include refor.m of t.he premarket
evaluation process so that new drugs and devices wbich 
have l:n::·eakt.brou;b. prop~t18s receive priority reView and 
evaluation whene'lJ'er feasible. . . 

Finally, the FDA. should make best efforts to imprave~ or 
at least not unnecessarily impede, u.s. producers' 
competitiveness in overseas markets. . 

In that vein# I request your. response to the following 
proposals: 

1. 'pursue Generill Polictes J.ela.x.lD; 
} 

Pre-Hazket Assessment of 
Eff1cacy 

The premier complaint of device· ft\an\lfacturers wiced at a 
March 30, heat'ing of the SuboOl'l'llilit tee on . Oversight: and 
Investiga.tion was the length, de1'l'l&nds and expense of clinical 
tria.ls .for the assessment of efficacy. Their criticiSM in ma.ny 
ill9tances i8 well- roundec. I believe we can safely limit pre-market 
testing requirements fer devices, ~cl phase III clinical reporting
delrAnds for drugs, .1n rat:\lrQ for broacler post-market: 8u:Vel1.1anee 
and repo:rtiD9'. 

This change, I believe, will help small entrepreneurial
cOmpanies in.part:icular reach the market Booner and at 
less expense. Consumers wCluldbe shield.ed frOM devices 
a.nd. drugs that hac insufficient utility via poat-market
surveillance requirements. 

. lichat'c:i As:vtlan, a witness at the March 30, heariag and a 
Louisiana device manufact~rer, calleo FDA deciBio~e in this area 
"no brainers I' a.nd said FDA sCI"'Jtiny of lov.. risk devices should be 
s 19'01 f icantly relaxed. Al f Gallagher. a.aother device manufa.otu~e:t' 
and witness,. also "liked I:his idea, a.nd said that mA oversight 
could be relaxed even further to allow for •continuous 
manufacturing improvemeats'l 90 that: manufacturers could make qUick 
design up-grades based on user data. 

I believe. this idea has merit as wa'll, and I 'Would 
include this in FDA refo~s. 

P13135/011 
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Obviously, these reforms should bethoroug-hly tested on 
devices that pose comparatively lesser risk. Implantable products, 
for ~le. are not good canaidates,~or a~ initial trial of these 
proposals but could b@ added at a tuture date. 

2. 'hird·farty Ivaluatlona 

. FDA should. allow independent accrediting and testing labe,to 
evaluate r according to FDA standards, innovat.ions whi,ch eome unq,er 
,FDA control. ,The agency should test, this option with lower risk 
devices and then consider the results before extending third·party
evaluations for implantable devices and drugs. 

It wO)J.ld seem sensible to collect user fees for ptemarket
review of devices through thirc1·party evaluatioIl, as well 
as to allow third parties to use fees currently collected 
by the FDA on drug applications • 

. the log-ical evolution of third-party review 'Would be 
,allowing accrecUcing organ12at10ns co cOllt1u.el: some of the 
plant inspections' now done by the FDA for good 
manufactu~1ng p~acticG. Again, I advocate a deliberate 
a.nd ear,eful ewluat!on. of this stra.tegy, allowing i t8 
initial uee for devices with relatively low risk before 
implementing third·party review more broad~y. 

Ie would seem reasonable to 'include analysis ot toxicological
studies, validation of assays and ~lotP release for more 
complicated products with third-party reviev systems. 

3. Eafo~ce Statutorily MA~date~ Time ~tmits 1u Approval '~ooess 

Delays have been a painful item for the device manufacturers •. 
I queried entrepreneurs ~ho appeared as witnesses at our March 30 
heating on this point. specifically. They ~ere unanimou8 in theit 
plea for more speed and less delay. 

The A~ini6cracion, either by fiat or with new statutes, 
muse demand speedier evaluations by the agency. Again~ 
use 0: third-party review could eliminate some of the 
bottlenecks. 

4. li''Urtber Harmonize U.S., Iodustriali:ed World. Standard.e for 
Imports 

Greater harmo~i!atioo of national standards could improve our 
already strong balance of trade pos1eion 01\ overseas sal.es of drugs 
and devices .. The U.S. already has come some distance on chis 
issue. 

http:cOllt1u.el
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But there are opportunities tor further harmonization. 
For&ign drug and device manufacturers. for example. must 
be iDapect.ed by the FDA ,for products a.pproved by the 
agency for ty. B. sales, I believe more of the gpod 
manufacturingpraetice inspection work should be ~one by 
foreign inspection agencies, in particular when foreign. 
quality standaros closely resemble our own. 

For example I the agency should accept the Euopean 
'O'nion's ZN 46001 standard tor manufacturing quality - "inspection. 

s. Bxport Barriers 

Spec!ficalll', the agencyshou14 eliminate the so- called 801 (e) 

co~tro18 ~h1ch bar export of U.S. made medical devices which have 

not been submitted for FDA approval, but'wbich are approved by the 

nation desiring to import. 


Also, the a.gency should allow the export of U.S. made 
drugs under similar pre-conditione, if the products are 
appropriately labeled "for export on1y.1 

6. lte· Pocus 'Cser aeport DemtU14S to Devices tl:1at. Pose Jl.1s)c 

There is 11ttle evidence that meaningful informatioa.· ha.s 

resulted from requirements that users su'bm1t postmarket reports for 

dea.ths and serious injuries from devices. While in theory this 

eyatem was dl!s1gried to validate device safety, benefite clearly 

have been out-weighed by t:.he imposition these requirements place on 

users. iVan the agency admits the user· reports system has been 

disappointing, if noc a:1 outright h.ilure. 


The agency must re- focus its current user report.ing
efforts involving d.ev1ces. Ineteado! requiring user 
reports, the agency could ~er1ve as much or more 
lnforrratiQn from vol~ntary reports through the Kedwatcb 
system. 

Also. the age~cy mus: reduce apparently redundant 
'activities in this a:oea. Po. goo~ examPle. may be the 

Paee:ll'14Jl:a.r Regi8t.t:y. & quali ty Assurance proj eet chat was 
part of the Deficit Re~uction Act of 1994. ThiEl program' 
be~ame unne~essary with the passage of the Safe Me~ical 
Devices Act of 1930, which a~complisheB the same basic 
purpose. 

http:iDapect.ed
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'1. Ma.ka FDA Device I!Sspectlol1 AileS b!orcement COl'.'u,1ste.ut 

. According to' some manufacturers. inconsistency of POA. field 
inspection and enforcement efforts is a pro~lem. ' Absent 
appropriate clarification otrules and ~egulatioDsl inspectors in 
Texas may reach different conclusions abo~t the character, scope 
and importance of a good rr.aIiufact~r1ng practice v1olAt:.ion than FDA 
agents1n California. and may deal differently with violations. 

The FDA should conduct an agency-wide analysis 00 this 
issue and, using par'ticipant.s troin the inauutry. develop 
ways and means of increasing enforcement and inspection
consistency in the agency's regulation of devices. 

,Consistency of approach might include use of social 
securieynumbere for device tracking (hOSpitals provide 
ss numbers for this purpose), and accelerating the 

c adoption of an FDA proposal for a U\onthly reporting
schedule for deaths and serious injuries. 

e. Better Utilize £:dsting lle8ou:'cae for: Proc!v.ct Evaluations ILI1d. 
l.eae6reb· 

BacklogB in processing applications are decreasing I bUt 
continue to :be a problem for. and compe,tlt.iveness drain on the 
industry. 

The FDA should more fully and rat..i.onally invest user fee 
re.venue l:O meet. the gcals of the use:; fee aCt. The 
agency should establish addit10nal offices of evaluation 
w1th the intent of speeding reviews. 

The Center for B1010gic8 Evaluation and Research f the Center 
for Devices and Radiological Health and.' the Center for Drug
Development Evaluation and R.esearch each review biotech product.s
under different regulations. Sometimes l confusing and inconsistent 

,regulation ar.d decisions result . 

. For biologics. the rDA should consolidate the bulk. of t;he 
acciviey under a single division depending on the use of 
the indiviQual product. or as an al~erna~ive assign a 
51ng18. inter· disciplinary team to follow the application 
trom beginning to end. In vitro diagnostic products, for 
example, could be' .consigned solely to the Center for 
Devices. 

http:Proc!v.ct
http:COl'.'u,1ste.ut
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9. SpeeQ Clinical Trials, Part I 

• In the1nst.ance where a. new drug has breakthrough t.herapeut1c
value, th~ FDA should granc. a modifie<1 a.nd time-limited market. 
approval· on t..b.e bast, of cue pivotal pb4ae tlleltll1cal b:1al witlt. 
e; ClouncJ c11Z11cal 4eI1gn., 

This change would dramatically reduce the costs of 
bringing new drugaeomarket, and radieally reduce the 
current approval eime. . 

The modified approval would be replaced with an 
un~alified approval if tollow-up atudies juseified
claims of safety and effectiveness. If data failed to 
support original clailns, the agency either could extend 
the motli!iec1 approval or demand that· the manufacturer 
withdtawtbe product. 

10'- Speed C11Diaal Trials, Part II 

The FDA should rec1UC8 and perhaps eliminate its current 
supervision and review of phase I trials. 

Instead, , these trials should be left to third"party 
review, ideally institutlonal review boards which are 
u.nder the- pupervision of both the FDA and the Nacio=.a.l 
Institutes of Healt.h. The IREs alreac1y ahare joint
custody of chis activity with the FDA (patient protection
and informed consent issues),· This change would fully 
consolidaee authority over phase I trials with the IRBs. 1 

and under the exclusive jurisdiction of the FDA • 
. 

11. Increase Safety Oversight of Ium4Q Tissues 

The FDA cannoe walk away from its responSibility to provi~e, 
or ensure, 6upervis!.on ine.his area. It continues to develop a 
final regulation eo replAce emergency rules issued ill· late 1993. 
These regulaeions t;hould inelude registry cf all banks aoing
business, along with a. Statement of act.ivities and a description of 
qua!1ty control and records-keeping systems. 

However f direct supervision of these ba..nK:1i and the 
enforcement of minimal qu~11ty rules could, again, be 
lete to th1rd·p~rty ent1t1ss. Specifically. the FDA 
eho~ld allow and eneou~age deve:opment of ~ independent 
etandards'-seeeing orga.n1za.cion to perform this 
function •.. and reduce the PDA resource commitment. 

'l , :. 

., 


http:6upervis!.on
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12. HocU,fy Oft-I..abe1 Usa Law to bClouz:oagC Coed. Ked1ciae , 
FDA enforcement against manufacturers for viola~iQg 

regula.tions against prOQlotion of off·laeel use (marketiog and 
promotion) continues ~o.be a source of confusion and angst for the 
industry I aM some head· scratching at the agency. While it is 
important tha~ the agency guard.against promotion of unproven and 
perhaps dangerous use of approved' therapies, manufacturers and 
their marketing agents complain that FDA efforts in this area have 
been inconsistent and have occasionally hampered good faith 
attempts to share scientific and clinical. information. 

The FDA must undertake best effort.s to clea.r·the air on this 
matter. 

For example, the PDA should convene a series Qf consensuCl 
conferences ort this matter to Qlodern1ze its regulatory
and enforcemen~ system, recogni.2ing that some aspect.s of 
currenc enforeement ao decy practitioners tmpor~t Dew 
information OD dru~s and dGYices. and in s~e 1nstance~ 
impair U.S. manufacturers' ability to compete with 
foreign rivals. 

13. Kove Breakthrough Drugs to the ProDt of the 2valuatioD Prooe:ss 

In I:hela.st Congress I proposed. that ma.nutacturere be given 
1ncen~ives to do high quality. clinical trials to demonstrate tbe 
comparative quality differences betyeen several drugs or devicea 
for treatment-of a given ailment.. 

I believe chis idea snould be inc:orporacedinto FDA 
reforms chis year. 

An 1r..centive system that 'Would, for example, allow Il 
prOduct to have accelerated premarket evaluation by a 
cOmbination of the FDA and the Agency for Health Care 
Policy and Research, 'Would help acceler.te introduction 
of breakthrough drug9 a~d new applications. 

14. Speeding Biotechnology Product KanufacturiDg 

Along with' a.llo.... ing minor c..r.allges in manufa.cturing .without 
pre-inspection, t.hE! FDA B~ould consider changeelnvolving current 
requirements for initial assessment of manufacturing pra.ctioe. 

For exa.mpl"e. the FDA should accept for good mailufa.cturing 
practiceapprova.l material produced at "pilot II scale 
manufacturing levels, allowing producers to forego the 
heavy costs associated with developing full-scale 
manufacturing capability prior to FDA approval. 

http:acceler.te
http:I:hela.st
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The l04th Congress will be the torum for a vigorous debate on 
the management. and mission of the FDA. I thlak we have an 
opportunity to bring good ideas to the table, and to do the right
thing for both the health industry and the U.S. consumer. I would 
appreciate your reflection and comments on these proposals. and 
would be happy to discuss them witb you at your convenience. 

Sincerely, 

·~W~ 
RON W'tDEN 

\ ~er of Congress 

cq.. 'The Honorable Donna B. Shal.ala t Secretary, Department of 
Health and HUman'Services 

The Honorable David Kessler, Commissioner, FOOO and Drug 
Administration 

The Ronorable ThOmas Bliley, Chairman, Commerce Committee 
'I1le Honorable ,,"obn Dingell, Ranking Member, COnalerce Co:aaittee 
The Honorable Miohael Bilirakis, Chairman, Subcommittee 00 

Health a.nd the BJ:lviroDm8Ct 
The Honorable He~ty Waxman, Ranking Member, Subcommittee on 

Health and the Environment 
Honorable Joe Barton, Chair, Subcommittee on OVersight

and Xnvestigations 
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From: John M.Haddow 

Su~JK~: (JAn llIip~ C>n GeJlmc pharmaQeUticaLs 

COMMENTS: 

Attache.. yoU WiD find a copy oftho Schondelmeyer study. As you will see, he cal~ula~s the 
.d4i~ion.l ~,,~ ttl w.~ Amene." ~nSQ~ .t .pproxhnttely $6.~ llilUon. The co~~ ip ~ 
sc,rvernmem through hi~her Mttdicare and Medicaid costl is estbri.ted to be in the raQge.of$I.2 
billion. Their, is no doubt ~"-J tbi~ is a windfaU oflmS~ Pfoportb:ms to lb.e multi..naJioqal 
,MP1lII.ceutiQal CQmpa,qie~. Bnst!!)l Moyer S~Qibb ~~,. har$1t $t4nd.alo"$ wimQm*>, Qn 

IQt, p~~ .any nc.,~ u~rURAA. ,The decision by Commissioner Kessler i$ crilic!U t9 the 
~BJPm.S .nd th~ e14«ly Qfmu n.don. 

l ......ve ~iI4l ~ach~ ~pie~ ot.~~ &Q~ Cdng"SmAn Vo~~~ W~an on lhi,s i!iSUe. 
Sena.~Qr ~or is s~mi a l~ to CQlllmissionet K~~ef IIld ihQ'-11d ha.-ve t;.Qth CoJorJQo . 
Senatots as cc)..sipatories. SeDatef Gfahain (FL) ms,y weU sign oa the 1~ as wen. I ulced 
P-.uJ Kim tjl) appdse YOll 9fdle .~s ofllli! letter. Both Sw.tors RockefeUer aml BYrd *re also 
~~4ing le~er. ~ppOmn8tbe PQ~l~iofl Qf ~pp.fQvillg ~M. 
,'• • J 

w, PrlVe di~ssed tbe PQ.~j.bj.lit;y @fbBMng OJ'. l(~asl!iW q~~nQne4·()n tN, i$. whet bSl ~e..itles 
in ~he S~~ethis weej and w()~,dd "PPf~cla.J~ your CQmm~$ QP ~~ic. We "rt4klly d.Qn't 

l WAAt to force hi$ han4 priQr tq hi$ h~viDs made a decision. . . 

fhe. W~t Wsi~ ho..~ qeJ~,.tiQn haw IlJ~ SCflt a'e~ ..04 I wjQ forw_d lM~ .E;tt¢r ppon 

f"eiPt. IfJ can b!= afM), ~rtq.~ ~~$f1'~~ lO YO,", pl~1I ~ JM, " 




:fI!•• 

THIS STAllONEin' PRINTED ON PA,.ER WADE Of RECYCLE!!) FI8ERS 

J 
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Q••~ P,. J.~"~'JI 

;I M Wf~~ln, to you. concerning your c\.Jrrent r1.terminat~~., of 
p(~iU,,~ t.lat~9 t.o the interrelation.hip 01. the previsions ()t the 
Drug JJ?4~ ~"._4,~.f."n u4 '.1t.~t;,~ ~."PJl.t~an ~ctt (~~l~. 
~v 91...'.11) relaUin, 't.Q tk. JI.Jlk.',..~ ~, ~~....:Lc: «~g", ."M,· ...~. 
P.~~ ~b~ng_. ~gr_,4 ~O qn~.r ~.. ~~'J i~und ~e"'A~~ Act 
U~~~!c; ;I._v 10]..,"5, the "GA'1lIl'~1 impluentat1QJ'1 law)... 
. Ae yq~ ~now, ., ~,~~ af t~. $~Q~~tt•• ~nH_.l~ and 
~, ~v~;t*Qn~ qI t1\G Qav.1t.1:•• on En.Z11Y uct Co.arce In'the 
98~b Corsq1"8a8, I wag ofta ot th. tvo o~~9Inal author. (alQ~with 
S.n.t~Q~~1n H_t~b) o~ th•. Q~u., Pric;:. Ccnapetition anel Pa1:en.t: ... 
'l'..r.M.~~'~~Qn !q~. O~~ qoa1' 1n p ••. l!linrf that Act vaa to ...trike 
-.n .wr~i'i.t__ ,'n~c' ~.tw.1h t.n J;'~9~f;" qf'~e patent holder 
and ~, ability of the glnl~~Q ~nQ'aot~ar ~o ~. into the 
."rket in a tilllely .a~.r ~pgn expiration of t.he pa1i.eat. 

