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Hv'LAURAN NEERGAARD,. 
Associated pres1' Wrjter ' 

WASHINGTON lAP) - The Food and Drur Administration is pr~parjng 
to allow privat organiz~tions t~ review whether certain medical 
d~Yic~~ ate ~af and effectlv* ennu@h to 6ffe~ AmgrirAn patients. 
Cllnton adminiti~atiori documents ~hOK. 

Tile: lw,.l .... e.i psri. .:.>i' l:\ pFl.ckaie 01 r'UA I'E:' fl.,nlll:.< 1H,I.•••lllll'..I(',j I,.~ l ;",' 
1.,'hit.e j.jous~ T,oa ~. tne.\. cou10 ~ttVt':' nl~dicflJ. ii1dustl'tE>s!h:iOO millipn 
annuaily in regllatory COSt8_ 

FDA critic. who say the agen~r takes too Ions to apprOVE nPK 
tr~.tments. hav clHffiored for the United S~ates to COpy ~u['upe. 
There. uew m~dipal d.vic.~ frnm X-ra~s t6 hearLvalVea are r.vieK~d 
by !overhm@nt-abcr~ditea firms thaL decide whether the~ ~Rn be '. 
sold. r . 

, The FDA WO~'t ~~ that fnr. 
In an vx.pe i.mAnt set to begin earl;v ne:'\t' ye~r, FDA •.:; 11 Elccrer.1it 

~rivate rirms t r~view certain low-risk m@dical devices tiuch AS 

thl:! ~hole~teroll- and dru'g-::\hllse tes'ts, perfo l'Ili t!d in doctors' 
laboratoriAR an~ electronic ~tetho~copcGfor measurini h~artbe8ts. 

Those fll'l~s will decide wheth~r ~he devices work properly anci 
are !tafe. The F1DA rl?t$lins the fina.l Sti;v, but ie expected to'quicklY 
follow th~ out ide revie~ers' deciaion unlegsi~ finds evlden~~ 
that the d~vice$ shouldn't be us~rl an patients. 

The two-y ar pilot progr~m will demonstrate whether critics are 
right in eont~ riini that OUtside ecientiats can do th~ medical 
T,ARt.in~ And 'satet) n;,vi'ew ia3ter thAn thp. government. If i:!-O, . 
privtlte firma ,i~ht be allnw@d to review ottn:);' FDA- regulated 
product •. thp ~etorm ~lan SBY~, , 

'fhe plan ,J.ome:s as the .Republ ican-r:ontrolH'l('! Come n::~s, ,)rOrnpt·H\ 
G~ compl~ints ~rom m~dj~~l companies and con~eryativ; think t~nks. 
prepare' to ovlrh8Ul the FDA. Although a~ency Rpprcval tImes are 
ImprOVing, lL till c6~ take t~D VeRrs to approve H {leW medicino 

for sal~. FDA 'ommi~Rioner David Kes~ler W~B o~dressin, thnR~ 


issues ~t ~ seiAtE' hearin~ tod~y.

:::iome c.r1t.l:l:i have called 1'01' eV'l'J) m()r(~ arnsti(, reViIU!l:.ine' .... 1' Fil;\, 

iTll,;.lucin~ h£l'lliJj'l~ the R!:,':4?Tlt:.y only certlf~' J,L'U~"" safct;-.- ~nd letting 
individual r1octors determine ....·het-her t.hey u,:tllally 1,01'/,. 

Ine priv/:,\,tization plfHl is very (",litlt,lO'(.IS. reSE'mr.llJn( one put 
forth ('orlier ~nis \.Ip'pk: b~' FDA SUPPI.'!'L,er Fkl' , R'>n I·yct",n. l,i-Ilr", .• 

But c.(Hl!'>umer E\~vocates 1'(::8.r :privnt.icin~ FDA t'11nctlons \Olll em1~lJ'jC""r 
PUb11r. Itetl.lth'i . ' . 

These prir~t.p. t'irms "may be. Ulakins dcc.iciou£ t·as:ed more on K!10 

filJs thelr po~ketbouk th~n what il; begt for the publiC hel.1.1th," 
said Dr. Sldnl'!t\' Wolfe of Public Citi?pn, Ii COlISUffi(:r w~tchdo~ ~r';nt!"" 

lie acid that the program is likely to cost more in traininq 

privat.e firms ~n FDA stallclard!>. 'Compani(!li; thElt r.hoose to 
participate i~ the pilot progrRm will'have LO pl.1.ythe reviewers a 

ret-to-be-det~rmined fee. . 


. Th@ FDA wo weeks ~!O took its first tentative reform ~tep~{ 


including ell~inating 125 v~ry lOW-risk medical devices, such •• 

banda.@~. fro~ 8iency review. . 


The ~efo~m3 announced todfty go much fur~her: . 

, -Biotech jfirms would no lon~er have to build ~ull-~~ale 


manutac\.\lrlng ipll'lnt$ before the FDA d ... t,p.rmined whet.her Lheir dru,sa 

,cotdcl be Gold.: This rill @ stemmed from lo.i.utech' B £'t\rl ie£'t d{\ys. \o'ht:'n 
doctnrg teared drugs !IIosde from living materiAl miiht t,\Irn out 
differently ~ijcn they mov.rl from Pllot-slzed r~cilit.ies to hu~. 
plants Rftpr ~DA appr~vftl. The chan~c would ~av~ ]110-50U companies 
now al.'a1tillf Ii'DA approval ..om~ $~;:; millIon npl"'l',t' in const~',l("'tion 
costa. i . , I 

http:litlt,lO'(.IS
http:T,ARt.in
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-Medical tom~anies would no longer have to get special FDA 
approval"to expor~ products that aren't yet approved here but are 
wanted by other ihdustrialized countries. The industr~ saysthi~ 

. . i ' 

red t8p~ has senti dozens of U.S. firms ov~rseBS. ' 
, -FDA will hafrrnonizeits requirements for new medicinl?s \;1"t,n 

those of other nations, so companies don't have to redo 
international research in Americans before tne fDA will approve G 

product. . 
The'r("forms Iftre "a significant step in the ri~ht eilrection." 

said Alan Magazi~e of the Health Industry Manufacturers' 
,'\ssociation! who Ilobbied for several of: the' chan~es. 

I 
, 
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With AM-Retooling FDA 
By The Associ_tea Press 

Some reforms the Food 
"" 

and Drug Administration announced Thursday 
to speed new therapies to market: . . 

-A two-year: pilot program to see if private companies can 
d~termin~ the safety and effectiveness of certain low-risk medical 
d~~ices·faster tban the FDA, although the agency retains the final 
decision. I 

-Ending a r~quiremerit that makers of ,eneticallY en~ineered 
drugs build a fu~l-scale factory before the drugs are Bppro~ed.

-Endin~ FD~~eview before dru~s and medicai devices not BPproved 
fo~ sale in-the ~nited States cah ~e export~d to countries that 
have approved t~em. The FDA says it has never bLocked an export. so 
the rule was unriecessary. But it is federal l~w, so congress must 
formally adopt. ~hlS measure; legislat.ion alre1ady has been 
introduced. I . 