Since tb. ' •••"9. a~ lJlP~ement.atlol\, Of 'that Act, ve ~..ye 
nov had p••'.9. of the CiA" ~pl.",,~.St"9 l~!Ji.l.tion, whlc;h
c:Aange, pet..~t 1 • ., gY.+a+~ t:~o_ • P~.,,""~n of 17 year.C;,C)" . 
a,proval to 20 years fram ap,lication, and ..t.a~l!~eD a 9Qneral
rule for the transit.ion period in wbich p;,ovieion 1s ••4. tQt a 

~:lI~::t ~-r9~:; :4:n~ei~!.:!~::t':r::t::\1!~:n~r::u.ct: p;oiQi:' 
MU~1;;.~. ~~.i'atlon to ~l'a. ~t~t h~)ldar 4urinq the .wt". 
patent 1~!8 allowad bl GATT.!bei••ue. of QOurS8 1 1s tb
.1.n~g...~_t~Q"I~Mt qC \tl~.. tIl'4nl·~t1on po~lCY with the tai'ma . 
,o¥l~n~n9 rP~ .~t~.on on g.n.ri~B .applrin9 to enter the markQ~ 
under ~. tarms of tJie D~9 Prlca Coape't1tlon and Patent. T4rm 
R••,er:'''t.loD. Act. 

l un4aratand th.~ ••nator Katen has ~lttQn to you 'to 
••~Z'••• hil viay thllt !o1n!4~r ~he t.8rN9f tI'l. UUI4 Act, a generic 
dru~ w~u14 nov be bloc~.4 from the mAXket ;a,atdless of vb.~b8r 
su.~.tant1al invest_ant ~a4 been ma4. on the expeotation of the 

http:4:n~ei~!.:!~::t':r::t::\1!~:n~r::u.ct
http:S.QO,l,b.rp


07107/g1 12:46 JOHN HADDOW ASSOC. PAGE 03 
; . 

\ 

Economic Impact of GATT Patent Extension 

on Currently Marketed Drugs 

/ 

I 

Stephen W. Schondelmeyer. Pharm.D. , Ph.D. 

Professor and Director 


PRIME Institute . 

College of Pharmacy 


University of Minnesota 

Health Sciences Unit F*7·159 


. Minneapolis, Minnesota 55455 

(612) 624·9931 

March 1995 

* This study was funded in part by a research. grant from the National Association of 
PhannaceuticaI Manufacturers and the National Phannaceutical Alliance. 



12: 46 "- 7032390124 	 JOHN HADDOW ASSOC. PAGE 04 

. 	 ( 

Economic Impact of GATT Patent Extension 
on Currently Marketed. Drugs 

Executive Summary 

• At. lea.st 109 currently patented and marketed drugs will receive a windfall patent extension if 

GAIT rules ate retrospectlvely appUed to previously filed or iSStlCd patents rrable 1). , 


• The average pateht extension for the cum~nt1y marketed drugs would be more than 12 months 

, With sOme drugs receiving more than 28 months of added' exc1U51v1ty. , 


• The windfall eXtension of patent exclusivity for currently marketed drugs will mean that the 

tnttciductlOfl of)ower cost generics Will be delayed. Therefore. the Ainer1can consumer will have 

to pay more for prescnption tnedlcatlons. . 


" FDA approved versions of generic drug products typically enter the market at a price alote than 

25% less than the patented brand. Within one year the price of conlpeting generics wUl be 45% 

below the brand; at two years the price will be 60% less and at three years it will average 75% 

less,thail the brand name drug (Kidder. Peabody: Gtimerii: Druglndu:SLry OvenJiew, October 5, 

1994. pj).6A 7). 


• FDA aIiprove(t versions of generic drug products typically capture 450/0 of the units sold Within 

one year of rrl'atket introd~ctlon. After two yeru:s their itmrket p~netratlon average's more than 

500/0 of ali lInit.., sold and by the third year the penetration approaches 60% (Kidder. PE1abody: 

GfmeHt Drug Indu..c;try Ouervieui, October 5. J994, pp.6·7). ' . 


, 	 '. 
• The economic irnpact of~tending the GAIT rules to currently marketed drugs can be estimated 
. by applying t.he recent pncing and markt~t penetration performance ofgenerics to the actual and 

pr~jected sales' :volumt~ of currently marketed drugs for th(: additional length of ttiTie that 

Ainertcan consumers will have to wait for access to lower cost generics. 


• The ptoJectti'd cost to American consumers from the windfall extension of patent exdtisMty for 

the 109 currently marketed drugs affected by this change will exceerl$6 bilUon (1996 riet 

present value) over the next tWo decades (FigUre 3). . 


• .Twerlty (If the most common ptescrtj:lUon drugs wUl account for an increased cost to American 

, consumel's of over $4.5 billion (1996 net present valuelin the next two decades (FIgure?). 


• .There are at least 10 drugs whose patents wlll expire 1n 1995. The lack of genetic competitors 

for Just three ofthes'e drugs will cost Arnerican consumers $1.2 bi1lion(1996 net present value] . 

tn 1996 and 1997 (Tab Ie 1). , 


, 	 , ' 

• Tne lower price and high market penetration of generics. whEm available. results in substantial 
, 	 savings to American consumers. ,These saVings are also of benefit to MediCaid, federal and state , 

government, private insurers, managed care, employers. unions. ERISA plans. arid others who, 
P&y fot prescrtpUons. The cost of this windfall extension, ofex.cltisivity to MedIcaid alone will be 
ab011t $1 billion (1996 net present value) and the total cost to federal and state govel11ment wIll 
exceed $1.25 bllUon (l996 net present value). 

11i.e projected cost to American consumers froIll the extension of GAIT niles to currently 
.market.ed drugs has been estimated in a study conducted by the PRIME Institute at the University . 
of Minnesota. TIle PRIME Institute specializes in research involving phi~.rmaceuttcal benefit 
management, e('..onomics, and publlc policy issues. 
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Economic Impact 
, 

of GATT Patent Extension 
on Currently Marketed Drugs 

It INTRODUCTION 

American consumers may incur an added cost for prescription drugs over the next 
two decRties due to a GATT-related windfall extension of patent protection for already 
marketed medicines. Pharmaceutical firms stand to benefit while consumers, and 
espeCially private pay consumers such 8S s'enior citizens and the uninsureti, will pay 
the cost of thi~ addecl m;lrket exclusivity. Recently, the U.S. Congress adopted the 

, Urllgua:y Round Agreements Act (Ul1AA), Public La~ 103-465, as enabling lew.slation 
for implementation of the General Agreement on Trade and Tariffs (GATT) in the 
United States. As specified in GATT, the tenn for mm-ket exclusivity awarded by a 
patent will be twenty years fhjID the date of patent application, rather than the 
current patent term of seventeen years from the data of patent award. Patents tiled 
on, or after, June 8, 1995 will benefit from this extended m.arket exclusivity as 
intended by GATT. 

The cost to American consumers, however, comes from the discretionary 
tr&tlsitional approa~h prOPosf;)d by th~ U.S. Patent and Trademark Office (PTO). PTO 
has proposed that all patents in effect on, or prior to, June 8, 1995 will be extended 
to 20 years from time of application, if that results in a patent term longer than the 
(seventeen years from the date of patent issue. For those patents receiving an ' 
extension beyond the originally awarded patent tetro, the additional time &fter the 
original patent term is refelTed to as the 'delta period'. In other words, patents which 
have already been awarded, and for which an expiration date has beeu, dearly 
established under law, will have the windfall economic benefit of adcled market 
exclusivity time. , In, many sectors of the market this change may have little, if any, 
impact. In the pharmaceutical market, however, this discretionary transition 
proposal may have a substantial effect. The consequences in the pharmaoeutical 
market from extension of previously awarded patents will include the following: (I) 
pharQl3ceutical firms holding lI. patent.will benefit from a windfall e~tcl)sion in 
market exclusivity 'time; (2) pharmaceutical firms (i.e., independent genericfinns) 
preparing generic versions of currently patented drug products will face delays in 
approval and may have added costs due to the delay in market entry; and (3) the 
constiliu!r . will have delayed acce~s to lower-cQst, generically eqllivf!.}ent 
phatmaceutical products. While each of these effects deserves substantial &nalysis, 
the focus of this study is on the added costs to consumers from delays in generic 
approvals .and market entry. ' 
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II. METHODS FOR ECONOMIC IMPACT ANALYSIS 

The purpose oftrus section is to explicitly describe the methods and assumptions 
used to e~timate the economic impact of added market exclusivity due to retroactive 
extension 'of the GATI' patent rules to previously filed and awarded patents. Several 
aspects of the methodology deserve description' and comment including: (1) the 
method for calculating added years of exclusivity, (2) the time frame of the analysis, 
(3) the use of 1996 net present value to express the cost to American consumers, and 
(4) the expected level of genericmarllet penetration and generic pricing. 

A. Added Years of Market Exclusivity 

A single pharmaceutical product today may have two, three, or more patents each 
with different irtlplic~tions for the manufa~tw.er of the product. Patents may be 
iSSued for: the chemical composition of the drug entity or intermediate chemical 
'entities; one or more processes by which the drug can be made; the dosage form in 
,*hich the drug is delivered (e.g" a .sustained release tablet); or for a specific medical 
indication or use of the produqt. The drug product, T$gamef~. recently (May 1994) 
went offpat~nt with respect to the principal drug entity. However, the patent holder, 
(Smith-}{lip.e Beecham), has made it known that it holds at least 26 other patents 

, related to Tagamet and that it intends to vigorously enforce them (Scrip, No. 1927, 
May 31, 1994, p. 16). 

The economic impact of this proposed legislation is dependent not only upon how 
long a givep. patent is extended, but also upon the total extension of any and all 
pa.t~nts that prevent the product from facing competition in the marketpJace. A 
compilation of drug products and their related patents was found in the Food and 
Drug Administration's publication titled, Approyed Drug Products with Ther~peutic ' 
Equiyalen£e Evahultigns, 12th edition, 1995 (also ~flown as The FDA Orange Book). 
This analysis has not included antibiotic and biological drug products which may also 
b~nefit froin added market exclusivity, These products will be considered m a 
subsequent ap.alysis. 

. ' 

The patents for all products identified in the FDA Orange Book were reviewed by 
a law firm speciaUzing in. pharm.aoe~tical patents to determine which patents would 
benefit from the windfall exteneiQn of market exclusivity resulting from the rTO·s 
prop'oeed delta period implementation of the 20 year patent term. At least 109 of 
these drug entities, or products, were found to have patent filing dates which would 
res~lt ill a p&tent expiration. after the original l7 yeArS from date of patent aw~d. 
These 109 drugs are listed in Table 1 along with their respective current patent 
expiration dates and the extended patent dates which would apply ifthe 20 year term 
from time of filing is useq. 

2 

http:manufa~tw.er
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, The added ma'rket exclusivity was then calculated by detennining the amount of 

time between the original patent expiration date and the 13ubsequcl'ltGATT-related ' 

extension of the' patent. The unearned and unexpected extensions of market 

exclusivity for these prescription drugs ranges from as little as one month to more 

then 28 moilt~ (Table 1 and Figure 1), More than one-half of the drugs would benefit 

from, one year, or more, of additional market exclusivity. The simple average across 

the 109 prOducts is 12.0 months of windfall patent protection. Ten of the 109 drug 

products will lose their patent in 1995 and seven in 1996. Sever~l products 

benefiting from exclusivity extension will lose th,eir original patent each year from' 

1997 to the year 2008 and one product would benefit as late as the year 2011. 


B. Time Frame of the Analysis 

If implemented, the economic impact of this GATT':relat~d extension of existing 
patents will continue to be felt through the first decade of the 21st ct,'!nt.uty. Nearly 

, one:.fourth of the current prescription drug sales volume will be affected by this added 
market exclusivity. Since the effected drug products mayhave exclusivity Bxtensions . 
a.s far out as the year 201l. the time frame for a~~essing the economic impact of this 

proposed change in current patent expirations must take into account the cumulative 

8'conomic impact that will occur over the next two decaqes. 'An economic impact 

analysis that uses a time frame of less than 17 tQ 20 years after the propooSed change 

would not capture the full impact oftrus change and could grossly understate Ute cost 

of this change to the American" government and public. 


C. Net Present Value of Impact 

Net present value is a means of reporting economic data over a lang period of time 

so that dollar values are represented in comparable terms .. For purposes of this 

analysis, ail average inflation rate of 3% was 8t:\sumed to be present for each year 

from 1996 to 2012. Over time the spending power of the dollar declines. For 

example, it would take about $1.60 in 2012 to have the same spencfing power a.s $1..00 

in 1996 using this 3% inflation rate over that time period. All dollar values reported 

in this study I unless otherwise noted, have been converted to 1996 net present value 

or constant dollars.' 


3 
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D. Gelleric Market Penetration and Generic Pricing 

Two primary factors determine the savings which Amencan consumers can realize 
from access to generic competition among drug products. First, the penetration of 
gene'ric drug products into the original marketer's unit volume must be estimated. 
The generic penetration can be assessed by examip.ing the praportian ofun~ts (tablets 
or capsules) of a given drug product which are filled with generic versians of the drug 
prOduct. The second factor is the price of generic drug products in relatiqn to the 
original marketer's price over time. This dete~ines the a.w.ount of savings realized 
for each unit of the original brand which is filled with a lower-cast generic. 

Generic competition cannot begin until after one or more patents on the drugs 
chemical composition, manufacturing process, dos~ge form, or indicationij for Uij~ have 
expired. While generic competition cannot begin before the patent expires, it does not 
necessarily start immediately upon expiration. Generic versions of a patented drug 
may be delayed in entering the :m~ket because of other patents related to the 
originator drug product, difficulty in obtaining a source of raw material, 
administrative delays in approval by the FDA, or other factors. Although some delay 
in generic competition after patent expiration is not uncommon, for purposes of this 
study it will be assumed that generic competition begins immediately upon patent 
expiration'.. This is a conservative assumption which would tend to underestimate the 
cost to' American consumers if generic competitiop. is del~yed for several months after 
patent expiration.·. ' 

Recent empirical evidence related to these two critical factors, market penetration 
and pricipg of generic products, was examined. A..n October 1994 market analysis of 
the generic drug market (JerryI. Treppel and Edward A. Neugeboren. Generic Drug 

. Industry Overview. Kidder, Peabody, October 5, 1994) evaluated the generic pricing 

and Q.nit penetration of twenty-five major drug praducts that have gone off pAtent in 

the past few years. The analysis used data from lMS America, one of the leading 

sources of pharmaceutical market infonnation used extensively by the pharmaceutical 

industry, to detennine the dollar Ilud unit sales volume far these products from 1989 

to 1994. The results of that analysis are reported in Figure 2. 