-Exempting :an addit.ional 125 c8te~ories of very low-risk medlc~l 
devices, such a~ dermat610gylasers ana oxygen masks, froln any FDA 
re~iew. The FDAlalready has exempted 440 6ategories. 

-Harmonizi~~ FDA standards with international medical st8ndards 
so the FDA can ~~cept drugs tested abroad instead of insis~inl they 
be rechecked in!Americans. . . . 

-Acceptingia single major clinical trial as evidence a drug 
works,somethin~ the agency has already done on occasion. 

-Reducing or eliminating requirements for companies to get PDA 
approval before: improving the way they manuf~cture products. 

I 
I· 
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Clinton Reforms to Include Test of PartiAl FDA PrivatizatIon' ' 
With AM-FDA Reform· List 

By LAURAN, NEERGAARD 

Associated Pres~ ~riter . . , 


, WASHINGTON1JAPJ ~ The Food and Drug Administration is t\lrning, 


part of its job lover ,to private companies in an attempt to speed 

new medical dev+ces to American p.tients, officials said Thllrsda~'. 

But senators sa~d thatls not n~arly enough reform. 

"We need a/sense of urgency.' v..'e need a commitm(:'llt. \.Je> n~ed 11 


fl a ~ $ i 0I? ,1' Ole lJ a I g~ I ~ n (~ if, II 0 t ~ i t h i r II( t iJ o? CUll J5 1'to S Sib go i n g Lu 


roll rlght. over you., !:)en. Barbara 111kulskl. D-Nd .• 'I4't;lrne<1 flJA 

Commissioner Da~id Kessle~. . 

. A package +f FDA reforms announced by the WhiteHouSe on 

Thursdaywouldtave medical industt1es $500 million a year in 

regulatory costfl " '. 


The changes make it easier for companies to export therapies

I, that aren't apPfovedfor sale here and to get FDA approval for 

medicines teste~ abroad and those given just one major trial in 
people, instead I of multiple testing. Also, the FDA would begin 
approving genet~cally engineered drugs before comp~rlies build the 
full -scale plants to produce them, and thousands of lo ....·-risk 
medical devices/ 

I 

could be sold without any FDA inspectlon. 
But the bikgest change is a two-year experiment to see if 

prjvate firms c~n do part of the FDA's job faster th~n the 
. I

government. 
FDA critics sa~ the agency takes too long to appl"OVC ne~ 


treatments. T!le~' have c.lamored for the lini ted States to cop:>' 

Europe. where gpvernment-accredited firm~ decide ~he~ner nell 

medical cievic~s. from X-ray equipment to heart va,lves. cnn be sold. 


The FDA's ~ilot program won't go that fnr. the iDA will 8cc~~dit 

companies to d~cide whether certain low-risk medical 6e\·ices. such 

as laboratory cholesterol~ests and electronic. ste~hosboV~s. are 

safe arid effec~ive. , 


The FDA r~~ains the final say, but is expected to yuic~lyto.!lo~ 


the Qutside re~iewers' decision unless it finds evidence ~hat the 

devices shouldd't be'used.lf the experiment succ~eas. private 

companie~ might be allowed to review other FDA-regulated products, 


Consumerridvocates said the plan is dangerous. 
Pnvate f~rms "may be making decisions based more on ,"'IIO fills 


their pocketbook than what is best for the public health," said 

Dr. SidneyWol~e of Public Citizen, a consumer watchdog group. 


But critids said the 'FDA isn't g~ingfar enough. 
Tbe FDA r~forms are "common-sense and, in some ca.ses, long 


overdue first steps," Sen. Nancy ~asseba\lm~ R-Kan .. told a Ltlbor 

and Human ResoUrces Committee hearing. ".More profoundly, basic 


chanl{e must oC~\1rin the ~ery \,Jay that the FDA s~eS its mission." 

Sen. Judd:GregJ, R-N.H., Bccuse~ Kessler of delaying lifesRving 


mpdicine for Americans. . 

.. I don't know of a drug today that i5 an important t.herapetn:.ic 


advance, that 60uld be lifesaving, that we are holding up,r 

~---~_-'J ... ,4 Q,,+. h~ Flrlded. "we area.lso e re~ulator:v agcnc v 


http:t.herapetn:.ic
http:be'used.lf


and some,t imes ~!hen you' rea regUJ.6 l..lJ.L',Y t:~~ <;;""','! ,." ~ - "-' - -

no. the data's not there" to support a new medicine. 
Greg~ said Americans don I,t knov,' about. delays be-cause comn:.:ulj':-9 

arE" too afraidot' FDA retaliation. to speak up. 
Kessler 'said he was bewildered by such allelO::at.ions I tHft. added: 

"There'S no exbuse tor an en'Virofunent or cuLture-ot 
confrontation. l' 

I FDAl 
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JDA (:0",,,,,..1011., David A. 
sceneJ atrumllnln, on Capitol 
IIVPula, Deln,. I'Itylator loGay.

L. 

THE WASHINr.WN P~T 

.	FDA: Reforms That Add,ess 
Industry's Lasting Complaints 

Tbere are twg pJintl! 01 view amcernlng the Food and 

~ MnUniltritioa. The 18@ney'a eritirs lay, ~ere'9 
 i
IIlUdl tbat QlI.Ikl be iInproYed-but the FDA baa made ! 
areat stride!; in I1!II'.f.nt yem; I 

Thea tbcn:'tthe qency" defender&, who &iy, "The 

FDA baa made great st11det In rea:nt ~bu~ much 

ooulcI be Improved.· 


Tbe mal1Ict 18 IQUlI:timea bitter. But the two aide.t ap
pear to be hNdlng to'l1lllrd t:OI'MIQQ ground. , 


Yc:aterdll)' FDA CommiNioner David A. Keasler an

~ aeveraI reforms Within his aRency as part of the 

Clilltoll administratioD's National PerfOrmance Review. 

CIlIltiliui:ng sueamllnlng that has t..:.:n gohl& on for: filQte 

dsan two)"WI. The refonnsinvotve nuts-and·OOlbi chan,,

a that might make the typical conawnet's eyes Slue over 

but whic::h addreslsome Ioni~Wldlng.indusll'Y complaints. 


FDA Wllift many requirements for cOmpaniea making 

mlDor cbanges to tIIe.I:r manufacrurlnK~. It will let· 

bIotechnoIosy e.ompanie. tel up amaD pilnt plants to prove 

that they c;:an meet 1ltind.ard6 lot their new ptO<luct& in

II:8ld of requiring them to have full-scaJe plants in 1)1aa!, 


.TIle "sellCY abo p~ eli1:n.inating outdated manufac

turing &t.!ndAn!s for insulitl and I!OITle antiblotlol. 


Abo, tba FDA exempted 125 kinds of low-riek medial 

devices from aaency reView reaUltements, adding· 'Q ~he 

list of nearly ISO product causorie. r@Cenfly exempted 

ftom the review ~K~er promil!led to develop I pi

lot program to let outside organizations reView some medJ-

QI deVIces, aM pledgt!d to more 'o_ly • FDA and for
• approval prot.edures. 