Recently off-patent drug products were found to have lost :~% of the units in the 
first lllonth, 14%' in the second month, and 21% by the third month 'after generic 
competition entered the market. After one year generics, averaged 45% of the unit 
volume and at two years generic penetration h{:ld grown to 52%. The effect ofgeneric 

.comp~titipn on prices w&.S· measQfed by examining th~ av~rage price of generics in 

comparison to the originator p~oduct price over time. Generics .entered the market 

at a price averaging 73% of the originator price. By the second month after generic 

compe1;i~on, the price was typically ~t 67% of the originators price and at 1~ mQp.ths 

it was at 55%. After twa years, the average generic was priced at only 39% of the 

originator's price. 


4 



07/07/'31 12:46 70323'30124 	 JOHN HADDOW ASSOC. PAGE 10 


III. ECONOMlC IMPACT OF GATT PATENT EXTENSION 
O:N clJRRENTLY MARKETED na,UGS 

The relevant parties who stand to be signific'antly impacted by this proposed 
extension of emsting patep.ts include: individual Americans who purchase tlu~ir own ' 
prescription medications; government and private insurance and benefit programs 
which pa,y for prescription mediciUBs; multinational brand name phann~ceutlcal 
manufacturers; afld independently-owned geTl~ric pha.nriACBl.1,tica}'mallllfllctuters.
This analysis has focused on the perspective of those who pay "for prescription' 
medicine's either individually Dr collectively. 

A. 	Cost to American Consumers 

of Winqfall Patent Exte:Q.siOll ; 


The combined effect of generic unit pene~ation ~nd pricing can be used to 
estimate the savings which C$n be achieved by generic competition in the market, 
and to estimate the cost to American consumers from the' windfall extension of 
exclusiVity fot previously patented drugs. The generic unit volume penetration and 
pric;:ing d.at~, as described above, was us~d to e~tim~te the savings derived from the '. 
availability of generics in the pharmaceutical market. 
, , 

First, in order to estimate the value of the 109 study drugs to the Af,nerican 
public, the 1~92, 1993, and 1994 s~l~$vQlumEl aIld tate of change, growth or decline, 
in sales for all 109 drugs known to be affe(:ted by,the GATT~relatedexclusivity 
eXtension were' obtained by a pharmaceutical firm through a proprietary 
:phs,rD,l,a(!elltic~l dilt~b~~e. A growth c~e for each of thes~ 109 patentecl ~:roducts 
W4ilS e$timated based on the recent actual growth pattern of the drug; the drug 
product's stage in its life cycle; and the degree of competition expected from existing 

,@d fQ.t"re drug prodllctS. Using these growth curves the future sales of each trroduct 
,were estimated for the period 1995 to 2012. 

The total experiditure that would have occurred, if all 'units sold for a given drug 
ptodu¢1; were purchased at the origiqfltQr price, was de~enPined. Figu:r~ 3 shows the' 

, toW originator sales re.venue ~pected for the 109 study drugs when priced at the . 
originator's brand name prices. These drugs, at originator prices, will re~JUlt in a 
sales vohlwa of nearly $13 billion doll~s in 199p tUld due to declining dem~nd over 
tiIne, the total market value of these products will decline in termaof annu411 net 
present value to about $10 billion by the year 2012. Second, 'a similar lev~l of unit 
vohune was assumed to remain, but generics Werf3 ~sQIJ:led to capture the prQPortion 
of units as shown in Figure 2 at the ge~eric pri~es al!lO shown in FigQ.re~. ,The 
resulting estima.te for originator and' generic s~les revenue with the current patent 
expiration dates is shown as the lowest trend line in Figure, 3. " 
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Between 1995 and the year 2012 thetotal revenue from the 109 study ~gs if all 
sal~s were for the oriiJi~atQr w~thout generic competition is estimated to a,):>QQ.t $217 
billion in 1996 net present value. With generic penetration of the unit volume and 
competitive generic prices versus the higher brand name price under the cUrrent 
patent rulea. the total revenue for the 109 study drugs would be about $169 billion. 

The awarding of the unexpected windfall extension of market exclusivity to 
already patented qru.g products will <telay generic entry into the marke~ 1~ months 
on average. If the GATT-related exclusivity periods are awarded to existing drug 
products, the competition from generics would be later than under the present patent 
expiration rules and consumer would lose the Val\.lB of the ac~~s to generic 
competition for this one year period. The originator and generic sales revenue under· 
the GATI' extensions iri exclusivity were estimated using the generic unit penetration 
and pricing· rates described in Figure 2 with g~neric competition beginning at the' 
later GATT-related expiration time. This sales revenue line is shown as the middle 
line in Figure 3. The 109 study drugs with delayed generic competition would 
generate sales revenue of $l75 billion between 1995 anti. 2012 in 1996 Jlf3t present 
value. The cost to American consumers of the delay in generic competition is the 
difference between the drug product revenue under the GATT~relate4 extension of, 
e~!ltjng patents ($175 billion) and the revenl.:/.e unqer the current patent nUes ($169 
billion). In other words, the discretionary extension of GATT rules to previously· 
patented drugs will result in a cost of more than $6 billion to American consumers. 

The annual genepc savings lost by American consumers due to delayed generic 
entry (Figure 4) will range from $2QO million in some years to over $500 mllUc:m in 
otlier years. ThUi variation in effect across the years studied is due primarily to· 
variation in the number and market value of drugs which would have come off patent 
in each ye~. Ten dfQgs that WQuld lose their patent in 1995.a10ne woul<t be iUfected 
by this extension of market exclusivity. As many as 14 drug products would be 
affected in 2002 .and 11 in 2006. The cost to American consumers of delayed generic 
entry is influenced by both the length of the delay &nd by the dollar vah..e hi the 
market of a given product. More th~n one-half of the cost to COnstlmers r~\dts frop} 
six drugs (Figure 7). The top ten drugs account for two-thirds of the cost and the top 
fifty represent greater than 96% of the cost due to the GATT-related extension in 
p~tellt life. 

B. 	 Pharmaceutical Finns Benefiting 
from Windfall Patent E~eJudoD . 

The 109 drug products stuqied represent at least 34 different parent nrms, and 
their related subsidiaries. The distribqtion of drug products anq generic s~vings lost 
b;V phannaceutical firms is displayed in Table 2. The iU,u:uber of d~S p:rod~ct#i per 

I· marketing firm (Figure 6) range from a high of 10 (Roche-Syntex) to a low of Qne (12 
companies). The distribution of dollars of added revenue from this GATT-related 
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windfall in marltet exclusivity also varies by company (Figure 6). Merck and Gluo 
are expected to realize more tb~n $1 billion each from this proposed change. If one 
includes Bristol-Myers Squibb, the top three phannaceutical firms account for more 
than one-half of all of the' added revenues, or cost if yo~ are a consumer. 

c. 	Cost"to Federal and State Governmen*s 
of Windfall Patent Extension 

American consumers will be impacted by this change, riot only through the cost 
ofmedications directly pl,lrc;:haaed, but also through the cast of such meclica.tions to 
government-related health programS. Based on current expenditure patterns of 
Me(licaid, Medicare, and other government programs such as the Veterans 
Administration and the Departmep.t of Defense, this e:)ttension ofexisting patents will 
cost federal and state governments more than $1.25 billion over the next two decades. 
The greatest impact will come in the Medicaid outpatient program, which can expect 
costs to increase by as much as $783 million, due to delayed generic competition for 
the 109 drugs studied in this report. An additional cost of $125 million will come 
from higher prices due to delayed generic competition in the inpatient portion of 
Medicaid. The inpati~.mt portion of Medicare will see a similar in~reas4! in co~tB 
(about $200 million). Other federal and state programs will e;xperience more than, 
$150 million in added costs due to this proposed change. These added costs from 
GATT·related extension of existing patents will be a cost that should be ~dd,ed to the 
Congressional budget. 

D. 	 Other Cost Considerations of 
GATT-Related Patent Extension 

The magnitude ofdirect costs due to the GATT-related windfall patent extension 
for products Which already have established expiration dates over the next fifteen to 
twenty years is expected to exceed $6 billion. . This estimate does not even include 
antibiotics and biologicals, which may be analyzed in a separate study. A number of 
significant antibiotic and biological products are expected· to be eligible for windfall 
patent extensions and, may contribute to further costs for American cQD,.!3qme.rs Q\;e 
to delays in generic competition. Another cost factor not considered in this analysis 
i$ the substantial sunk cost incu,rred by a generic finn in preparing a p:F~du(lt for 
generic marketing, only to find out that the patent has been f;xtended sever~ months 
to as much as. two or three years. At a minimum, this will mean a delayed revenue 
stream for the generic firm. This de!ay, however, could result in far greater costs if I 

part, or aU, of the a,p,p!ice.tion to FDA for market approval has to be re...doQe. A thinl 
factor not assessed in this study is the effect of the new GATT patent t~nn of 20 
years on cost and total drug expenditures of the American public. The new 20·year 
pA~ent term will mean th~t generics will be delayed and originators will have even . 
longer exclusivity periods than they now have to market wJthout generic competition. 
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IV. SUMMARY AND CONCLUSIONS 

. More than 100 drug products (at least 109) which are currently patented and on 
the market willrcceive a windfall patent ex:tension if GATT rules are retrospectively 
applied to these previously filed or issued patents. The average patent extension for 
the currently marketed drugs would be more thEm 12 months with some clrugs 
receiving more than 28 months pfadded exclusivity. The windfall extension of patent 
exclusivity for currently marketed drugs will mean that the introduction oflower cost 
generics will be delayed. Therefore. 'the American consumer will have to pay more 
for prescription medicatio:p.s. . 

Although. the patent extension may have a positive effect on some sectors of the 
market, such as stimulation of additional phannaceutical re~earchand deve19pment, 
this change will also have some very real costs in terms of increased pharmaceutical 
expenditures by Americans. These increased phannaceutical expenditures will be felt 
by indiv~dual American citizens, by hospital and community pharmacies, by managed 
care arid health insurance plans, and certainly by the federal and state government' 
health programs. 

. . . 

The prcljected' cost to American consumers from the windfall extension of patent 
exclusivity for the 109 currently ~arlteteddrugs affected by this chang~ win exceed 
$6 billion (1996 net present value) over the next two decades. There are at least 10 
qrugs whose patents will expire in 1995. The lack of generic competitors for just 
three of these drugs will cost AmericAn consumers more than $1.2 billion (1996 net 
present value) in 1996 and 1997. The lower price and high market penetration of 
generics, when available. results in. substantial savings to American consumers. 
These savings are also of benefit to Medicaid. fedl:!ral and state government, private. 
insurers, managed care, employers, unions, ERISA plans, and others who pay for 
prescriptions.· The cost of this windfall extension ofexclusivity to Medicaid alone will 
be about $1 billion (1996 net present value) and the total cost to feQeral cmq state 
government will exceed $L25 billion (l996 net present value). 
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I .. J 

I~dipr. Ac:kware Gmo GIalw . Nov fYI, 1995 I'lef.: 12. 1996 13.2 14,711.,2.69 "',581,951 10· 
toJ 

2 Bmbxlipinc bcsJl3e.: Norvasl: Pfin:r Plimr Nov 00, 2006 MarlS,2007 4.5 $9),m.I23 $66,239,719 lD 

~1 amrioooe IKlare IJKM:Of Wmrop Somo(j Jul3l, 19!>i "",.. 06,1999 8.2 S5,I66"s99 14.f6B.,l93 
~ 

10 
4~ IIisoJaIW laBssi:o J&I Aug 16. J~ J\prOl,2QOO 1.3 $ll,m.,943 1.0,8:51.199 A 

5·~ Mc:pnm Bllrr. WcJ.lem:J:J£ BurT..Wclklome Jau 01, 2000J Aug 15,2009 19.5 S6,6S0.914 14,4:"7,012 

6 bc:nsu:pru HCI 1..ctemio UC"I' ClDA Geigy C'IRA Geigy Od 18,lOO2 Aug 11,2003 9.8 $2,196,0.51 $1,144,132 

7 beoa.'lil:"ril HCI I..cwiIIiD ClBAGdgy cmA GW>..,y Oct 11, lOO2 Aug l1.lOO3 9.8 146,413,.192 S3li,8Ii3,6oW 

8 berac:t.anl SlII'\Iaota Rem ~Ilhon Aug Ill. woo Mar 04. 2002 11.8 $36,672,.902 $30,71W,796 
9 bilpnJl)Km HCI WcUbatrin 1Iurr, Wc.lb:lme Dun. Welleome Mar 26. 2002 Jut 25, 2004 28.0 S61.69Q.611 $54,139,722 

10 bU!JIliroDc 'IICI Bospar JIril!mj M 1Iristm-M~ S4pJihb Jan OIl, 19'99. May 21, 2000 16.4 $161,689,.2S3 S 141.602.,241 ~ 

11 ~ IIitr:a!e I~ PI:oefill SyzdeK lloc:be-S,mex Mar 07, 1991 Jul25,I997 4.6 S1.02.11,041 $%1,214 

11 bII.ocooazote uitr.Jre Femsaaf Sy:Bze:x lloc:.he-SylllC.1. Mar 07, J997 lui 25, 1997 4.6 $511.31.5 1471,75(1 

13 cak:itricf RO!.::8J1roI ROC?he 1UK:he....~x Sep 30,1997 Cd 13, 1998 12.4 S12.353,.819 SI1.)73,.867 c.... 
0 


14 eaJciIri.,1 Crdcijr::x AI!boa AhbcIl Du29,I998 Jan 28,2001 25.0 12O.119,2.S9 SIII..,1.OS,177 I 
z 
15 gpIOpIi! CIIJMll.Iro ~Myen< Ikislnt-Myen Squibb Aug 03, 1995 Feb 11, 1996 6.2 $103.6)4,194 S 101.920,600 I 
16 C3fJtOpriIIIICI'Z Capuzidc IhiIIroI Myen ~fyen Squibb Aog 12. IWI Du 21,1997 4.5 $6,624.145 16,14,162 t::) 

l:> 

17 CIIlbidopll Sinemet CIt I"lIIpom M£n:k Merc:l/Dupoot May 23, 2006 Ion 16,2006 0.8 $4.,151,.861 13.113.2J3 0 
t::) 

t8c:ay1 ;ili:oboJ ExOBUTf Burr.WeLkomt Bm:r. ~lIoom: NO\' 23, 2.00I Aug W. '1OOl 20.9 15.55-9,111 S4,sll.s41 :E 

19 I:bokstynmin: Cbtliybar 1"Iut.e Davis Waroe.r 1..ambert Oct 18.200S DEc 20,2005 2.1 SO SO l:> 
U1 
U120 cltmidine Calapres TfS Roehr. ~1. BcdJ.r. JogcL [lcc; 17, 2.002 Usy 04, 2.003 4.5 SI7.181,147 $13,436.262 0 
()

21 dapip~ .Rtv-E)'<!s ScoI7.lLede:tle Am. UOfDl!i hD 06, 2002 Feb 00, 2003 13.1 $34.917 S28,03~ 

22 dcsflnmne &Jpnme 0b.tni:dlI BOCOJWp Sep 11. 2006 Mar 13, lOO8 11.8 $14,146.696 S52,46 I ,042 

23 desogesln!l Olbro-CCPI 21 0t1.IK0 Htl Dec 10, 1995 NDv 01~ 1996 10.9 $2,426,713 $2.)31.268 

14~1 Ortho-Cepl 2JI 0r1b0 1&1 Dec 10, 199:5 .Nov 00, 1996 10.9 $45,018.471 $43,252,042 

2S~1 .f.ksogeo Oqpmnn AJJ.2D I.leI: I(l, 1!i19S Nov 01.1996 10.9 $29,116,028 $28,031,223 
26 .dczociJt.: llalgan WyelhA)'Im't Am..lIrnne· Aug 12, 20m Sep 28" 2004 13.6 $UlS.B51 .$869.640 

:n 4ilfiuem-HCI . I1UaoorXR RPIt ~PcluJeJK: Jon 0. lO()6 IleI: 09, 2006 S.9 $31.188,952 m.211,773 

2& difWmm DCI C.mfl:em CD MarioaM Dow YariuoMDow Feb 14, 2!l11 May 20. 2011 :U $45.318.915 $29.075,941 

29 dou7.o11io Catdun RCJerig PtIize.. Feb 12, 1999 Oct JI. 2000 10.2 $94,705.904 182.552,494 

JO CllDXlKin 1'm1rm:::., RJlR ~PouIe.K NO\' 16, '2001 Tdo04. 2002 2.6 SBI.306 $66.119 -U 
l:> 
G) 
fT1 

~ 

A 
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cg 
(,)31 cSlC'adilli ~ IkistoI MJcrs Ilrisl:nJ-Myers Squibb Mar ll,.ZOOI MIr 25,2002 12.4 17J,408,495 UlI.922.040 \",) 

32 esImdio) Emaderm cmA Geigy cmAGcjgy Apr 12. 2000 .' f'dI 17,1001 10..2 147,440,915 140,.301,118 
(,) 

lD 
cg

3ldbi~~ TD-,Ncrinyt-21 WL 	 S,mcll JlocbihSynb hn2l.2000 Au: 10, '2001 11.4 $816,461 $690,743 .... 
Sym.a i.DdIe-Syot.:J[ \",)

M ethinyt C8ttlldioI TTi-Nor1nJI:-28 WL 	 JUft 11, 2000 Aug 10.2001 13.4 S 10, 120.430 18,561,430 J:>, 

35 eIbioJI eskadioI c:JoJIOO.Cydel'l-18 Onho J&1 May 3J, 1996 lui 2.4. 1997 13.8 SI9,I17,Tl6 $IB,114,698 

16 cdJinyl estmdiot ~2i Odho J&J May 31,1996 Jul24, 1997 13.8 SIM,383 SB24,7>4 

31 &moIi!lioe A:peid Metd .Men:k Aug Il, 2000 ~17.2001 16.5 $211,.3.55,562 $183 .,222,361 
lS famoIidint'; Ptpc;idlV MI:a:t. Men:t Aug 11,2000 Ilu 27. 2.001 K>.5 12O.19S.(J9S 517.002.n1 
39 Ii:Ibamaii: FeIlmDJ walbrni Cattcr-Wdluc 'De!; II. 2001 Scp 26, 2009 21.3 :£37.s46.083 .W.264,261 
40 -&lkldipine Pk:odit ~ ApT 21, 19.)8 Juo 19, .999 13.7 $36,.358.(162 $J2,61O,O:SI!\Ie"" 
41 fC1ltaoyl J>umgesi£ 1_ J,,, May J3, 2003 Jul23,2004 .14.4 $52.141,419 S40,860,226 
42 fIe:&:o.:aoide acetate Taml:locct 1M 3M Jan 2.", 1!)96 Apr 61. 1996. 2.2 Sl.904,UI4 $2..197,2.14 
4) 1IIK:OO.w.Llk: Ili1lIw:an RueDg PI1z.er Oct 16, 2003 lui m.200S :W.6 $535,.990,636 $410.48S.737 c... 
44 tkJdarUIiDc pIK!IIphafJ: Rudan Be.r:kll I!crfcx Ntw02; lOO.1 r'd> 24. 20m 15.7 S6"b9IJ.,580 $.\,,449.B26 0 

I 
45 ~pmpmate Culfvllle Glmto GJaxo MlII'16,2.002 NIJII 14. 2003 :W.O $4.0n,119 $3,111.,3% z 
46 lo!iiooprl! sodilJDl lk100priI 	 RrisInI Myelll lhisIol-Myen Squibb Juft 29, 1001 Du04. 2002 17.2 $64.607,344 S52.1»8.,2.49 I 

I> 
47 galmpt.mlin N!::uromin t>Mke I.la\rU Wam::r Lambert bn16,2007 MaJ 02, 2008 U.S' S40.Sti,044 $17.988,733 0 

0 

0-43 glllimri ailnle GaniIe Fujisawa Fujisawa Jan n.2<M» Apr 21, 2f.lIl5 3 .• '19.024 $14,052 :E 
49 fP.IIICJClovir &Odium CykmlJllt Sy:nIi!Ia i.DdIe-SynfeX Mar 16. 200'3 Oct I~ 2004 19 •• SHMMI,51O $14,786.123 D 

SO gmcrelin aa:U1e Zeocea 21..4 $9,137.600 $8,480,519 U1Zobdell 7.eneca Jul 10. 1997 Apr 22,. 1999 	
U1 

gSJ gr:anisetron 0Cl KytriI SK IJeecll.am SK &echam Dee 12. 2006 MIr 16, 200i 15.1 $36.818,916 . $2.'i ,469.,561 

52 bism:1in lIallate Supsl~1io Rt'tbe1U J'bann. yamaDOOdJi Janll, 1993 Juo 11, 1999 16.9 . $42..,B82 $38.688 
53 iopamidol hGvue-M BtismI Myem BmanI-.M}'efll Squibb lao 04. 1996 Nov 24, 1m 22.7 511,246 SlO.m 
54 itl'RouJ Optimy MalJinckmdl Ma.I.Iim:l.rnd. (kt 2ti. 2002. Apr OS. 2004 17.3 $263.041 S207.11111 
.55 iuuJIaIe omgluminr.: 1Icubri.., ~ Maflim:krndc Uar29, t996 May 2D, 1997 13.7 $141,112.0 S135.069 
.56 iJ!ndipia:: DytJllA.in: Sandoz Saodcr.l· Jul 09. 2008 Nov fYI. 2008 4.0 SUI,.925,m 512.694,402 
S 7 il1'lla.:l:llla2 ~. J_ I&.J ~ 11.19118 fDn23.lm 1.4 $3..2M.4% 52,971,969 
.5& bUuubc: To~ S,ma ~-Syme:J. May 16.1997 lui 14, t99B 13.9 $13S.J49.7S3 St25.M4,99J 
59 IalIeImoI RCI Nanmdy.oe Key ~-FIwgb Ma}>04,I999 Nov 21. 1999 6.8 110,,3lI,68& $9.4l61 ,.866 
60 IabeIoIcI He! NDnoodynt IV .Key Sc.I!m:iog-l'lmlgb May04,I~ Nm 28,1999 6.8 $264,415 $234,152 lJ
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Geamc:NMme 'I"nde NaIH FInB~ PaftIIIIIlInu I"afetIII Eqira GATr.EQins <--ats) (Caoadl) (1996 Coaa••) 

-..J 
(l;l 
l,JMauquiD Seule MomanIo (SeadII) May os, 21m lui 14., 2.001 26-3 '12,6n.(]84 S9,'l1S.,127 I\J 
loJ62 Ior.!tadilll: CluitiB SdJeriot:-fIoogh SdJe:ri:og-PIougtI Aug 04, 2000 Juo 19,2002' 22.S SS 19,418.499 $436,G99.410 	 LD 
(l;l

63~ Menc.ol M6d Men:k Nov 04,1999 )un 15, 2001 19.4 $.i19.MO.176 M41.I72.7l1 	 I-' 
I\J64 rndpbalen HCI Alkfto ·JalIrr. WelJcome Jaurr. Wel.loomi: MAl' OS, 2008 . NO\' t8, 2001 8.5 S4.2I1,I29 $2,844.,669 .p. 

M IIIE'SllIa Mcmcll &Utol Myers ()nool()g Bristol-Myel'S &Juibb Dee o:i, 1!J99 Mu06.2001 lS.1 $IS.225,684 SI2,9S7,.854 
. f\6 IIlCb.IIa7.one M,kro1I .JIil;rJm rlllllJlS May 14,2002 Apr29~ 20m IU $710.310 $616.04.5 
67~1I 	 Scade Mcm!IlIIlIO (Sea.rte) Nov 17, 1998 lui 29, 2000 20.4 119.227.278 $17.1S4,84l~ 
68 lIIfBIIl'.I.I..me IiJroate BoeoII. en:am Sc:IJe:riDg-I'klogh ~Pktugh Ju 21, 2006 Nov O'l., 2006 8.1 SI7,7~ $12.671,418 
69 momelHCrni: liIRJat.: Booon.. kIboo Sdl£riBg-l'klugb SdIe.ring-Pklugh 0c1 04, 2.00s May 27, 2007 19.7 1l2.282.160 $1,876,105 

10 mormoctaooin M0da.niD Axel AlIwI "May 27, 19111 Da: oz. IIJfT1 6.2 m.TB " m,71] 
'1 nafarefm KCIak Synm:i SymtI::II Ruc:t!c-SyaIe'lt Nnv 18, 1m Jun 11.2001 18.8 $4,056,107 SJ.497~ 

.72 nicanfrpR lICl CaJdi:ne S)'llfi:X RndJe,..sym.ex Oct 12.1995 Feb IS. 1996 4.1 SJ.639.561 $1.577,045 

73 nicmt(pmc Jlet Caakne SR. Syurex ~ymex 0.::1 U. 1995 Fdt IS, 1996 4.1 $4,323,60S S4,.2J&.OIO c... 
74 oicafdipine HC1 Cardeoe IV WyetbAyelllt Am. Dome Oct 12. 1995 Feb IS. 1996 4.1 $216,199 $211.685 0 

I 
7j nioo6ne NiooI:mJ .I'ark Davis WarIJI:;l'Lambert Apr .0. 2007 Feb 12., 2001 10.1 $4,614).405 $1.223,006 z 
16 oi.ooIine I'm!acp Lederle Am.1lcmc Aug ff1. 2007 Apr 29~ 2008 ' 8.7 $2,428,923 SI.6M,2JQ I 

I> 

77 lUootioe Nicodum MariooMDow Marion M ()row Apr 02., 2008 lun '4,1008 2.4 $3 ,96I,.1D4 $2..698)174 0 
0 

18 oizatidinr: AlIid IJn, Lidy MalOl,2002 Oct 02.. 200Z 7.1 SI04,215.617 W,852.~ 
0 
:E 

19 lJl1ri'kllEaciIJ NorolUn Mcrdl Meld. Jan 27;2004 lao 22., 2005. 11.9 121,006.732 '15.903,79t'> D 
(j) 

til) ootftoxat:in Cbibroll'in MIm:k Men:k 1'10\1 05. 2002 Nov 14,2003 12..3 J5Mi,084 $432.780 . 	 (j) 
0 

81 ~otioIe AlXUIe &mdosIatin Sandoz Saodm. Juj 26. 2002 Nov 21. 2002 3.9 S6.8lQ,2J5 S5,452,62J 0' 

81 o60ucio Flnxin 0rtIw J&J May 1D. 2002 Sep 01, 2003 U.8 SI19.997.357 J95.5911.)S9. 
83 o.loJIaciD A.)lLjn rv 0It00 J&.J May 10.2002 Scp 02, 2003 1S.8 S11,914,786 '14,268,141 
84 OIlII:pJllUl!e ~ Men;k t.fom;k Nov 22" 2005 Apr 20.2007 16.9 $812, 192,211 SS86,890,482 

IS oodmsI::tmo nCJ Zofilul c:.e.nme. Glilxo 'un 23• .200:5 Jun 2.4, 2006 1l.9 $.22.m,IM . S89.«)2,850 

86 pamUlmml£ disOOium Mdia CIBAGeigy CmA G::iID' Dec 0&, 2004 JuJ 29, 200S 7.7 $1J,12J,7Bl 110.-Q64.J71 

B7~HCl .PHil SKBcedwn y':&ecdmm Dec: 29, :2006 Scp14.2008 20.9 $.!i58..-•.Sl3 S390.4iB9,487 

81~Jidr:. 1l'JeS)'1ar&: Pli:rmax LiDy llHy 1uJ II), 2006 Oct 26~ '1.OCI7 21.5 m.71O,93 I 111,896.010 
89 pataslIium c:btm:idi: KIouix 1iriIroI-M)'Cl'SSqDiilb Feb 20, .996 Iun 10. 19IJfi :1.6 S646,598 $623.136 
go p~1in lIOdium Pmlladwl Brisaol Myers BriBloJ-M)'CI'lI SqWbb Jan 09. 2004 Oct 20, 2.005 21:4 1372,630,96] nn.,,31.323 -0 
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(Sl 
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91 pn:dtJicarbal,e DermaIQp lim:c:bsI Houbsl DIec 30, t9!)9 Aul 02, 2000 7.1 51,021,455 $112,347 tV 
l·)

92 propofol Diprivan SWan 7A:nh:a Nov 01,1996 Mat 19. 1997 4.5 $42,416,95] $40,.2S 1,171 LD 
(Sl 

93 quinapOl HCI /taqIriI i'mteDavili Wamtt Lambert MlIylO.2005 fleb 24. lOO7 21.5 SI.56.469,046 $113,674,184 ..... 
tV 

94 IalLiIidioe: UCI Za.ntac, tahIcfs CJno CHuo Ike OS, 1995 Jul 75; .997 19.7 $1,079,935.18:1 S1,046,.!J'30,747 .0

95 l1IIIiU4ioc HCJ 7.anw:JV Gmo Gi:IJw Apr 29. 2003 May 11.2004 l2.4 I LS;962.,lS 1 $12.W,449 

96 nnilidilElICl ZaoW:, gplllllcs . Giam Gino Jut 02., 2'008 Feb 22. 2010 19.7 129 ,8:1l.661 $20,427,.8OtI 

911'OCl1nmil1m bromide Zemoron Orgaooo AK7.o Jan 16. 2007 API 13, 2008 14.9 116.001,.554 110,768.087 

98 lac:rinc lIel Cogm:x Put.c .1l\JW! Wuni:r LlmIlcl1 Dec 23, 'ZOO3 Od 25,2.004 10.1 153,635,804 S40.668,.551 

99 relSZOlill DC) Ilytrin AbbIla AbbCltI Sep~. J995 oa 14. 1995 1.3 114,439.344 SI4.215,637 

100 ra1i:oadm.:~ SeIdane.-D MarionM Dow Ma.moM Dow Mar 00. 1998 Apr 10, 1999 '3.2 $13.671.455 $66,415.710 

101 limoIoI ~ (opbIb.) IlIDIlptiI:-,XE Meed: Merek Aug 29,2006 SqllS.2006 0.9. Sll52,.Jl7 $606.334 
102. tonemide Dellliltdell &ehr.MDmm Ikle.br. M.anhc:im Apr 18,2006 Aug 11,2006 1.8 .$2.101,959 $1.500,698 

103 tomunide OefOllki1 J. V. BoelIf. Mamcim Iklmr. Manheim Apr 11,2006 Au£ 11,2006 3.& SSOJtSO $36,30S c.... 
104~,~ Nattrexio \l.s.~ II .s. Biosclcot.:e ''Mar IS, lOOO oan,1OOO 7.6 SU14,657 $1,094,047 'I 

0 

105 'l'eQJromWJI bmmi4e Non:almn Organon AKZD Oct 27. 1998 AoglO. 1999 9.8 $43.3B4.948 $18,&90.483 
Z 

lOb venbfuioe UCI EiJ'e1l1lf' W,ah AJ'I!IlI' Am. tlllIDI: Aug 13, :tOO2 Dec 13. 2OO'l 4.0 $23 ,1lS,006 $18,51.3,5:32 

I ('f7 zid!MIdinc ·Rdmvir BuJr. Wefleome Blur. Wc&ome Feb 09. 200S Sep 17, 2005 7.2 S2&,29S,389 S20.114,499 

108~ K.etrovil IV INF BIm.W~ DInT. Wellwme Feb 09, 2005 Sep 17. 200S 7.2 S284.l.52 S'lCll,1L1 

109 zotpidem tartmle AmbMm Searii: Mmwalllo (Seatte) May 10. 200S CkI21.2.006 lV. S~.407.m UOfi,fi68.014 J." 
U1 
U1 
0 
(') 

TGIII ll.......m $7.37B.J78.1'" $6,005,.Z6l.'41 

-u 
J." 
G) 
fTI 

SOURCE: I'RlME l!.lsIima:.l:I!Uvmily of un.-. Fdmmry, tW:5. 
..... 
-.I 

CiA TIFI6A.JI.Ul.-II22195· 



Table 2. 'b:ues Beae&iDg.... GAtt PaIeaa .............. NIuJlbfr oI.Dnsgs &: ~ of R~C!IIIIe per M.Id.t.tIDg.Ji1nn 


B.f Null.lller oI~ WIll GATI' ~ 
, oflJnicl Ga&ift. SuiQcll.o!a 

wII.b GA1T IoGA1T~ 

~i'iIm 

RcJdJI>Syntex 

.~ 

. 10 

tDiIIIIIo.Jd·..... nbie) 

. $171.248.169 

Merck ·9 $1.2&8.01905«> 

BtHml-MyeB SqUIbb 9 $646,774"m 

J&.J 9 S229.173.,lli 
fJ.Ia.w 6 $1,176.986,207 

1Rm. Welk:ame 6 S87,019.171 

Si:i!uing-l'loogb 5 S466.90,O:H 
Wam::r l.amber1 S $18S.,SS4,,5OS 

Am. Harne 5 $11.29'2. Ll2 
ClBA (leigy 4 $88,979,862 

Pfl:le, 3 SS59,277,9SO 

M.owiarao ~) 3 Sm~698,,684 
Marioo M DI>w 3 $9&,2]00531 

AK2D 3 $77,.689,79.1 

Abbon :3 $63,.205,.560 

Sit 8eedwn 2 $416.]59,048 

L.i1Jy 2 $95.14S,698 

Zcmr.!ca 2 $48.1.31,690 

~~ 2 $22,.218,-492 

SlIIIIdoz 2 . S18,147,o:a 
BudIr. Manbeim 2 $1,S37.002 

M:tItiDc:tmd. 2 S34'2,941 

BOCGmup 5:52.461.00 
Cmer-WlIJ.Iage n; ,264,.261 

Boc.hr. Irt;gwl. I $13 ,41\6.261 

&Ik:l: 1 SS.44!I.826 
Saoofi 1 S4,6S8,393 

3M 1 12.791,,214 

lJ.S.~ SU»I,047 

H~ 1 $81?......147 
Fi&oo.s 1 S6l6.04S 

AscoC 1 S71,m 
\'allWll10dli $18,681 

FUjisaWB 1 SI4,052 

(S) 
-.j 

" .Mdtd Ile'feaue10 Man Yam 	 r (S) 
-.j

lor..., GmaIft Sntap l4Id 	 " 
LD 

wbhGJ\1T "GAl'T~ I-' 

M ......... 1'bID IildIIIIIiou (U!If lilt...... nhII:J 
.... I-' 

Mm:l 9 
GI!w; 6 
lhistiMyeD Squib 9 
PfttJ:r 3 
Sd:icrifIg-Pklugh . 5 
SK BDedwo 2 
J&oJ 9 
Watlllti laIDbert 5 
1kld1e-Symex JO 
MOfIIIa1IW (Seade) 3 
Matioo M I)ow 3 
UUy 2 
ClBAGeigy .. 
Burr.We~ 6 
AK7..o 3 
A&lhoa 3 

BOCGmup 1 
Zem::a 2 

CuIoec-WaIIace 1 
Rhooe.,PtJuknc 2 
Am. Home 5 
Sa!IdGz 2 
Roehr. load. 
8etIell 

Saoofi I 

3M , 1 

lIoebr. Mauheim 2 
1I.s. lIlosI.:icoce I 

IIoc:dtst 1 

Fisoo.tt 1 

MaDinI:krodt 2 
As.c:clC 

Yall'llllKlJl.'hi . 