But tbe.rc an: limit6 to haw fv refonn WI go without 

compmmlsin2 wety, Keasler told the Senate Labor and 

Hwnan RClIO~ Committee. "In thI, country. we lit . 

doWn to GInDer without tlVen thinking about about whether 

the food on the table is &ale. We purobase drugs lot our 

cbiIdren Without tIIinking about wtlether they work. We oJ

teD dQn't think twice about the new technolos;&/i being 

used wilen we go to the e.mel'gency room•••• In the end, it 

iB FDA'$ indepiDdence that giVI!a the AmericAn {lMple ton

fid=:H:z in the agency's dedMon:!." 


One of thp. FDA'a IItron2est critics had wah wards·tor 

tbc DCW proposala. Paul Beckner, p:resJdent of Citizana for a 

Sound EconolllY. aoro-buAlnw think tank: Mid, "The FDA 

refon.ne art too few a.nd ~ome too late. They 8Te Amsmetic 

1l:Iw an agency that nced81 fundamental ahAking." 


But Alan H. Maguine. executive director of the Health 

~ Manufacturen AllIIOCiation. deecribed UtQ propos

als as an enlXJU!1.ilil.f tmJd. The plan and Ie~latian opan

IOt'I!d by. Rep. Ron Wytlen (I).Ore.) 8bow that Democratt 

arc reedy to work en ebip.uti$&l1 basis, h. caid. 


"I thinlf now that the dust 18 settling, ~oultr beads are 

pravaDlns-and tlu! -rWtt lind left .tre.moYini to the mid· 

dle,- MApz.ine aaJd. 


When asked vrt\y the aaeDey WlS under attack tivm &0 


many. quuurs-lneludinS I tonguil-laWn2 YfO.Aterday from 

Sen. &twa A. Mikulski (D-Md.)-Keaalor said, '1",. fair 

to say it'a not very pOpular beiDR a reflJlatol today: 


. 	 He ~dded. "Sometimes you have to uy no-and you 
dlXl'[ make lilY friend:! when You hAve: to MY no,- . 

http:refon.ne
http:I1!II'.f.nt
http:WASHINr.WN
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Administration 

Offers Plans 
to Reform FDA 

I 

• HHlth& Proposals includJ 
prosram to let outsic!e experts

I 

rtview safety and efficacy of 
certain experimental medical. 
devices. . I 
By MA.Rl.ENE eIMON'S 
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Friday f. April· 7t 1995 
Los Angeles Times 
"Administration Offers· Phns 
to Reform FDAtI I .' 

I 

Drill companle9 1\0 lco.er wt1l have to 
constrllctful1.le.ale m.t1ut~ct\lr1nS factlitlel!. 
before their drugs ar~ appTl'Ivp.d-a
requirement that arose fro~ plat fears that 

. druBs madl! from UVjJlg~1 material could 
chanee wh.n they mov d lroln smaller 
pla.r.t9 to lat.!! ones. . 

Keesler also laid that eKcopt lrl nrc 
lnatanees. the Ilene,. will. .0 ton,er require
('nv1fonmentalllnpact Ullillmenl.l tor llew 
drugs becaus!! "in vl:tUollll III cdell. there 
1Snosl&niltcmtlmpac\.,"Y t,hullld,"these 
evaillations cost. tena f thousand.. of 

. doUan." 
I 

http:pla.r.t9
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Whi~e House Moves to Speed Up Action 
AtFpA as Agencjils Scolded in Senate 

I . 
. By l..lURIE McGINLEY ' .. 

Sld/f Reporter oj THk WALL S~RI!:!:T J0tl1l;WAot. LegislatioD on Exports 
WASHINGTONI- The Clmton admwls· EasIng export restrictions on unap

tratlon took steps ~ speed up approvals of proved drugs and devices would require 
drugs and medIC8.~devices. even as lena- legislation. Or. Kessler saId. Some mem
tors scolded the F ad and Drug Admlnis- bers of Congress recently have Introduced 
tration about a "c !ture of contro.ntaUon" legislation to ease the export rules. 
and urged more-s eeplng changes. , Alan Magazine, presIdent of the Health 

Two of the big est changes announced Industry Manufacturers Association. 
by the White Housf Involve creating a pilot whIch represents device makers. called the 
program that would use outsIde experts to . ..' .... . 
review certain laW·risk medical devices to changes "Important first steps toward 
determine If they ~hould be approved. and ensuring that patients receive more timely 
easing restrlt:tionl on the export of unap- access to sate and effective medIcal tech, 
proved drugs and evices to other industri· no\ogy." Sen. Nancy Kassebaum (R.• 
aHzed countries. KanJ. who heads the Labor and Human 

. The changes. hlch adminIstration or· Resources Committee. said that althOugh. 
flclals ·clalmed. ~ouJd save Industry an the changes announced yesterday "are 
estimated $500 mlil10n annually In regula' common sense and long overdue," more 
tory·compllance cbsts. went beyond 8tep,~ are needed_ 
announced at Ii "relnventlng government But the announced changes are un· 
news conference iheld last monthst the likely to assuage conservaUve critics of the 
White House. agency. For example. t/'le Competitive En-
Wamlng From D. MIkulski. terprise Institute. a Washington-based 

group. has recommended that drugs and
"Congress Is ing to roll rlgnt over devices that don't meet the FDA's stan. 

you" If more 1m rovements aren't forth- dards shouldn't be banned. but should be 
coming. Sen. Bar ara MikuJskl (D., Md.) available under doctors' supervision with a 
warned FDA Com ilsloner DaV1d Kessler warning of their unapproved status. Other 

.' at a hearing ot I the Senate Labor and critics say the FDA's e!!1cacy standard 
Human Resources Committee. Her trltt· should be wukened or eliminated, al!o\\'· 
clams were espa:~'lIy notable coming from Ing the marketplace to decIde which treat-
a Democratic Is. maker. The FDA Is 10' ments work. . 

. cated In SEn. ~ lkulski's state, as are After thehearlng. Or. Kessler said. 
several blotechno ogy companies that have "We're open to thoughtful reforms. but my 
expressed frustr& ions with the agency. bottom Hne is making sure that the agency

Although the $enators pointed to some is able' to make these decisions .In an 
specific dltriCUltl}'5, much of the criticIsm environment of independence." 
focused on such I tangibles as the general 

attitude of 'FDA .mployees toward indus· 

try. Sen. Judd G;regg (R.. N.H.> said. he 

bears frequent complaints from constltu' 

ents about 8. "¢ulture of confrontation 

rather than coop~ratlon" at the agency. 


The two·year pUot program announced 

yesterday would Iallow the agency to ex· 

plore a notion pushed by many of the 

FDA's cr1tics - that outside analysts can 

get certain i6bS/ done more qulcldy and 
~fficient1y than FDA bureaucrats. The 

agency. however, will nave the rInal word 

on w)1ether anY,I device Is actually ap· 

proved. 

The ollot oro(li'am also Is a nod to critics 

/ 




, E~i;'pe-;n-stYle review process, In Europe, 
dev!~e m8ker8~Ya.t.hlrd'P8rtYorga.nlza
tion to conduct 'ews, and If the device 
gets a.favorabl rating. it Is marketed 
without prior vernment approval; the 
government' mo HOTS the device after it 
goe~ on the mar el. 