Fujisawa 

10.. 
.PoSl,2lli&.()19~ 	 0"\ 

Sl.J76,986~ 

SM6,774,3n 
~·I$559;277,950 	 (S) 
t·)$466.90.0:5' 	 10 
t·)SAI6,l!9,043 	 LD 
(S)

$229.173,255 	 I-' 

10SUl5,5S4,SOS 	 .Po 

$173..248,769 
Slll,D9l,.684 

198.,210.531 

195.148.698 

S8&.979,.162 

SB1,039.17 I 


$77,6&9.793 


$63,.20S.560 


$S2.461.041 
 c... 
0$48,731 ,691) 	 I 
Z$2.5.,264..261 
I

S2l,.278,492 	 ]:> 
t:' 

$21.292,132 	 t:' 
0 

$UU41,02.3 	 :£ 

SI3.486,262 	 D 
Ul 

15,449,826 Ul 
0 
0S4.6S8.393 


S2,797.214 


SI,531,002 


$1.O!H.047 


$lJ72,347 

S616.04S 

1)42.947 

m.m 
S38,.688 

SIU152 -U 
D 
Gl 
ITl

l'.otal 	 Hl9 t6,1QS,.16l.J41 Ii Total It!J ~14J 
I-' 
co 

SA flf'1GAJCU> :I."..!2l'9tl 



·, 
~ 
--..j 

~ .. Table 3. Generie Sa-viDgs Lost by Americans Due to GATT Ex.temIon 81· Existing Patents: 	
"
--..j 

" 
Dollars in 1996 Net Pnlsent Value 191)5...28l2· 	 lD 

I-' 

I-' 
Orig. Salsa .10 Generic &a!ring5 Orit;;naklf .. Ceneric Savinp Originalaf .. Generic s.winp 	 N 

.J:>.Gimaric. w/CUnerrl Generic sa. wI Att.YGATT Genefic SIIIes After Lost to GATT 
CJ1 

~ Patent Rules· CbrT. f'Jdent·Rukte Ex1. Pvriod GATT Ext. Period &:to Period 

--..j 

~ 
l·)

19t5 $12,805 ,44&,328 $21.2S0.458 $12.184.197,870 $3,29S,97S $ L2,802.1 52.354 $17,954,483 N 
l') 

1996 113.286,663.ID $467.689..680 $12,8J8.9'13,905 SII7,.303,711 S13,169.,.359.In 4 SlSO.,3BS,909 lD 
~ 

1997 113,464,093.286 $199,754,991 $12.S64.338..295 $351,810,276 $13,112.283,010 $547,944,71:S N 
I-' 

, J:>. 
1998 $13,426,325,249 $1.294,902,444 512.131 ,422.80S SB33!mm 112,592,351;112 S460,928,507 . 

19.99 SI3.,273,395,267 $1.549.507.971 511 ,723,887,.296 SI.363,6l2,017 $11,9OIJ,783,.2S0 SlIlS.l95 .9:54 


2000 113,064,691.141 $1,809.459,915 $I1,255,.23J,226 . $1,472,509,471 $11.s92.181,664 1336.950,438 


lIDJ $ 12,830.3!17 ,671 $2.150,132.940 510.6&0.264.738 11.614,019.185 $11.'216,378,492 . $536,113.754 


2002 $12,584,61] .829 52,424,789,801 $10.159,822,027 $1 .8M,.9B7 , 707 110.699.6.24,122 $SJ9.802,O!M 


280.' $Jp36.194,.5W1 52,674,283.fiOO $9,661,910,911)6 $2.317,.(162,.512 $tO.019.132~0I4 $357.22.1.017 


28fN $12:085,647,968 S2,870.295 ,338 $9.21 5,352,630 S~.600.824 . $9.436,047 ,144 $270.694,514 ' 


2805 S 11,837 .371.16S $3,047.874.976 $8,789.502.789 $2,674.257.137 $9,163,120.628 $373.617,840 

c...,.

2806 111.587,402,880 $3 .430.565.469 $8.156.837,411 $2,811.816.]36 SR,715.586.544 SS58,749,133 . 0 
2.007 $11,340,674,309 $3.140.742.201 $7 ,499.932.101 $3,252,.853.J.40 $8,087 ,820,969 S581 ,888,868 I z 
lOO8 $11.cJ91 :rn,600 $4,171.808,323 $6,9'19,469,367 $3,snJl1:1.292 $7,5 13 ,3S6,398 SS93.&87,OOI I 

J:> 
2AlO'J $10,846.660,983 $4.286,l31.023 $6,,560,.529,960 $4,012.,218,904 $6.m,442,019 $213,912,119 0 

0 
1.010 $10,.599.460.8(,0 $4 .zn,868.9'2:S $6,326,591,936 $4,24] .882,194 . 56.357,578.666 $30.986,7J1 0 

:E 

lOll $10.360,641.461 54,230..202.964 S6,l30.438.4!17 $4,198..989.708 ..$6,161.651,754 $31 .,213.,2S6 D 
(J) 

2012 $JO.120.19S.127 $4 ...142,741,832 $5.778,053,295 $4,331,626.125 SS,189,W!9,002 $11,115,107 (J) 
0 
C) 

199>2012 5216.941.760,002 $47:785,002.859 $169.156,757.142 $4~,719.740,717 . $175,162,019.284 $6,005.26'2.142 

• All dollar amounts ate expressed in 1996 net present YiII1ue dollars. 

SOURCE: PRIME Institute, University of Minnesota, February, 1995. 	 LJ 
J:> . 
G) 
fTl 

I-' 
lD 

GIITlA6IIJtl.S-3122/9!!> 

http:3,252,.853.J.40


Table 4. Geaeric Sa'Vings Last by Atneriauts Due to GA'IT ExtemioIl of EmtiDg Patems: 

lSI 
_I 
'
lSI 
-.J
'
LDCurrent Dollars 1995-2Ol2$ ...... 

......_tie s..vinp tV0Iig. S*s wJo Generie $ftinga 0riginaIar. ,- Generic Savillgs Origlh." .. 

Generic w/Cmrenl ~Saleswl After GAIT Gtnecic Sales Att. loat to GAIT en "'" 
CGmpe1i1ian . . &t.·PeriodPeten1 ....... Cun. PSkmt-Ruiu GATT &to Period &I. Period 


_I 
lSI 
l·J 
tV 

I99S $12.312,413,844 $20.531.844 S 1.2.351.882,000 $3.]84.517 $12,369.229,31:1 S t 7.347.327 l·j 
LD 

1996 SIJ.286Ji63.585 $467.689.680 $J2.818.973.,905 $117,303.771 $13.169.359.8]4 $350,385.909 lSI ...... 
1997 $13,868,016.084 ' $926.741.641 $l2..,94 t .268,444 $36Z,364.584 S13,5QS.6SJ .500 $~.3S3.OS1 

tV 
~ 

1998 $14,243.983,456 SI,373,762.000 . 512,870.226,453 $884,162,9:50 $13.,359.225,.506 S488~,053 


f99i) $14.504.J97.390 $1.693.189,J97 S12,811,008.193 $1,-490.055.669 S13.o.t4. 14] ,721 1.203,133528 


lIOO $14,704.~4.979 S2.(J36.563 ,075 $12,667,861.904 $1 ,657.J22.3B9 513.0n,I02S90 $379.240.686 

lOOJ $14,873,9.$7,390 $2.,49.2.,593 ,373 512,381354.017 $1,.871,(JI9C}.597 S 13 ,D02,856,11J3 $621.502.,776 


200l 5J 5,026.6&4 ,655 $2,895,325 ,831 S 12.131.35.8,124 $2.250,773.901 SI2.77S.910,7S4 $644;.551,930 


2803 S15,nl.963,333 S3,289,O:U ,.508 SI1,8R2,931.82S $2,.849,694,628 $12,322.,268,704 $439.336.8110 


2004 SI5.309,737.,'lBJ $3 ,636.{»4,259 $11.673.733.001 $3.293.096.547 $12..016,640.713 " $342.907,712 


2OO:S $ 15.445.09"J,075 $3.976,785.537 $11.468..34Y7,538 $3.489.298.999 $11.955,794.076 $487.486,.S38 

c... 

2006 SI5.572....500.525 $4.610,393.125 $10,962,107.400 SJ.8S9,4,(U.013 $11,7]3.019.512 " $750.912, U 2 0 
I 

1807 $15,696,145,495 $.5,316.~S,4S3 $1O.3ltl,660.D42 $4.,5Q2..709,770 $11,195 ,435 :12S $813.775,683 z 

2808 $1:5,.8J3,509,916 $5,941,00'1,]34 $9,865".soa.781 $5,101..260,234 $10,712,249,682 5846,740,900 I 
J:> 
0

2D09 SI5,928.687.332 $6.294.327,908 $9.634,359.425 $5.980.190,749 $9.,948.496.583 $314.137.159 0 
0 

" 1010 S 16.032.615.587 $6.463,091 ,632 $9,569.,537 .9SS $.6,416,227.42t $9,616,408,166 $46,870,211 :E 

D20U $16.141 ..541,812 " $6,590,5 t8,384. S9.5S1.023,42l1 56.54].189,147 " S9.,599,652.ll65 $43,629,236 If) 

. $6,9:50,988,334 
If)

lOU $16,240,905.109 $6.%8.825,782 $9.,272..079 ,327 $9.289.916.775 . 517.837.447 0 
0 

1995-2th2 $1.70,235.055.826 $64,999,873 ,364 $205.235,182.462 $57..621.69.5 ,2.20 S212.613,360.ti06 $1.378,178.144 

.. All dollar amounts are expressed in currem year dOIlarsf·or each year reported. 

-uSOURCE: PRIME tnstitute,' University of Minnesota, February, '995. J:>" 

~ 
tV 
lSI 

.> 
GAlTREI8JQs.3l:2:2J95 

http:57..621.69
http:S13.o.t4
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Tabte S. CCJS1 to Federal " SU1e GovenunenU Due to GATT Extemioo of 
Existing Dmg Patents: 1!J!9S-2012

Generic Snings 

Loet to BATT 

Ext. 'Period 

11996 ..... pns. IAIIue II 

Medieaid Ou.tpatieat $783 .103.239 

MedieaJd IIIpatiml $125"S31 .811 

Medicare lapaiienC $199,281,766 

Other Feder.al ,. State Go91. SI54.229.429 

.. T" ·PederaI & SUteo Gon.. 11,262..W6.2S5 

"All dollar amounts are expressed in 1996 net present value dollars. 

SOURCE: U.S. Midenl popWatiQn from Stalislkal Absttacts of the United Stales. 1994.p. 24. 
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Figure 2.. Generic Penetration of Brand Name Market 

by Units Sold and ·Price per Unit 


. Generic Price as 	% of
\ \ ..! Brand'Name Drug Price 

Generics as % of ............ 

............. 	 Total Unim Sold
---- ...... 

...... 
..... "'-  -...... .--..--

N ~ ~ 00 	 0 N ~ ~ 00 0 N v ~ 00 0 N v ~ ~ 
- - - ~ - N ~ N N N ~ MM M M 
Months After Brand. Name Patent Expires 

IS) 	 SOURci: ComPilid by tbu PRIME tnstitutD. UI'liWnlity of Pwimwsota from data fOUnd iR ~ Oro.g IndIlSCl'y 0v0.rIri_. KiddeJ. PesbOO.y, Oct.. 5, .1994 
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REINVENTING 


REGULATION· OF DRUGS 


AND MEDICAL DEVICES· 
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) 

April, 1995 



OVERVIEW 


"Today, Americans don't have to wony about 
safety or effectiveness when they buy {drugs 
and medical devicesJ-from cough syrups to 
ihe latest 'antibiotics or pacemakers. The' 
Food .and Drug Administration has made American 

. drugs and medical devices the envy of the 

world and in demand all over the world. And 

we should 'never forget that, .either. And we 

are going to stick with the stimdards we have

the highest in the world • . But strong standards 

.need not m~an business as usual in every area. " 

President Clinton, March 16, 1995 

Introduction 

Reforming the Federal government's regulatory"processes; while maintaining critical 

public health and safety standards, has been and will contiriue to be a top priority for the' 


. Clinton Administration. Consistent with this commitment, President Clinton and Vice
President Gore asked Health. and Human SeIVices Secretary Donna Shalala to help them 
carefully examine FDA's regulatory requirements. " 

As part of the Vice~President's reinventing government initiative, the FDA has been 

reviewing its regulatory processes to determine which requirements could be reduced or 

eliminated without lowering health and safety standards. This report contains. 

recommendations resul~g from the initial phase of that review. 


Backgrowul 

The Food and Drug Administration is the Agency within the Department. of Health 
and Human SeIVices charged with ensuring that drugs, vaccines; and medical devices are 
safe and effective (Ijld that foods meet basic safety standards. In carrying out these and other 
responsibilities, FDA .oversees more than $1 trillion worth of products, which account for 25 
cents of every dollar spent annually by American consumers. 
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. FDA was created in 1906 to protect Americans from unsafe foods and drugs., In , 
1976, FDA's responsibilities were expanded to include medical devices. During this . 
Administration, FDA has taken significant initial steps to streamline the regulatory process. 
These recent initiatives have resulted in ,new products being brought to market sooner;. but 
more can be done. . 

A Record ofAccomplis1unent 

FDA's recent regulatory improvements include: 

o 	 Shortening Review Times for New Drugs and Devices 

1) 	 FDA now uses expert review panels to expedite the review of certain 
biotechnology products (for example, a joint committee of FDA experts 
oversaw the licensing in record time of the drug interferon beta 1 b . to treat 
certain patients with multiple sclerosis). 

2) 	 Under the Prescription Drug User Fee Act of 1992, drugs are now reviewed 
more quickly.· This law authorizes FDA to charge user fees for dnlg 
applications, and to use these additional resources for the reviews of new 
drugs, vaccines, and biotechnology products. 

Already, review times for new.chemical drugs have dropped from an average 
of 30 months in 1992 to 20 months in 1994. 1 By 1997, FDA will be getting , 
these products to market in a year or less, as fast or faster than anywhere else 
in the world, with no sacrifice in review quality. [APPROVAL CHART] 

3) 	 Medical devices are benefiting from a number of new processes that speed up 
their review; for example,devices that provide significant medical advances 
are now given priority review. 