! 
I 
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.,FDA to leave firms to devices 

, j., ' . . 

,Privatization of ~ome functions part of agency refonn 
'. ASSOCIATEO PRESS i proving &enetlcally engineered unless it' finds evidence that the 

The Food and Drug Administ a
tion is turning aver part of irs j b 
to private companies in an Ittc t 
10 speed new medical devices jto
American patients, officials .id 
}'esterday.' . . .' I 

But senators said that s ~ot 
nearly enough reform. 

"We need a sense of urgency, J.. 
need a commitment, we neeli 
passion for .change - and if no~, I 
think the ConiTe!ls is going tQ r II 
right over you," Sen. Barbara.A. 
Mikulski, MarYJanclDemocrfl, 
warned FDA Commissioner De . d 
Kessler. '. ~ 

A package of FDA retonns 4~' 
nounceC1 by the White House yes
terday would save medical indus
tries $500 million a year fin 
regUlaTory costs.· . I 

. The changes make it easier for 
companies tn export rherap~es 
that aren't approved for sale h.re 
and to get FDA approval for medi
cines tested abroad and th~se 
given just one major trial in p ()' 
pIe, instead of multiple testIng. 

Also. the FDA Would begin ap
. . I.' . . ., I' 

.. 

drues Qefore companissbuild the devices shouldn't be used. If the 
fun·scale plants ttl produce them, experiment succeeds, private . 
and.thousands ot low-risk medical ' companies might be allowed to re-
devices could be sold without any . vIew other rnA-regulated prod-
FDA inspection. , 

However; the blg~est change is 
a two-year exp~rlment to see 
whether private flnllS can do part 
of the FD~s job fe.ster than the 

·Iovcrnment. 
F.DA critics say the a.gency·

takes ttlo long to approve new 
treatments. They have clamored 
for the United States to copyEu
rope, where government-acc:recl
ited firms decide whether new 
me~ical, devices, from X-ray
eql.upment to heart valves, can be 
sold. 

The FD8s pilot program won't 
&0 that far. Th. FtIA will accredit 
companies to decide whether cer

. tain 'low-rlsk medical devices, 
such as laboratnry cholesterol 
tests and electronic stethoscopes, 
are safe and effective. 

The FDA retains the final !laY 
but is expected to 'quickly follow 
the outside reviewers' decisions 

. ucts. 
Consumer advocates said the 

,plan Is dangerous. 
Private firms "may be making 

decisions based more on who ellis 
tnelr pocketbook than what is best 
for the public health," said Dr. Sid
ney Wolte of Public Citizen, a con- . 
sumer watchdog group. . 

Critics said the FDA isn't going
far enougb. . 

The FDA reforms are "common

sense and, in some cases, long

overdue first steps:' Sen. Nanc~ 

Landon Kassebaum, Kansas Re; 
publican and chairman of the Sen
ate Labor and Human Resources 
Committee, saId during a hearing. 
"More profoundly, basic chanli:e . 

,must occur in the very way that 

the FDA sees it5 mission!'. . 


Sen. Judd Gregg, New Hemp· 
,shire. Republican; accused Dr. 

Kessler oC dehiylng Ufesavinl 
medicine for Americans. 

"1 don't know of a drug toda~ 
that Is an important therapeutlc 
advance, that could be lifesaving, 
that we are holding up," Dr. Kess
ler responded. "We are also a reg- 1 

ulatory agency ... arid sometimes 
when you're a regulatory agency, 
you have to say no, the data's not 
there" to support a new medicine. 



Sen. Barbara A. Mukulskl says 

Congress Is Impatient with FDA. 
... 
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Life Science 
April 7, 199!i 

FDA BEAD LAYS OUT SPECIFICS OF REGULATORY REFORM TO SENATE 

CLAIMING PROPOSALS WILL SPEED UP DRUG AND DEVICE REVIEW PROCESS 


Food and Drug ~ini9tration (FOA) Commissioner David Kessler arrived at 
a 	senate hearinq!yesterday armed with a sheaf of regulatory reforms he 
claimed wouldQet drugs and medical devices to market fast~r while 
saving industry 500 million annually. 

Res~ler, under f re from Republicans--and some Democrat:; as well--for· 
running an agenc whose "culture" they say h4S become "hostile" and 
"obstructionist" in its dealings with industry, told members of the 
Sen4teLabor and Human Resources Committee th4t the Clinton 
administra.tion w~s presenting that very day Ita number of initiatives to 
improve the speet and efficiency of the drug and device review process." 

"These reforms, hich have been developed under.the leadership of Vice 
President Al Gor~'5 National Performance Review, build on what the 
agency h4saccom~lished over the last Se'\leral years in speeding reviews 
and expanding ac~ess to promising therapies," Kessler maid in a prepared 
statement. "Sornel of the refonruih .• speak directly to reduced time for 
review and approral. others aim to reduc€ excessive regulatory burden~ 
that,cost indus;,..y unneces;sary time and money, and cost the agency 
preC10US resourc~s. II . 

According to doc!UltI8nts Kessler subnitted with his testim:my, the 
regulatory chan~es announced by FDA, and published in the April 6 
Federal Registe1, will accomplish a number of things: 

They will allo~ companies that make drugs and biological products to 
change the IM~ufacturing proces!I for an approved druQ without first 
get.ting cleAr1nce from FDA, if risks are shown to be negligible. 

· 	Biotech compa.~ies will be able to use lipilot" facilities instead of 
l~rg~ manufac~uring plants to produce their prc;>ducts, a move FDA says
wl.ll "lower s~art-up costs" and has tan productl.on. 

• special requi~ements for manufacturing insulin and antibiotic druge.
will be elimirlated. . 

· 	Pharmaceutical and biotech companies will largely be excluded from 
rules requiri1g environmental asse.9sments. 

· 	Up to 125 catJgories of low-riSK medical devices will be added to 
.• • ... J. - .---- ..~~ 4!_~ ... "'.,.."'-m ... .,.lcot review. 

http:productl.on


• 	 A pilot progrJm will be initiated to' test the review of medical 
devices by ex~rts outside of FDA, and FDA will ask Congress to. 
approve a reg~n of user fees designed to further speed medical 
device reviewt, . . . , . . 

. 	 Industry Willlbe given greater freedom to export unapproved drugs and 
medicaldevie s to industrialized countries. 

[ 
I 
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Sen. Nancy Kassebaum, R-KS, who chairs the Senate Labor and Human 

ftesources Committ.ee, said the changes outlined by Kessler were "common 

sene.e I a.nd .,i~ sop' . cases.. long-ov~rdue.,. :..fi::-st. st.eps. towar.d eli..nU.na.tiz:1q ..,.... , " .. 

obsolete and mar inally important regulatory requirements." However, she 

said that "more rofoundly, basic changes; must occur in the basic way , 

that the FDA SQe its mission." " . " ' 


I 

Though RepUblicaps have generally been viewed as the party leading the 

charge for refO~ at FDA--House Speaker Rep. Newt Gingrich, R-GA, is 

particularly har hin h~s ass~S8ment of,Kessler·-it was d Democrdt, 

Maryland Sen. Ba bara M~kulSikl., who del1vered the day's sternest ' . 
admonition. . ' . ',' . 