4) 	 Animal drugs are now reviewed in a more efficient manner that resulted in a 
'record number of 38 new drugs approved in 1994. 

.. 0 Eliminating Unnecessary Regulatory Burden 

1) 	 The FDA exempted. 148 categories of low risk medical devices from premarket 
review in December 1994, relieving manufacturers from submitting 
applications to the Agency and. waiting for their approval. 

1 The 1994 median review time for all new chemical drugs was 17.5 months; (the subset of drugs reviewed 
in 1994 under the user fee program were reviewed in a median time of 13.5 months). 
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2) 	 The FDA has helped to as~ure safe and high quality mammography by using 
existing private sector standards to certify mammography facilities, which are 
mostly small businesses. Utilizing these standards allowed the FDA to 

. implement the requirements, of the 1992 law that all of these facilities be' 
accredited and certified. 

3) 	 FDA has begun a joint program with the Customs Service to automate the, 
entry of imported prOducts into the U.S. The program allows an importer to 
notify FDA by computer of import entries and .receive prompt pennission to 
enter this country. ' 

4) 	 FDA has issued a proposed regulation to permit regulated companies to use 
electronic records and signatures in place of paper. This will save industry 
substantial costs by simplifying ,:ecord-keeping and speeding the filing of 
applications and other regulatory documents. 

As noted in the President's State of the Union address and his recent announcement 
highlighting someo! the recommendations in this, report, ,this Administration is committed to 
promo~g results and not rules. The refonns this report advocates will reduce paperwork 
and eliminate necessary regulation. In so doing, they will strengthen the economy while 
maintaining health and safety. 

Principles for Reforming FDA Reguianon in Carrying out this Review 

In carrying out its regulatory review, the Agency carefully considered the fmancial 
., burdens that its requirements impose on industry and consumers and looked for ways. to 

. allocate or eliminate these burdens. In reforming its procedures and requirements,FDA 
followed these principles: 

o 	 Using perfonnance standards, rather than command and control regulations, 

whenever possible; 


o 	 Expeditin2 product review, without sacrificing the . health and safety of the public; 

o 	 Eliminatin2 unnecessary requirements that may have been appropriate once but are 
not now necessary to public health; and 

o 	 Utilizin2 modern automated technolo2}' as a tool in streamlining. internal Agency 
management and as an aid to industry in meeting their regulatory requirem<?nts. 
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Regulatory Reform Reconunendations 

FDA is proposing a number of reforms that reinvent how FDA regulates. The 
reforms included in this report are estimated to save the drug and device industries $500 
million per year in unnecessary regulatory costs. These reforms will also let FDA better 
target its resources. . . 

o 	 Reducing or eliminating many of the FDA requirements for companies to get 
approval for changes in their manufacturing facilities or processes for manufacturing 
drugs, biotech drugs, and other biologics; 

o 	 Allowing manufacturers of biological drugs to get licenses for pilot facilities 
instead of making them build full-scale plants. Manufacturers will still have to show 
they can meet safety, purity, and potency standards; 

o 	 . Permitting greater flexibility in the appeamnce of distributors' names on 
biological product containers, package 

!
' labels, and labeling; 

o 	 Eliminating outdated. requirements for insulin and antibiotics and allowing a private ' 
standard-setting body to establish te~ting and quality standards (thus 600 pages of . 
Federal regulations will be eliminated); 

o 	 Excluding drug and biologic manufacturers from requirements for most 
environmental assessments, which currently. cost tens of thousands of dollars each 
time a new product is developed and provide no real benefit to the envrr.onment; 

o 	 Exempting nearly 125 additional categories of low-risk medical dyvices from 
premarket review; 

o 	 . Eliminating the "Reference List" by clarifying that market clearances of low-risk 
devices will not be withheld unless FDA fmds a reasonable relationship between the 
nature of currentviol~tions and the application under re~iew; 

o 	 Developing a pilot program for review of low-risk medical devices by outside 
review organizations to determine if such a system could be developed permanently;' 

o 	 Speeding the marketing of medical devices by seeking authority to charge industry 
user fees for device reviews, and committing FDA to meet certain strict performance 
goals; . 

o 	 Expanding opportunities to export drugs and medical devices to industrialized 
countries; 
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o 	 Issuing a public statement clarifying how FDA detennines the effectiveness of new 
drugs and devices; , ' 

0' 	 Harmonizing FDA's drug and device approval requirements with those of other. 
countries, thus expediting worldwide marketing of new products by reducing 
duplicative testing; " . 

o 	 Expanding and stanruard.i.ziIlg the use of new information technologies for review of 
new products and to speed up import entries. 

Additional proposals for refonning the regulation ·of drugs and medical devices are 
being developed and will be announced in a later report. They will accompany, 
recommendations related to the regulation of foods and veterinary products. 
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FDA'S PROPOSALS FOR REFORM 


-Drugs 

New drugs must be approved by FDA prior to marketing. ,Under the provisions of 
the Federal Food, Drug and Cosmetic Act, they are tested first in animals, then in humans, 
and the data are submitted to FDA scientists for review via a New Drug Application. 
Biologics indude vaccines; blood products, and-drugs made using biotechnology. They are 
licensed under a different legal authority than drugs, and are therefore subject to somewhat 
different requirements. Before marketing a new biological product, the sponsor m~st submit 
for FDA's approval a Product License Application, which presents safety-and efficacy data. 
The facility making the product must submit an 'Establishment License Application 

. demonstrating that the product can be accurately and safely manufactured. 
. 

. Although full marketing of drugs must await FDA review and approval, in recent 
years- the Agency has established -ways for patients to gain early access to treatments for life- 
threatening diseases. 

FDA also approves such changes as substituting different ingredients by reviewing a 

"supplement" to the original application for approval. . 

. This section of the report describes reforms bt the regulation of biologics and drugs. 
The reforms include: permitting biologics manufacturers to demonstrate their capability to 
make the product without fJl'St building a full-scale production plant; changing biologics 
labeling requirements to remove an impediment to flexible manufacturing, packaging and 
distribution arrangements; allowing manufacturing changes for both drugs and. biologics to be 
made with less FDA prior approval; eliminatirig certain manufacturing requirements 
concerning antibiotics and insulin; and eliminating nearly all environmental impact statements 
for both biologics and drugs. ' 
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New 'Policy to Permit Use of SmaH-8cale and Pilot Facilities 

During Development of Biologics 


Background: Lack of clarity about establishment licensure requirements has led some 
biologics manufacturers· to make major capital investments.in full-scale manufacturing 
facilities before initiating the large clinical trials necessary to demonstrate the safety and 
efficacy of their products. Such investments can result in significant fmandaI losses if the 
product is not ultimately brought to market. 

Proposal and Justification: FDA will specifically state that manufacturers may use pilot. 
and small-sct;de facilities to demonstrate safety and effectiveness and to support approval. 
Under this reform, companies may immediately submit applications for clinical studies or 

.,' approval of products manufactured in small-scale or pilotfacilities. . . 

Although the manufacture of biologics warrants a high degree of quality control and 
regulatory oversight, FDA believes that licensure 'of pilot and small-scale facilities provides 

. industry with the flexibility .it needs without diminishing public health protection. - As a 
result, FDA will issue product and establishment licenses on the basis of demonstrated 
safety, purity,' and potency of the product manufactured in the pilot or small-scale facility. ~ 
Moving to a full-scale facility will require only a supplement to the manufacturer's 
product/establishment license applications. 

Impact: Of 1,500 active and pending investigational new drug applications(INDs) (the 
manufacturer's appliCation to begin testing a drug product in humans) for biologics, 100-500 
current applicants need to decide whether to construct new facilities. Under this reform, a 
significant number of these companies may choose not to construct a new full-scale 
manufactUring facility. Instead, they may decide to use a pilot' or small-scale facility, with 
potentially great cost savings. It has been estimated to Cost $25 million to construct a 
biologics manufacturing facility, and about $15 million a year-to operate. . 

Implementation and Timeline: Companies may apply immediately for licensure of small
scale and pilot facilities and their appliCations will be considered. FDA will issue a guidance 
docllment to clarify its policy on licensing small-scale and pilot facilities within the next three 

.. months. .. . 
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Revision of Labeling Requirements for BiolOgical Products 

Background: Companies that develop a product sometimes fmd it advantageous to have 
their product manufactured by another company. Many small start-up companies, such as 

. many biotechnology fmns, prefer this option because they do not always have the 
manufacturing capabilities necessary to produce commercial quantities of a drug. However, 
FDA's current labeling regulations are a disincentive to such arrangements: the 
manufacturer's name must be displayed on the label more prominently than that of the 
developer's (which can be listed only as a selling agent or distributor). 

Proposal and Justification: FDA will allow the distributors' and selling agents' names to 
be displayed prominently on brological-product containers, package labels, and labelitig. 
This change will provide the biological products industry. with the flexibility that it wants, 
and at the same time, maintain current label urrormation on product manufacture and origin. 

Impact: The change in labeling requirements will allow prominent display of the name of 
the. distributor or selling agent, thereby removing an impediment to flexible manufacturing; 
packaging and distribution arrangements. 

Implementation and Timeline: FDA will publish a proposal to revise its biologics labeling 
regulations within six months. 

! 
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Drugs and Biologi~: Eliminating Many Requirements 
for FDA Approval of Manufacturing Changes . 

Background: FDA regulations govemingdrugs and biologics require applicants to obtain 
FDA approval before implementing many manufacturing changes for those products. To 
obtain approval, manufacturers submit "supplemental" applications to FDA, of which the 
Agen~y receives several hundred each year. These changes range from the addition or 
subtraction of an ingredient, to using a different production facility or different equipment 
within the same facility, to changes in packaging or labeling. Manufacturers must often wait 
six to twelve months to receive FDA approval, during which time the manufacturer is 
prevented from' making changes to the product or production facility that they believe are 
more efficient or otherwise necessary. . 

Proposal and Justification: FDA wiU reduce the numberojclumges that require pre~ 
-approval. Described below are the procedures for accomplishing this new policy for drugs . 
and biologics. 

DRUGS 

FDA's Center for Drug Evaluation and Research (CDER), the Agency component 
responsible for oversight of human drug products, is developing a guidance for drugs in. 
tablet and capsule form (other than those for controlled .release). This document, designed to 
ease pre-approval requirements· for certain manufacturing changes, would distinguish changes 

. that are unlikely to have any detectable impact on a drug product's quality and performance 
from those that could have a significant impacL Examples of changes unlikely to have an 
impact include the deletion of a color from a product or changes from non-automated or non
mechanical equipment to automated or mechanical equipment for moving ingredients. The 
proposed FDA guidance would ease the pre-approval requirements for these and other . 
manufacturing changes when the proposed manufacturing change does not affect the drug's 
quality or performance. . 

In all instances in which prior approval would no longer be- required, FDA would still 
receive notification of the manufacturing changes from the drug manufacturer; either when . 
. the change takes effect or through annual reports on the drug application. . 

BIOLOGICS 

The Agency will create a reporting process tailored to the severity and complexity of the 

change. Less stringent reporting requirements. will apply when the changes do not pose 

demonstrable effects on product purity ,potency or safety -- or when changes are readily 

amenable to on..:site scrutiny during routine inspection of the production facility.FDA will 
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classify its oversight of manufacturing changes for biologics as follows: 

Category 
\ 

I:· Changes where no supplement submission will be required. The sponsor will 
generate .and retain all relevan~ data deflning (and validating, if necessary) changes being 
made. The flrm may voluntarily notify the Agency of the. changes and date of 
implementation. 

Examples: Changes in the supplier of components (such as stoppers, vials, seals) that meet 
established speciflcations; changes whlch tighten existing speciflcations to provide greater 
assurance of product purity and potency; relocation of equipment in appropriate areas within 
approved facilities. 

. . 

Category II: Chang~s for "'hich the sponsor submits a standard supplement; . unless the 
. Agency objects,", the spe;nsorcan automatically implement the change in 30 .days;. 

',,, . . 

Examples: Expansion of existing manufacturing support .systems (such as heating,' 
ventilation,and air conditioning); modification of an approved manufacturing area which 
does not adversely affect safety, purity, or potency of product (such as adding newintenor 
partitions lor walls·to increase control over the environment or.replacing or adding new 
surfaces to enhance cleaning); replacement of equipment ,with that of simi.lai but not identical 
design and operating principle that. does not change the manufacturing' process. 

Ca~egory·m:· Changes requiring AgencY'approval prior to implementation. 

'. 
Example: Change in processing conditions (such as process time, process temperature, or 
ftltration pro<-:ess); change in dosage form (such as.a change from a liquid to a powder); 
extension of dating period; use of a previously unapproved manufacturing area or facility. 

, . 

Impact: These changes will beneflt industry 'by:" (1) saving resources that would have been " 
spent on preparing supplemental applications; (2) permitting changes to Occur without waiting 
for prior FDA approval; 'and (3) encouraging certain manufacturing hnProvements. Under 
the new procedures; the manufacturing site changes described above _for drugs could~ 
carried out--and the new site could begin operating--in a matter of weeks, and with 
signiflcant cost savings. And the new policy will permit amanufacturer to change automated 
equipment without ,prior FDA approval, ali lmprovement that will make newer facilities and 
equipment available to manufacturers' much more quickly. Similar changes for biologics 
manufacturers will speed their ability to change production facilities or make other 
manufacturing inIprovements. ' 
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FDA will also benefit from these changes .. The Agency estimates that this reform will 
eliminate its current review of more than 800 supplemental applications for drug and 500 for 
biologics annually. [For biologics, approximately 25 percent of supplemental applications 
(250) will fall into Category I, 25 percent will fall into Category II, and 50 percent will fall 

into Category ill.] 


Implementation and Timelim;: For drugs, FDA will issue a guidance for most products 
sold in tablet form by the end of the year that will describe how these requirements will be 
relaxed. By the end of 1996, FDA will extend this guidance to other dosage forms, 
including controlled release drugs, liquids, and semi-solids. 

For biologics, FDA will immediately issue a guidance document to implement the new three
category plan. The document will identify the types of changes in manufacturing procedures 
and establishments that may be carried out without prior approval.. This guidance document 
will clarify ~hichchanges will not require a supplement. Within nine months, in a second 
step, FDA will propose amending its regulations to reduce further the instances requiring an . 
FDA approval before products may be marketed. loan examination analogous to. this for 
manufacturing changes, the.Agency will also be reviewing its policy toward lot release of 
some biologics (Le., a procedure whereby the Agency approves each batch of biologiCs prior . 

. to distribution), to determine how those requirements can be relaxed as well. 
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Antibiotic and Insulin Standards and Insulin Certification 


Background: Section 506 of the Federal Food, Drug, and Cosmetic Act requires FDA to 

certify individual batches of drugs containing insulin as meeting standards of identity, 

strength, quality, and purity that are described by FDA regulations. 


Section 507 of the Act imposes similar requirements for antibiotic drugs. The regulatory 

specifications for antibiotic 'drug products occupy more than 600 pages in the Code of 

Federal Regulations. ' 


Antibiotics and insulin are subject to more stringent requirements than those applied to other 

drug products. For example, section 505 of the Act, which applies to most human drugs 

does not- require FDA to certify individual batches of drug products or to issue product 

specifications prescribed in regulations. Moreover, in some cases, the insulin and 'antibiotic 

regulations known as "monographs" are outdated, reflect old, technology or methooology, 

prescribe standards for products that are no longer marketed, or oonflict with the standards 

found in the United States Pharmacopeia (USP). The USP, a Compendium of standards of 

strength, quality, and purity for drug products, is published by the United States' , 

Pharmacopeial Convention, a private entity. Because the FDA can change its staDdards for 

insulin and antibiotic products only by regulation, the USP standards are often more, up to 

date. The existence of conflicting standards can be confusing to the industry and,to FDA 


, staff who must determine whether a particular product meets the Correct specifications. 

Proposal and Justificati()D: 'FDA proposes tosupporl the repeal of the cerlification 
requirement for insulin. Congress enacted this statutory requirement decades ago, when 
insulin products were new and manufacturing and testing technology was rudimentary. Since 
then" the Agency and industry' alike have become much more sophisticated and experienced 
with insulin manufacturing, so that certifying each batch of insulin is no longer necessary. ", 
Moreover, only two fInns currently market insulin in the United States, and in the past 8 
years, FDA has foun~ no failures in more than 500 batches 'of insulin that it tested for 
certification purposes. 