Mikulski was unsatisfied with the response she received from Kessler 

about why FDA cannot agree with industry to'classify certain genetically 

engineered mater~als as chemicals, thus,reducing some of the regulatory 

burden for biotebh companies. " ' 

I' ' 

After tellinq Keissler that FDA needs a JI21st century (regulatory) 

framework and, nort a 1970s frameWork," she went on to GAy that "thQre is 

enormous frustraition" in the private seetor about FDA's "attitude," it'S 

"approval" proceiss and its "nitpicking." 
.. I ' 
"We really have ito qet with the progrAm," Mikulski told Kessler. "We 
need a passion dhange (at FDA) .•. or congress; is going roll riqhtover 
you. If : 

Sen. Judd Gregg) R-NB, said Mikulski "touched on the eore i ••ue her"." 

"There isa,vieJ out'there that the culture of FDA is stifling the 
capacity of the !ma.r~et,,, Gregg said, adding that the biqgest problem is 
"not the regulai+ory structure" but what he perceived was a pervasive 

anti-industry attitude at FDA. ' 


, I ' 
, ,I 

Kessler respond~d that, FDA is working hard to respond to the concerns of 
industry, calling attention to it~ efforts to dramaticAlly expedite the 
a.pprovc.l process for potentially life~saving drugs. 

, I ' . .
"Senatorl I don~t Know of any drug todAY that has JJnportant therapeut~c 
advances t.han c~n be life s;aving that we are holding Up,1I Kessler told 
Gregg. "When it;comes to products that don't have important therapeutic 
advances t.hen we have to play by the rules;." 

I 

I 


Mikulski told Kessler that ,"no one would want FDA not to play by the 
rules," but that what mAny Senators hea.r is that there is an ' 
"adversarial environment" at FDA, that agency officials don't return 
phone calls,andlthat industry officials worry that they'll face 
retaliation from FDA if they complain.

I 

I 

: 

http:eli..nU.na
http:Committ.ee
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· By LAURAN NEENiAARD 
Associated Preas Writer 

WASHINGTON (AP) - The Food and Drug Ad~inistratio~ is turning 
.part of its job over to private companies in an attempt to speed 
· new medical de~ices to American patients, officials said Thursda~. 
But senators said that's not nearly enough reform. 


"We need 4 sense of urgency, we need a commitment. we need·s 

passion forchanie, and if not, I think the Congress is going to 

roll ri tlht over yOU I Sen. Barba.ra Mikul ski. D-i'M., lI.'arnea FDA

-' 

II 
'. 

Commissioner 9avid Kessler; . 
A packaK~ ~f fDA reforms announced by the Whl~e ~ouse on 


Thursday woui save medical industries $500 million a year in 

regulatory costs. . 


The chan~es make it 9ftsier for companies to export therApips

that aren't a~proved for sale here and to get FDA approval tor 


I . 

medicines tes~ed abroad and those given ju,t one m~Jor trial in 

people, inst.e~d of mult.iple t~sting. AlSO,. the FDA would b~gin . ' 

approving gen~ticallY engineered drugs before comp~nles b~ll(1 the 

full-scale plants to produce them, and thousands ot 10w-r19k . 

medical de~ic~s could be sold without any FDA insp~cti6n! , 


But the liggest ch8n,~e is a tl.m-year experiment to see if 

private firms. can do pRr~ of the. FDA's job faster than ~ne 

government. . 

, FDA cr1t~cs say the alency takes too long to approve new 
treatments. They have clamored for the United Stat~s to copy 
Europe, wherelgovernment~accre~ited firms decide whether new 
medical devicJs, from X-ray equipment to heart valves, can be sold. . 

The FDAI~pilot program won1t ~o that far. The FDA will accredit 
companiei~o 1ecidewhether ce~tain low-risk medical deviGes! such. 
a~ laboratorYlcholesterol tests and electronic stethoscopes. are 
safe and effeftive. . 

· The FDA etains the final say, but is expec~ed to quickly follow 
the outside r viewers' decision unless it finds evidence th~t the 
devic~s .shoul~n't be used. If ~he expiriment succeeds. prlvRte 
companies might be allowed to revie~ other FDA-regulated products. 

Consumerladvocates said the plan is dan~erous. . 
Private t'lrms "maYbe mEtkin~ decisions based more on \.'no tills 

their pocketbbokthan ~hat is be;t fot' '[he rl l.1b!,ic heRith,'· S[l.1('l ' 

Ilr. ~i~n~v ho~f~ of Public CitIzen, a.consumer ~Atchdos group. 
Bm (!I'i t~C's said tnt!' FD/\ isn' t ~oin~; far I?nClu!!h . 

. "l'h!!' ·FDA teforms are '·r.:ommon-sen~e a;d, in some ("u,;es~ lc.!.·q{ 
overdue firstl steps," Sen. Nancy Ktl.Sgebaum, 'W-han. ~ 1:.01ct €\!Ail,CH' 

·and Human He-sources Commi t te~ h'?8.rin~. "~Iore proiounctl v. basic. 
~ . . . ~ , 


ch<ln~c must <)((:ur in the \·(-1',.·\0,';:',,' 'iI",t tlii? ~11A ~I:>r'.; 11.: nll:~:"I('lL 


~en. Judi:t Gr~~q. 1o<.-j\.H •• ,-''lcclll3ed f..essJer oI'OE'lElYinSl lift;>SRvinlo;

I .. - . • • 

medlcine for Americans. 

II I don't: know of a drug today that is an important therapeutic 


ArlVR.nce. tha't i could be lif'esaving, that we aTe holding up," 


http:Barba.ra


Kess.1.er respopaEtQ . .t:\Ui., !It:: o. ...... "'u, ~o,;. .... ~, ..______ = __ _ 

and somet~me5 when you're a regulatory agency, you have to say 
no, the data. 'IS not there" to support a new medic ine. 

Gregg 6~id Americans don't know about delays because companies 
are too afrai~ of FDA retaliation to speak up. 

Kessler Isaid he was be\olildered by such allegations, but, added: 
"There! s no ejxcuse for' an' envi ronment or cuI tUre . of 
confrontation:. " 

I 
I,FDA 1 

http:Kess.1.er
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BC-FDA-NEW-PROD~CrS-~YT . 

FDA MOVES TO HA~TEN HARKETI~G O~ Nt:W DEV.lCES 

r bll . I . ' 

By PHILIP J .. HlETS '. 
c.1985 N.Y. Timls News Service 

. ~ASHINGI0N - Hoping to head off greDter chan~es tna~ mi~ht be 
proposed in Con_res~, the' Clinton administration announced plans 
Thursday to h'iV~l the Food Rnd Drug .-\dministrar.ion ea~~e thl~ \..'~\' TC~ 
market for some nE'W drugs and medical devices. 

Amo~g th~ ~lans ~sa tw?~year pilot program in which revi~w of a 
numbe~ ot medlc,~ deVICeS WIll be.~urned over to.priva~e grollps. 

lhe comm1SJ1oner of food and ct~uIS, Dr. DavldA. Kessler. 
outlined the ch nge~ at a hearing of the Senate Labor and Human 
Resources Commi tee, sayin~ the FDA was committed to eliminat1n. 
red tape while ontinuing fa make sure that drugs and medical 

I . 

iristruments are both safe and eff~ctive. . 
• I • 

Sen. Barbara A. Mikulski, D-Md., joined several Republican 
members of thebommittee iri warning the agency about ~h8t they 
de.cribed as a ~onfrontational' attitude toward ~ompanies like the 
biotechno10g~ c nc,rn~ in Senator Mikulski's own district. 

., There is n enormous frustration in t·he pri va t e sec tor about 
the agenc~!'s fttit.ude. about nit-picking," she said. 'We neeci a 
passion for chahge a~ the FDA. And if not, I believe Con,ress is 
~ 6 i n ~ to 1"011 r ~ g h t 0 V P. r ~'O 1.1 • " 

Kessler assured her that change had begun. "we bel ieve mnny 
medical devices: simply don't pose a sufficient· risk to be reviewed 
by FDA prior tol marketing,ti he said. 
. Ac.c(lI'diugl1-'; the two-year pilot pro!,!ram Idl.J. enablr:l0. 
ca.t.e~ories O!' mbclical devices - i\ total of lUi) tC) 'H.I~.J sucil 
instruments ~na~ the FDA deems of low or medium risk - to be 
reviewed not bYi t.he a~ency it.self but bv privEltIJ rn~di.·:.rU i:l'f')llpS .. 

These litroups naiVe not vet been c.hosen. or even sol ici ted. 
T~p mftnufn~turers' will pay for the priVate revic~~. which are 

expec ~ed t.o get: unde r we. y in 19 ~i . 
. Throl\gh~Htl the pi~ot program. thE! ~'DA wlll ret-cun limll. 

dec ision-makl ng: author! ty. That ma.kes tne progra.m less sweeplng 
than the standaird re"iewprocedure in some European c.ounrrlCS that' 
have been approjivingly ci ted by the American. heal th manufacturing 
industry. i 

Private g~oups accrediteo by the' governments there hnve the 
power to grant ~pplications for medical devices. . 

Another of the changes announced Thursday will allOW 125 
categories of ~eYices, which account for about 700 a~plication8 a 
vear, to be exdmpted from the need for FDA approval befbre going to 
~arketl These ~ategories include syringes. oxygen masks and simple 
surgical la6ers. . 

The 8genc~ has already exempted 441 categories of devices, 
including stetHoscopes and surgical microscopes. The new 

. '. j '. • • - ---- ,.!- 

http:rn~di.�:.rU


:ll'''~;di~;i d;~i;e~-wili -no~ be exempt from review bet'ore 
marketing. ,

I
In another change, companies will be all.owed to export drugs 

that are not a~proved for use in the United States but that do have 
the ~pproval oi the countries to which they are sen~. 

The FDA plans to permit e~port to 21 countries with the best 
saf*ty rAcordsieL first, and then consider ~x~Andin~ thftL ntimoer. 

. I 
I 

NYT-04-06-Y5 If12EDT( 
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OOTLIRE OF.LEGAL ISSUES RAI8BD BY THE URUGUAY BOORD 

AGREEKOO8.ACT WITa RESPECT TO FDA APPROVALS 


OP ABBREVIATED NEw DRUG APPLICATIOKS: 


Patent Submissions'li¥, NDA Holder and publicationb~ FDA 

- NDA applicants submit patent information on the listed 
drug or its uses to FDA. 21 U.S •.C. § 355(1:) (.1) . 

.-: liorange" and ItGreen" book publication. 

-' Pat.ent information av'etilableafter approval of NDA - ne.w 
patent, WaXman-Hatch patent extension provisions - FDA 
publishes. 

- uRAA-extended patent expiration dates will be published. 

Patent certific,ations b~ ANDA Applicants 

- ANDA must certify to each patent in Orange Book. 21 
U. S . C. § 355 ( j) (2 ) (A) (vii). 

- ANDA applican't amend certification if learns certification 
is not· accurate. '21 C.F.R. § 314.94(a) (12(viii) (C). 

... ANOA applicants amend certifications to acknowledge 
URAA-extended p.atent expiration dates . 

. ANOA applica:nt sUbmits a paragraph III certification 
will wait to ma:t"ket until URAA-extended patent term expires, 
or paragraph IV certification - patent is invalid or will 
not be infringed. 21 U.S.C. § 355(j) (2) CA) (vii).. 

F.DA Approval .. of. ANDAs 

- Paragraph III certification - approval effective no . 

earlier than eX1Piration of patent. 21 U.S.C. 

§ 355(j) (4) (B) (.ii). 


- Paragraph IV I:ertification- approval effective 

immediately, unless litigation over the patent. If 

litigation, wait at least 30 months. 21 U.S.C. 

§ 355(j) (4) (B) (iii). 
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Ef,fect of URAA fatent Extensions 
J 

- Patents in ,force on June 8, 1995 - the patent term shall 
be 20 years from date'of filing or 17 years from the date of 
granting. Section 532(a) (1). 

- Limits availability of infringement remedies (injunctions, 
damages, and attorney's fees) for acts commenced, or for ' 
which IIsubstantial investment". was made, .before June 8, 
1995, and which become infringing because of extension. 
Acts may continue with "equitable remuneration" to the 
patentee • 

...:. Not included among remedies unavailable during the 
transition period: remedies (injunctions, damage awards, ,and 
attorney's fees) for infringement of drug-related'patents. 
35 U.S.C § 211(e)(4) . 

... Remedies apply to submission of an ANDA, an ANADA, or a 
SOS(b} (2) application to obtain approval before expiration 
of patent. 
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Office of lhe General Counsel 
DEPARTM.t.NT OF HEALTH &. HUMAN SERvICES Food and Drug Division 

MemOrandum 

D.ne April 4, 1995 

From El izabe1th Dickinson e·W.P 

Effect Ilf the Uruquay Round Agreements Act on the ,Subject Approval of ANDAs under the WaXlllail"';'Hatch Amendments 

TO . Marqaret Jane Porter 

'X " have been asked to adc:li:'ess the relationship between 
, ,-) ,

certain patent prc)visions of the Uruguay Round Agreements Act 
("URA.Ajl), pub.L 11)3-465,&nd the provisions of the Waxman-Hatch 
Amendments qoverning the subllission of patent information for new 
drug applications ("NOAs·) and the approvals of abbreviated new, 
druqapplications (-AHDAs-) for qeneric eqUivalents of listed 
drugs. It ·1 have analyzed the relevant provisions of ,the U'RAA and' 
the WaXman-Hatch JUnendments; considered the oral and written 
submissions made by industry and the patent bar in conjunction 
with the, hearing )leld at the Patent and 1Tacieaark Office on 
FebrUary 16, 1995; reviewed the letters sent to the aqency by
Senator Hatch and Representative Waxmanj the original co-sponsors
of the Waxman-Hatc:h AmendDients; arid have discussed the issues 
fully with the Office of Generic Drugs and the Of'tice of Health 
Affairs. 