FDA also proposes to support the repeal of the statutory requirements for the FDA 
monographs that are now issued for insulin and antibiotics. In the 1940's, when Congress 

, enacted those sections of the Federal Food, Drug and Cosmetic Act, detailed regulations 
setting forth standards and tests were thought to be necessary to ensure the qUality and the 
safety of these products. At that time, Congress also expressly recognized', at least with 
respect to antibiotics, that a time would come when manufacturing technology would, 
overcome the need for certification of such detailed regulation. 

FDA also supports the repeal of the statutory provisions Which allow for the certification of 

antibiotic drugs. The ability to control antibiotic drug quality is also well-established. For 
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example, a GAO study'published in 1981 reported that from 1977 through 1980, less than 
one percent of all antibiotic products did not comply with monograph standards. FDA 
therefore concludes that the additional controls are no longer necessary to ensure the safety 
and efficacy of insulin and antibiotic drug products. . 

The Agency therefore proposes to regulate the approval of new insulin and antibiotic drug 
products, and generic antibiotic drug products, much as it deals with other human drug 
products. Concerning tests and methods of assay, the USP will maintain the standards for 
insulin and antibiotics in the same way that it maintains such standards for other drugs. 

Impact: Under this reform, insulin manufacturers would no longer be required to submit 
applications and samples to obtain batch certification. And because the insulin industry is 
subject to certification fees under section 506 of the Act, the change would eliminate those . 
fees. 

Eliminating the statutory requirement for FDA to issue antibiotic monographs that set forth 
standards for tests and methods of assay forparucular drugs would benefit antibiotic drug 
product manufacturers. This change would eliminate the confusion created by actu3I and 
potential differences between FDA regulatory standards and the USP .. 

Eliminating the regulations specifying insulin and antibiotic drug standards and tests will 
remove over 700 pages from the Code ofFederal Regulations . 

. [INSERT CHART ON ELIMINATING 600 PAGES CFR] 

Implementation and· Tini.elirie: The Administration will promptly propose legislation to 
repeal section 506 of the Act (which pertains to. insulin) and to repeal section 507 of the Act 
(which pertains to antibiotic drug products). FDA would continue to approve new insulin 
products under section 505 of the Act, and would also. seek to have antibiotic drug products 
and generic antibiotic· drug products· approved under section 505 of the Act. 
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. Environmental Assessments for Human Drugs 


Background: The National EnviroqrnentalPolicy Act (NEPA) requires all federal agencies, 
including the FDA, 'to assess the environmentai impact of their actions which may 
significantly affect the qUality of the human environment.· A drug cannot 00" approved 
without a manufacturer having submitted an acceptable Environmental Assessment (EA). On 
the basis of FDA analysis of the EA, the Agency can either issue a "fmding of no significant 
impact" (FONS!),. or decide that a full environmental impact statement (EIS) must be 
prepared. An EA test is usually quite expensive; yet, in virtually every case, a FONSI is 
issued. 

Each year, the pharmaceutical industry submits approximately 50-60 full BAs and about 50 
abbreviated EAs to the Center for Drug Evaluation (CDER). Phaimaceutica1 fInns also send 
20-25 EAs annually to the Center for Biologics Evaluation and Research, some in 
abbreviated fonn. And yet, in recent years,~FDA has identilled only one product, Taxol, as 
presenting any potentially significai1t environmental concerns .. In the case of Taxol, the 
environmental impact was due to harvesting of Pacillcyew trees, an endangered species. 

In Taxol'scase, CDER incorporated by reference the EIS prepared by the U.S. Forest 
Service to address the resource question; the manufacturing process and use were addressed 
through the routine EA and were found to have no significant impact. It canJake up to six 
months to review .the·EA, obtain· additional infonnation from the fInn to correct any 
defIciencies, and issue a FONS!. 

· Proposal and Justification: FDA proposes to increase the. number of categorical 
exclusions from the EA and BIS requirements., 

FDA proposes to reduce the numl;Jer' of BAs required to be submitted by industry and, 
consequently, the number of FONSIs prepared by the Agency under NEPA by increasing the 
number of categorical exclusions based upon little or no impact of the use of the drug on the 
environment. Based upon its experienCe to date in reviewing environmental assessments, 


· FDA believes that nearly all product approvrus will qualify for categorical exclusion. For 

example, virtually all drug approvals would result in only minute releases of the~drug into 

the environment· as a result of human use and that such releases would· not be . 
environmentally significant. FDA will provide for extraordinary circumstances in which a 

nonnally excluded action may have a signillcant environmental impact--circumstances that 


·would require at least an EA. Taxol is.ail example of such an extraordinary circumstance.· 


Impact: These changes will substantially benefIt· industry and will improve regulatory·. 

efficiency without having any adverse impact on public he3lth· or the environment. Industry 

would save from $40,000 to $150,000 on each EA. . 
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Implementation and Timeline: These changes will ~ implemented by amending FDA 
regulations, in consultation with the President's Council on Environmental Quality (CEQ),to 
increase the number of categorically excluded actions for which an EA or EIS is not 
required. New regulations will be proposed in consultation with CEQ in six to nine months. 
Policy guidelines clarifying current procedures will be published sooner. 
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Medical Devices 

There are three classes of medic,a.l devices. Class I devices, such as tongue 
depressors, are subject only to general regulatory controls and receive little Agency 
oversight. Class II devices, such as infant incubators, are subject to speeialcontrols such as 
perfonnance standards to ensure their safe and effective use. Class m devices, such as 
implantable pacemakers, are generally life-sustaining or life-supporting, are implanted in the 
body, or present potential unreasonable risk of illness or injury. 

. ' 

New devices enter the market in one of tw~ ways: (I) through a premarket 
notification process, known as a "510(k)" because it is authorized under section 510(k) of the 
Federal Food, 'Drug and Cosmetic Act; and (2) through a more extensive premarket approval 
application (PMA). " , 

Under the 510(k) process, FDA mustdeteImine whether a device is "substantially, 
equivalent" to a' device that is already legally marketed. A manufacturer using the premarket 
notification process infonns FDA about the device and why any changes in its device can be 
made safely. (Some low-risk devices have been exempted from premarket notification.) If 
FDA fmds the device to be "substantially equivalent, II the manufacturer may market the 
device and must then comply with good manufacturing practice (GMP) requirements to 
ensure that the device is properly made. More than 90 percent of all devices enter the: 
market under the premarketnotification process. The more extensive premarket approval 
application is targeted toward Class m devices. 

The refonns below are: additional exemptions from premarket notification; 
elimination of the current reference list program which link GMP inspections to new device 
approvals and replacing, it with a process that focuses on serious GMP problems '3.nd how 
they may be applicable to individual premarket notification actions; a pilot program for 
,external review of new devices; and a user 'fee program to speed device approvals. ' 
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Medical Device Exemptions from Premarket Notification 

Background: Currently, the Federal Food, Drug and Cosmetic Act requires that 
manufacturers of most medical devices submit information to the FDA and receive FDA
clearance before putting the device on the market, even if the device has an extremely low 
risk. Review of low-risk devices is not necessary to protect the public health and places an 
unnecessary regulatory burden on device manufacturers. 

FDAcurrently regulates about 1700 types of medical devices. Of these, 441 categories of 
low-risk devices (such as stethoscopes, hernia supports, and surgical microscopes) have 
already been exempted from the requirement of premarket notification, including 148 
exempted in December 1994. 

Proposal and Justification: FDA wiU exempt up to an additional 125 medical device . . 

categories from premarket notification requirements. As a result, about 580 categories, or 
more than 1/3 ofall categories ofdevices, wiU be exempt from premarket notification 
requirements. 

Public 'health will not be compromised. by the exemption of these,devices. from premarket 
review. These devices will remain subject to good manufacturing practice requirements,· 

. which include regular facto.ry inspections, record keeping and.device problem reporting. . . 

[INSERT CHART ON EXEMPI10NS] 

Impact: The. device industry 'will no longer have to prepare and submit--and the Agency 
will not have to process and review--510(k) premarket notification submissions for the 
exempted device categories. FDA receives about 700 submissions' each year for devices in 
these 140 categories and will be able to redirect the resources for the review of these " 
products to more complex products. . 

Implementation and Timeline: . FDA Device Advisory Panel Chairs are now reviewing the 
proposed exemptions and will complete their review by the end of this month. The majority
of the device categories are currently in Class, II, and under the law; must be reclassified to 
Class I before being exempted from FDA review. By June 1995, FDA will propose to 
reclassify these devices from Class II to Class I and to exempt them from premarket 
notification requirements. ' 
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Elimination of the Reference List 


Problem: Under a program known as the "Reference List," FDA tracks medical device . 
manufacturers found by FDA field inspections to have serious GMP violations. GMP 
violations are flaws in the manufacturing process that have the potential to affect the safety 
or efficacy of the product. If a firm is on the list, FDA may defer authorization for the fmn 
to market a new product under section 51O(k) of the FD&C Act. 

The basis for placing a firm on the list has been an inspectional finding of serious GMP 
problems. In issuing the manufacturer a, warning letter about its G~ violations, the FDA 
has advised the manufacturer that the Agency may not give marketing clearance to pending 
applications until the violations are corrected. A company is removed from the list only after 
FDA has re-inspected the fmn and found that all serious GMP violations have been 
corrected. This process can take up to 6 months. 

Industry has criticized the list as not needed to protect the public· health.· Industry views the· . 
list as a "blacklist" beCause it feels that the Agency does not make clear which fmns are 
placed on the Reference List or when they are removed from it. Moreover, because it takes 
time to re-inspect after violations are found, manufacturers may be delayed in marketing 
their products. 

Proposal and Justification: FDA will eliminate the Reference List ·and instead focus 
attention on the appropriate linkage betWeen serious GMP deficiencies and individual 
pending 510(k) applications. FDA will also clarify that market clearances of Class I and II 
devices will not be deferred unless FDA fmds a reasonable relationship between the nature of 
the current GMP violations and the application under review. A reasonable relationship will 
be found only if there are G~ violations that are directly related to the product under 
review or if there are systemic violations that are generally applicable. FDA will not defer· " 
510(k) applications if no such reasonabl~ relationship is found. 

Second, if market clearance ofthe ,application is deferred because ofGMP violations, F,DA 
will either reinspect the finn within 60 days after being notified that c01Tective actions have 

.. "been taken, or clear the 510(k) application without a reinspection. . ' 
. , 

Finally, FDA will prepare clear written policies and procedures so that.companies know if 
they have an outstanding GMP violation,understand when their 510(k) applications may 
be held up due to GMP violations, and 'the procedures to follow to correct the problems 
and obtain the device application clearance. 

Impact: The proposed changes benefit industry by providing assurance that no market 

clearance will be deferred unless a clear linkage between GMP violations and the device 


,
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under review is found. In addition, by clarifying FDA's procedures, any industry fear of 
indiscriminate delay in the clearance of a 510(k) application will be eliminate4. Finally, . the 
ftxed time frame for reinspection beneftts manufatturers by removing uncertainty about when 
they will be able to market their products after they correct GMP violations. . 

Implementation and Timeline: The Agency will implement these new policies and 
procedures by publication of a notice in the Federal Register by May of 1995. FDA will 
immediately review all deferred applications to detennine if the GMP violations are 
reasonably related to the pending applications. Firms with GMP violations unrelated to the 
pending applic.a,tions will have their applications cleared unless there are other problems. 
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Medical Deyice External Review. Pilot Program 

Background: Almost all medical devices enter the market by an application process· in 
which the manufacturer demonstrates that the device is "substantially equivalent" to a device 
already ,marketed. The device industry contends that this process inhibits innovation and 
competitiveness because, due to limited resources,. FDA takes too long to review these 

. applications. (A comprehensive assessment of FDA's device review resource needs, 
conducted by FDA and audited by the·device industry, documented an annual shortfall of 
about $24 million and more than 200 staff positions.) , . 

Industry recommends that FDA adopt an approach similar to that used in the European 
Community, in which device fIrms have their device applications reviewed by a third-party 
scientiflc·organization accredited bythegoveminent Under this approach, manufacturers 
pay third-party organizations for their review, the third-party organization·notifles the· 
government of the results of their review, the device, is marketed without government review, 
and the government moriitors the device after it is on the market for subsequent safety 
problems. This concept has not been tried in the United States, so its' applicability in this 
country is unknown. 

Proposal and Justification: FDA proposes to create apilot prograin!or exterom reviews 
ofdevices. This pilot program will contain several key elements of the EUropean modelto 
test whether that model is appropriate the United States. The program will have the ,. 

, following elements: 	 ' 

o 	 . At least ten categories of devices, comprising at least lOO-400device applications 
annually, ·will be identifled fot eligibility in the program; 

o 	 . Those categories of devices will have a low to. moderate risk profIle, which have clear " 
. standards for market clearance, and which do not require clinical data as part of the 
. application (e.g., applications which principally raise engineering issues); 

'I o The outside reviewers will be accredited by FDA as capable of assessing the design, 
.. performance, and safety of devices; 

o 	 The accredited review organization will be respoQsible for conducting the entire 
review of the device application, producing a written review document, and making a 
recommendation to FDA. The review will be checked by FDA and the fmal decision 
will be made by FDA and C9mml,lnicated to the company; 

o 	 The program will be funded by the manufacturer's payment to the reviewer for its 
services. Participation by manufacturers will be voluntary; and 
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o 	 The accredited, reviewing organization will be expected to demonstrate independence 
from device manufacturers for whom they will be doing reviews, and conflict of' 
interest standards will be adhered ,to. 

Impact: The pilot program will allow FDA and the device industry to determine the 
feasibility of third-party reviews of devices. It will answer questions such as whether private 
groups can conduct a thorough, rapid review; whether such groups exist or will need to be 
created;' whether safeguards against improper influence of non.,.government reviewers can be 
established; and how much groups will charge for these services. 

Implementation and Timeline: The pilot program will begin early ,in the next fiscal year. 
The pilot program will operate for two years, ,and during the second year FDA will evaluate 
its success and potential for expansion and permanent cOntinuation. 
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Device User Fees 


Background: Even if the medical device external review pilot program and other 
streamlining efforts detailed tn this report are successful in reducing resource demands upon 
FDA's device' program, the Agency will still lack sufficient resources to ensure timely action 
and review of device applications. Each year, FDA receives approximately 40-601Premarket 
Approval Applications (PMAs), 400 PMA supplements, and 6000 premarket notification' 
actions for marketing devices under section 51O(k) of the Federal Food, Drug and Cosmetic 
Act In fiscal year 1994, the average review times were about two years for PMAs, one 
year for PMA supplements, and 215 days for premarket notification [although premarket 
notifications, which have been the most controversial, were down to a median time of 98 
days in January. 1995]. Compare that to fiscal year 1990, when the average review times 
were ten months for PMAs, six months for PMA supplements, and 100 days for premarket 
notifications. These lengthy review times delay the introduction of devices into the market. 
FDA can reduce these review times, without diminishing the public health protections it 
provides, if it had adequate resources to review applications. . 

Proposal and Justification: The FDA proposes to authoriu user fees for applications. 
FDA will Collect fees for reviewing PMAs, PMA supplements and premarket notification 
actions (51O(k)s) and dedicate them to funding premarket review and related activities. In 

. addition, FDA .will commit to specific perfonnance goals. 

FDA will agree to perfonnance goals of (1) eliminating the backlog of applications within 24 ' 
months; (2) completing a comprehensive, substantive.review for.90 percent of PMAs in 180 I 

. days; and (3) taking a fmal action on 95 percent of 510(k)s in 90 days .. These perfonnance 
goals were negotiated with the industry as part oflegislation proposed last year, and major 
segments of the device industry supported. them. 

Impact: The proposed solution will address a major complaint about federal premarket 
review times for devices. The device industry will benefit from increasingly faster review 
and approval times, will be able to market ·new and innovative products faster, and will . 
become more competitive in foreign markets. Consumers inside and outside the United 
States will benefit from easier access to new and improved products. 

[INSERT CHART] 

Implementation and Timeline:. User fees will require' statutory changes to the Federal . 
Food, Drug and Cosmetic Act The Administration has proposed these changes in the budget 
for fiscal year 1996. Device user f~s would account for $23,740,000 of the Agency's budget 
for the entire fiscal year, and the funds would include associated start-up costs and the hiring 
of over 200 staff people over the first two years. 
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Cross-Cutting 

Several issues confronting FDA cut across product lines and affect both the 
phannaceutical and medical. device industries. Exports involve two such iSsues. One of 
them is the different mandatory requirements that the Agency .rriust follow in approving 
exports of drugs and medical devices.' The other export issue stems from the varying 
standards for regulated health care products in the U.S. and iri. many of its trading partners. 
FDA plans to ease some of the current export restrictions. Also, the Agency will intensify 
its efforts to bring into hannony international standards for health care products, so that 
flIlllS developing new products will have to d~ with only one set of requirements. 