For the reasc)ns set out below, I believe that the 
transitional Uqrandfathering" provision of the URAA does' not 
apply to FDA's dr\lq approval process. Therefore, I recommend the 
followinq: ' 

- The agency accept and publish in the orange Book 
patent expircltion dates as extended by the tntAA • 

.. Applicants with ANDAs pending before the agency on June 8, 
1995, the eflEeetive date of the URAA provisions, must amend 
their patent certifications to respond to the URAA-extended 
patent expiration dates. 

- The agency treat'the 'ORAA-ertend..d patent expiration
dates as the dates that govern for approvals of ANDAs for 
listed drug products. ' 

As described below, 'the only means by which FDA eQuId rely 
on the pre-URAA piltent expiration dates to approve ANDAs pending
before t.he agency on June 8, 1995, is if the agency amends the 
regulations, that ,:::u.rrently require an' applicant 'With an ANoA 

1', This anal~fsia applies as vell to 505 (b) (2) applications 
and abbreviated n,ew animal drug applications C"ANAOAs"). 

http:drugs.It
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It shall not be an act of infringement to make, use, or 
sell a patented invention •.. solely for uses 
reasonably related to the development and submission of 
information under a Federal law which requlates the 
manufacture, use, or sale of drugs or veterinary
biological proaudts. 

35 u.s.C. S271(e} (1). 

Further, 

I.t shall be an act of infringement to aubJDit ••• an 
application under [21 U.S.C. S 355(j)] for a drug 
claimed in a patent or the use of Which is claimed in a 
patent •.• .if the purpose of .such subJiission is to 
obtain appro'val under such Act to engage in tbe 
commercial m.21nufacture, use, or sale of a druq ••• 
claimed in a patent or the use of Which is claimed in a 
~tent before the expiration of such patent. 

35 b.s.c. S 271(e) (2) 

. For an act of infringement as described. in 3SD.S.C. 
S271(e)(2), 

(A) the court shall order the 'effective date of any

approval of the druq or veterinary biological prodUct

involved in the infringement to be a date wbich is not 

earlier than the date of the expiration of the patent 

which has belen infrinqed, 


(8) injuncti've relief may be granted against an infririqer to 
prevent the ,coiamercial manufacture, use, or sale of an 
approved diuill or veterinary biol,09ical product, and 

(C) damages or other JDonetary relief lIlay be awarded 

aqainst an i'nfrinqer only if there has been cOlDDlercial 


. manufacture, use or sale of an approved drUg or 

veterinary bioloqical product. 


35 U.S.C. S 271(e)(4). This section also provides that these 
remedies are the only remedies which may be qra.nted by a court 
for an act of infringement described in (2), except that a eour't 
may award attorney fees under 35 U.S.C. S 285. 

5 
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ANALYSIS 

The Office of Generic Drugs (IIOGDIt) would like the agencY,to 
apprve ANDAs upon the expiration of the pre-URAA patent term. Y 
OGD 's concerned that if the agency must wait until the 

'expi ation of the URAA-extended patent term to approve ANDAs, 
entrr onto the market of many generic drugs viII be substantially 
delared at a cost of millions of dollars to,consumers. OGD's 
posi~ion is shared by most of the qeneric drug industry and by
Reprrasentative Wa:oan',who argue that 'approval of ANDAs upon the 
expiration of the pre-URAA patent term would best reconcile the 
qOal~ of both the URAA and the Waxman-Hatch Amendments. The 
S,ect . on below addresses the, options suggested by the genet"ics " 
indutry and OGD, whereby FDA could approve ANDAs at the end of 
the pre-URAA patelnt term. ' , 

ANliCabl1It:, ,ot ",""itlopal Irul.10A. to, a.pviC! Dtuga 

The fundament.al premise of the position favored by OGD and 

the 
 eneric indus'try (athe generic's position") is that the 

itional provision of S 532 of the URAA app~ies to the 
gene ic drug indu:stry, just as it does to other industries in 
whic 

1 
preJllarket approval of products is ,not required. The 

qeneric's position is that, by limitinq the remedies available 
for ~nfringement when infringinq acts vere commenced, ,or a 
~Ubs~antial inves~tJDentwas made, ~fore June 8, 1995, co~qress 
~ntel'lded to "grandfather" in all businesses that bad. rell.ed upon
the pre-URAA dates. The URAA states that the only barrIer to 
such! infringement would be the payment by the ANDA holdet to the 
pateht holder of INequitable remuneration,· as determined in -a) 
cou.r~ proCeeding,. If FDA were to refuse to approve an ANDA until 
the Xpiration of the URAA-extended patent term, FDA WOUld, by , 
exer ise of reguliltory authority, be granting the patent , 
hold~r/NDA holder a de facto injunction against ,the marketing of 
a co~petitor product. Such a result would be inconsistent with 
the,trovision of URAA that makes injunctions unavailable. 

',The greatest obstacle to application of the "grandfath,ering"
prov'sion of the lORAA to FDA's generic 'approval process is that 
Con ess did not include among the remedies :made unavailable • 
duri 9 the transition period, those remec:l.ieain the patent code 
that apply to inf:ringement of drug-related patents. 35 U. s. C 
S 27 (e) (4) ,whic'l'l provides for injunctions, damage awards, and 
atto ney's fees for acts of infringement related to drug 

21 In earlier' q,iscussions of this issue,' representatives 
from the Center for Veterinary Medicine indicated that the 
qeneric industry for veterinary medicine is relatively s:mall, "and 
the:l~fore CVM would support whatever position CDER took with 
resPfct to the effect of the DRAA on the generic approval 
process. 
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pro ucts, was nc)'t listed among the remedy sections explicitly 
mad~ unavailable under the URAA. (SS 283, 284, and 285). The 
re~~dies set forth at 35 U.S.C. S 271(e) (4) apply to acts of 
infringement defined at S 271(e) (2) as the submission of an ANDA, 
an ANADA, or a 5105 (b) (2) application. if the purpose of the " 
app ication is to obtain approval to market the product claimed 
by he patent be:fore the eXpiration of, the patent. ~/ 

In order to determine the roleS 271(e) (4) plays in the 
cur ent drug' applroval scheme, and the obstacle it poses to 
app ication of the "grandfathering" provision of the URAA to the 
qen~ric drug approval process, it·is crucial to understand the 
curtent requireml!nts i~posed by statute and FDA regulations upon 
NDAI holders, ANDJ\. appl1.cants, and the agency with respect to 
pateht informatic)n, patent certification, and ANDA approvals. 