Another issue raised by both the drug and device industries is whether FDA requires 
new products to be shown to be superior, as opposed to equal, to products that are already 
on the market. An upcoming policy statement will clarify the Agency position. FDA also 
proposes to take steps to advance the development of an electronic information system to 
support the review processes, and to unplement the second phase of an automated system for· 
the processing of imports. 
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Drug and Device Exports 


Background: Drugs and medical devices not approved for sale in the United States are now 
exported under different statutory requirements. 

Drugs may be exported only to the 21 developed countries listed in the statute if,among 
other things, (1) the sponsor has an investigational new drug (IND) exemption in effecUhat 
permits testing in humans; and (2) the drug is approved in the impOrting country .. 

Devices may be exported if FDA determines; based on information supplied by the exporting 
company that: (1) export of the devices does not harm public health and safety, and (2) the 
device is approved for importation by the importing country. . 

Manufacturers have contended that these requirements place. them at a competitive 
disadvantage and that FDA review of exportation to foreign countries is both time-consuming 
and unnecessary. . 

Proposal and Justification: It is proposed to allow the export ofdrugs to any of the 
statutorily-listed countries without an IND. In addition, the Administration proposes to . 
work with Congress on changes in the current law based ·on an examination of whether to 
amend the present list of 21 countries, and .whether to adopt other changes. 

FDti.prop()ses/wo new criteria for allowing devices not approved in the U.S. to be exported 
for marketing abroad without prior FDA pennission: (1) devices can be exported to 
advanced industrialized countries (the list of which would be determined in consultations with 
Congress) if the devices conform to the importing country's laws; (2) devices can be 
exported to countries not on the above-mentioned list if the exporter has an Investigational 
Device Bxemption- (IDE) permitting testing on humans in the U. S., if the importing country " 
has given FDA a letter providing blanket import approval for IDE-type devices; and the 
device is in compliance with the importing country's laws. . 

This change from current procedures would significanpy relax restrictions on exports to 
industrialized countries while leaving intact existing protections for countries that are .not 
industrialized. ( . 

. .' 

Impact: For drugs, companies will be able to export their products for marketing in the 21 
developed countries listed in current law, even if they db not have an IND in the United 
States. 
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For devices, exports to the'most significant markets--industrialized nations such as Japan and 
the European Community, will be exempt from FDA's oversight. The U.S. industrY will be 

. spared the expense of developing and submitting export requests to FDA and would not need 
to await FDA review, which now averages 16 days but-can take as long as 150 days. 
Furthennore, a fInn with an appropriate IDE will be able to export the unapproved device to 
less developed countries which have agreed to such importation without going through FDA 
review, currently averaging 10 days. The U.S. device industry believes that these changes 
will encourage fInns to remain in the U.S. rather thail moving their operations abroad. FDA 
could redirect the resources used for the current export approval, program to more pressing 
public health matters. 

Implementation and Timeline: Discussions with Congress on both drug and deviCe 
legislation could begin immediately. Pennitting devices with an IDE to be exported without 
further FDA clearance to countries who have provided prior agreement can be accomplished 
administratively by FDA, and proposed regulations will be issued within four to six months. 
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Effectiveness of Drugs and Devices 

'Ba~kground: The phannaceutical and medical device industries have argued that FDA 
requires a new drug or Class' ill device. (highest risk) to be shown to be more effective for, its 
intend~ use than comparable therapies that are already approved for marketing. 
Representatives of these industries believe FDA's requirements for demonstrating efficacy 
presents unreasonable difficulties to the development of new therapies and bringing them to 
market.. ' 

( 	 New industry representatives also argue that the Food, Drug and Cosmetic Act should not be 
read to require multiple clinical studies when one pivotal study could suffice. 

Proposal and Justification: FDA proposes to issue apublic statement to respond to this 
concern. The statement will make the following points: 

Comparative Effectiveness 

Under the Federal Food; Drug and Cosmetic Act, new drugs and .Class ill devices must be . 
shown to be safe and effective for their intended uses. In evaluating the safety of a new drug 

'. 	or Class ill device, the Agency weighs the demonstrated effectiveness of the product against 

its risks to determine whether the benefits outweigh the risks. This weighing process also. 

takes into account information such as the seriousness' and outcome of the disease, the 

presence and adequacy of existing treatments, and adverse reaction data. 


. 	 . 
, 	 ' 

In evaluating effectiveness, as with safety, FDA reviews new drugsaild Class ill devices on 
their merits. The Agency does not require new drugs and Class ill devices to be more' 
effective than therapies for the same disease or condition that are 'already approved for,' 
marketing. In general, both new drugs and Class ill devices must be shown to be effective 
through evidence consisting of well.:.controlled investigations that provide a ·basis on which it 
can be concluded that the drug or Class ill device will have the effect it is represented to 
have.· 

For the majority of new drugs and Class ill devices,' i.e. new products intended to treat,less 
serious illness or provide relief from symptoms, a showing of effectiveness is usually based 
on a clinical trial comparing the product to a placebo., Such a showing does not involve a 
comparison to' any other product. 
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~ 	 In certain circumstances, however, it may be important to consider whether a new product is 
less effective than available alternative therapies, when less effectiveness could present a . 
danger to the patient or to the public. For example, it is essential for public health 
protection that a new therapy be as effeCtive as alternatives that are already approved for 
marketing when: 

1. the disease to be treated is life-threatening or capable of causing irreversible 
morbidity (stroke or heart attack, for example); or 

2. the disease to be treated is a contagious illness that poses serious consequences to 
the health of others (e.g., venereal disease). 

It should be noted that new pfQducts are often developed for particular subpopulations who 
either do not respond to or are not able to tolerate an existing approved therapy . FDA will . 
generally approve for use in such a subpopulation a product that is shown to have 
effectiveness in·this group, regardless of whether the product can be shown to be as.effective 
in the broad target population as the alternative therapy ~ .This· is because, in effect, there is 
no available alternative therapy for the subpopulation. For example, a number of patients 
cannot tolerate a widely used therapy ror an AIDS-related pneumonia. FDA approved the .. 
drug atovaquone for use in these patients, even though it had been shown to be less effective 
than the standard therapy when tested in a broad population. 

NUinber of Studies Needed. to DemoDstrate Effectiveness· 

." FDA· believes that a showing of effectiveness in one study must be replicated" t~ constitute an 
. adequate demonstration of effectiveness for a new product. While a second study may well " 
be needed to replicate the results of the fIrst study, it is also possible to replicate the results 
Within one; large, multicenter study. 

The biotech drug Pulmozyme·was recently approved to treat cystic fibrosis on the basis of . 
one· multicenter study with features that provided elements of replication. " S.imilarly,· the drug " 
timolol was approved to·treat hypertension.following a demonstration of improved survival in 
a single study involving three different patient groups in three different hospitals; and a· 
multicenter double-blind placebo-controlled trial led to prompt approval of zidovudine for 
AIDS in 1987 when it was found that 16 deaths had ocCurred in the placebo group, as 
opposed to one death· in the group receivirig the drug. FDA has also approved vaccines, 
including a vaccine for Hepatitis A, that have been studied for effectiveness in. a single 
controlled study. . 
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Impact: Placing such a statement in the public record would clarify for sponsors of drugs 
and Class ill devices how FDA addresses and evaluates effectiveness in the context of 
overall review for product approvability. This clarification -should be helpful to product 
sponsors in the planning and development of new products . 

. Implem~ntation and Timeline: FDA will ptiblish a statement in the Federal Register for 
comment within the next. three months. 

/ 
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Harmonization of Standards 

Background: Nations have differing requirements for approval of new drugs, biologics, 
medical devices, food additives, and animal drugs. This results in multiple. tests on aitimals 
and humans and different applications for marketing approval. Nations also have differing 
standards for manufacturing practices and regulatory inspection·s .. There is a substantial need 
to hannonize standards wherever possible, while retaining the U.S.'s high level of public 
health protection. 

Proposal and Justification: Seek common international standaTds. FDA will·work jointly 
with other countries, particularly the European Community, Japan, and North American Free 
Trade Agreement partners' to hannonize product testing and development standards with 
those of the U.S. Work 'has already begun on drug development and should.be expanded to 
other areas of FDA regulation. 

In addition, where appropriate, FDA will adopt international standards developed by. 
· multilateral or private-sector standards-development bodies. 

Impact: Increased hannonization offers clear benefits for U.S. public health. Since 
hannonization will not compromise FDA's high standards of public health protection through 

· the hannonization process. It can also improve the safety and quality of products sold iiI' 
foreign countries and may help increase the availability of new products: 

Hannonization benefits industry by replacing many different standards with one international 
standard that industry must meet. In the long run, this brings cost savings. to industry, 
enhanced opportunities for export ofU.S . goods, and also may lessen the time needed to . 

· bring new products to market.· 

Hannonization permits FDA to make more efficient use of its resources; as other countries. 
share the workload of developing new standards. Hannonization also may save future FDA 
resources byenabliog cooperation with other countries in the assessment of new products. 
(However, it should be noted that a sizeable up-front investment of FDA resources is needed 
to reach hannonization.) 
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Implementation and Timeline: FDA will build on and expand 'efforts to achieve 
international hannonization by:, 

I. Launching work .on new hannonization topics in the testing of human drugs, 
biologics, and devices related to clinical trials, bioteChnology, medical terminology, 
and standards for the electronic transfer of regulatory information. Hannonized' 
standards will be issued as guidelines for industry. Substantial progress on guideline 
development is expected within two years. 

2. Accelerating work on hannonizing drug Good Manufacturing Practices, Good 
Laboratory Practices, and Good Clinical Practices standards and inspections. A 
number of proposals for hannonized guidelines should be completed within two years; 
however, hannonization of inspections will probably take longer. 

3. Beginning an initiative to hannonize registration requirements for animal drugs. 
The fIrst proposal for hannonized guidelines should be C?mpleted within three years. 

4. Initiating work towards more hannonization with our NAFrA partners. Such 
harinonizauon efforts should become part of the work plans of existing technical 
working groups formed under the CanadaJU.S. Free Trade Agreement., 

j 
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Submission Management and Review ,Tracking (SMART) Program 

Background: 'The cm:rent premarket review processes (preparatioo, handling and storage of 
information related to product applications) are paper intensive with limited electronic means 
of a:ccessing, sharing or archiving product-related information within the Agency. Many 
applications consist of hundreds of volumes of detailed scientific information. Theregulated 
industry is similarly affected by the need to generate ,an overwhelming amount of paper. 

The Prescription Drug User Fee Act of 1992 (pDUFA) mandates significant reductions in the 
time required to review new drug applications. PDUFA funds the hiring of , additional review 
staff to accomplish these goals. However, one of the longer term objectives is to improve 
the efficiency of the review process and to begin addressing ways to improve regulated 
industry's data handling efficiencies as, well. FDA bas begun to develop a comprehensive, ' 
standardized information management system (SMAR1) to support the review processes. 

Proposal and Justificatiqn: FDA proposes to proceed with the development o/SMART by , 
pursuing a series oj fnJonnation systems pilot projects' which wUI directly suppon FDA's 
meeting the near-tenn PDUFA goals. The Agency is already putting in place' a system to 
identify, evaluate, and prioritize these pilots. A longer term SMARTstrategic plan has been 
developed which articulates how these pilots will seNe as building blocks toward integrated 
drug development/review information 'management. ' 

; The pilots will focus on upgrading and interconnecting the hardware and software on the 

reviewer's desk, establishing standards, developing applications which will directly support 

the receipt, review, tracking and archiving of industry submissions, and provide analytical 

tools to support the·review process. This propo.sed approach will provide the most 

immediate benefit to shortened review times and will be funded with PDUFA fees . 


. Impact: The drug and biotechnology industries will. continue to see progress in meeting the 
PDUFA review time goals. Through information systems design, the review Processes will 
be clarified and managed for greater consisten~y, better documentation, and improved 
efficiencies~ As standards are'developed and implemented, the regulated.industry will 
achieve greater internal efficiencies in' their development and formatting of regulatory 
submIssions. 

[INSERT AUTOMATION CHART] 

IInplementation and Timeline:Over the next 12 to 24 months, FDA's drug review' 
programs will complete the upgrade of reviewer hardware and software and networking 
capability; and develop and implement a number of automated applications (e.g., electronic 
Establishment,Licensing Applications (BLAs), electronic lot release testing, gene therapy 
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patient registry, pre-approval inspections, and other pilots). The'program offices will also 
begin selecting and implementing electronic data interchange '(ED!) standards which are 
acceptable to the regulated industry and to regulatory authorities in Europe and Japan. FDA 
plans-to take a leadership role in defIning internationalEDI -standaJ,'ds, thereby contributing to 
the -global harmoniZation of the drug development and regulatory processes. -Data transport 
standards will be piloted between FDA, the EU, and Japan within the next six months. 

I 

\ 
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Ope.-ational and Administrative System for Input Support (OASIS) 

Background: FDA is responsible for ensuring that the imported products it regulates meet 
the same safety,· efficacy, and quality standards as, products produced domestically. 
Importers must have FDA clearance foreach shipment before it can enter the U.S. The 
number of imported shipments of FDA-related products has doubled in the 1990s to more 
than two million per year. 

FDA's traditional process for clearing import shipments required that importers prepare and 
submit a prescribed form, with invoices and any other documentation attached, for each 
shipment. FDA staff reviews the documentation, decides whether to admit the shipment in 
the country, and sends a paper reSpOnse back to the importer. This paper process often takes 
days to complete, and delays in clearing shipmentS are a serious problem for importers. 
Reductions in government resources and increasing workload make it clear that FDA's 
traditional paper system for clearing imports must be improved. Automation of the process 
was· essential. 

, Proposal and Justification: FDA has begun developing a phased information systems 
. initiative to .support automation of the import clearance process. Phase I was implemented 

nationwide in 1994. It operates in,conjunction with the Customs Service, with whom import 
brokers are already on line.·· . 

The new FDA system enables the import broker to enter additional FDA-specific data, which 
passes through a· screening process that recognizes what the product is,country of origin, 
producer, and shipper. ' FDA has developed.a set of decision criteria based on its pas't 
experience with import risks and surveillance sampling techniques to determine whether the 
shipment is admissible, or whether FDA needs to look more closely at it. 

Within minutes, the broker receives a return message, advising whether FDA has cleared the . 
shipment, or further examination testing is needed. Shipments in which FDA has no further 
interest can move immediately into commercial channels .. 

FDA will proceed with implementing Phase IIof the Operational and Administrative 

System for Imporl Supporl (OASIS). 'Whereas Phase I automated the initial submission and 

screening of import data form import brokers, Phase IT will automate FDA's internal 

handling of those import transactions requiring FDA review beyond the initial screening. 

The Phase IT system will provide automated links between FDA laboratories, inspection, and 

compliance units. . 
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FDA will achieve national unifonnity, tracking, and enforcement of suspect products and a 
, more rapid fmal response to, brokers on import disposition. In addition, full implementation 
of the OASIS system will pennit electronic links with other FDA data bases that must be 
accessed during the import entry review process. For example, FDA must ,confrrm that an 
imported drug has an effective NDA or an IND, that medical devices are approved and have 
been properly registered, and that manufacturers of low acid canned foods have registered. 

Impact~ In February 1995,67 percent of all shipments processed in FDA's electronic, 
system received fmal clearance' within minutes. Import brokers need not prepare and submit 
to FDA any paperwork for these shipments thatare cleared electronically. Importers' costs 
for holding up shipments ~waiting FDA clearance are reduced markedly. - Perishable 
shipments no longer risk spoilage from clearance delays. 

The American consumer is the major beneficiary. The freeing up of FDA resources that 
would have been required ~o handle and review the paperwork submitted by importers for all 
shipments allows the Agency to focus its attention on those shipments that may not confonn 
to required staridards; Implementation of the full OASIS system will speed the clearance .of 
the third of shipments which require some fonn of FDA detailed review. FDA can target its 

, resources on those ,import shipments that are suspected of not meeting 'quality requirements. 

Implementation and Timeline: -The full system, will take several more years to complete, 
assuming funding is available. FDA is seeking user fees, to be paid by the importers; to 
fund full development and implementation of the OASIS system. 

- . 
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