I The Hatch-WilXDIan AmendJDents direct that NDA applicants vill 
SUb,it patent in~~ormation to FDA. 21 U. s. C. 5355 (b) (1), (c) (2) . 
Further, the Wa~~an-Hatch Amendments direct that the agency 
DlSh4ll publish" IiJuch ihformation. ~ 'There is a statutory 
timeframe for su'~h SUbmissions (~ supra at 2), and the aqency 
has Irecognized tllatthere are instances when information on ' 
applicable patents vill become available after approval of an 
NDA~SUCh as vittlL the issuance of a new patent or the eXtension 
of patent term Ullder the Waxman-Hatch patent term extension . 
P~OV]liSion6 •.,59 "ed. Reg. 50,343. As ciiecuesed below, the. aqency
111.1 be requ~red under the statute to publish the URAA-extended 

pat nt expiratiolll dates
0 , '. 

The Waxman-Hilltch Amendlilents require that an ANnA contain a. 
'cer~ification wit.h respect to "each patent which claims the 
listled drug •.• Ctr Which claims a use for such listed drug for 
whidh the applic8lnt· is· seeking approval ••• and for which 
infdrmation is rE:quired to De filed .•.• " 21 U.S.C. S 355 
(j)~2)(A) (vii). FDA requlations require that an AlIDA applicant 
ame~d ~ submitted! certification • if at any. tim~ before the. .. 
eff~ct~ve date of the approval of the appl1.cat1.on, the appl~ca:nt 
learrns that the s:ubmitted certification is no longer accUrate." 
59 Ffed.Reg. 50,3E;6 (to be codified at 21 C.F.R. S 
314.194.(~) (12) (vii.i) (C». The agency currently interprets 't::his 
requllat1.on to req~ire that applicants update ANDAs to respond to 
I' .. , . 

I }} The Supreme Court has observed that S 271(e) (2) creates' 
the~:e "artificial"· acts of in~rinCJemeJ1t so that the underlying 
patent issue can be resolved ~n a court proceeding pursuant to a 
par~,CJraph IV cert:ification. Eli Lilly and Co. v. Kedtronic, 
rncj' 496 U.S. 661, 678 (1990). The Court further observes that 
the remedies of §; 271(e) (4) are also artificial remedies. "Quite· 
obv'ously, the purpose of subsections (e)(2) and (e) (4) is to 
enalhe the judicial adjudication upon. which the ANDA and paper 
NDA Ischemes depel'1ld." Id. 
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information ort Waxman-Hatch patent term extensions and on newly
iSSU~d patents submitted to .the agency after initial submission 
of t~e ANDA but before any approval of the ANDA is effective. 
The ~nly circWIlstlilnce expressly identified in the regulations. in 
which an ANDA applicant is not required to update a certification 
with!tespect to later-submitted patent information is when the 
NDA holder submitl; the patent information in an "untimely" 

mannt:~:er FDA's' o:urrentrequlations. AlIDA applicants would be 
requ'red to amend patent certifications to acknowledge the 
URAAtextended pat.!nt expiration dates. With respect to a 
URAArextended dat43, an ANDA applicant may submit either a 
para;raph III cer1~ification, indicatiltg that it vill wait to 
mark~t until the l~-extended patent term haa expired, or a 
para,raph tv cert:lfication, indicating that the ANDA applicant· 
believes that the patent is invalid o~ will not be infringed. 
The ,ppropriate course o~en to an ANDA applicant who wishes to· 
cnalfenge the URAA-extended p~tent term and attempt to obtai~ 
apprc:)val prior to the expirat10n of the patent would be to f11e.a 
paragraph IV certification. ~ 35 U.S.C.S 271(e)(2). As noted 
abov~,there.edif~s available to the patent bolder in patent.
infringement liti~Jation arising out of the paragrapb IV . 
certification. wern not altered by the tJRAA, and the pate'nt holder 
can ~btain an inj\mction or damages for an infringement.

lThe Waxman-Hutch bendments direct that FDA vill make ANDA 
appr "als effective based on the certification provicled by the 
AN paraqraph. III certification,·... OA~~pPlicant •. In the case of a 
FDA 111 make an c~pproval effective no earll.er than the . . 
eXpiation of the patent. 21 U.S~C. S355(j) (4) (8) (ii). A 
paravraph IV certification to a patent permits the agency to make 
an alproval effec1:iveillUllediately, unless there is litigation ~n 
over the patent cJLaim. If th.ere is patent litigation, the agency 
must wait at leas1: 30 months 'to make an AlmA approval effect.ive, 
unle s a shorter or longer period is orclered by the court~ 21 
U.S.It. S 355(j) (4]1 (8) (iii). Therefore, if the NDA holder 
subJl~t.t.e:d URAA-ex1~ended patent expiration date to the agency in a 
time~y manner (se,! disc\lGsion below) and the AHDA applicant 
certified to the !tew information, as required by the regulations, 
the ,qency would )e precluded from approving the AHDA prior to 
the tj'RAA-extended patent expiration date or the expiration of the 
t.hiriY.m.onthstay ". or such longer or shorter period set by the 
courr' as requirec! by the Waxman-Hatch Amendments. 

. .. l~ The regulCltions identify an "untimely· filing as the 
submtssion by the NDA holder of information on a newly-issued 
pate~t more .than ithirty days after the pat.ent is issued. The 
aqencry has also interpreted this regulation to apply to a patent
that was not submitted to the agency within the timeframe 
identified by Con'jJress (see bac)cground material, sygra). 
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.. 

Congress is '"e1 1 aware that generic drugs cannot be marketed 
with ut FDA approval. Further, the Waxman-Hatch Amendments 

re that ANDA applicants acknowledge the status of applicable 
pate ts through the patent certification process. By retaining 
theeiledies for ;t:he patent inftingement actions eXplicitly 
contl!lIlplated by CI)nqress as the proper means for rEiBolvinq patent 
disputes pertainil'9 to ANDA approvals for qeneric druqs, while at 
the Same time making unavailable those same remedies for ., . ' 
challenges to acts of infringelleritrelated to non-drug patents, 
Cong1:ess exempts the generic drug industry from theetfects of . 
the general "qrancifathering"proviaion. In the absence of any , 
legislative histolry clearly indicating that conqreas intended the 
"qrahdfather" provision to apply across the bOard, the retainin9 

I . <'.of the, 5271(e) reilledies would most likely be persuas1ve to a 
c4?ur~ that Conqrelis intended to treat patents for . drugs . . 
d1fferently than c)ther patents.!' be, e.a, Consoll.dated.Ral.l 
corpbration Y, United states, 896 1.2d 574 (D.c.Cir.:. 1990) (plain 
meanin9 of legislation is conclusive except when literal 
intetpretation will product results at odds with intention of 
drafters and therf! is a clear indication' of leqislative intent). 

tThiS conclusion is further supported by the tact that 
cong ess was apparently aware of the:remedy provision that 
appl es to dru9-r.~lated patent infrin9ement, in that it made 
cert~in changes t() 3S U.S.C. S 271(e) (4) to apply the remedies to 

~ a brbader range oj~ irifr~nqing activities. section 533 (a) (1) of 
the ~JRAA makes the, injunction and damaqes reilledies of 35 U. s. c. S 
27. l(t) (4) (8). and ,(C) available for an-offer to sell- as veIl as 
to a "sale" withi" the united states, or importation into the 
Unit d states. ' ' .' ,', 

.. . - \ . ..; . .-' . " " 

!/ The only JLegls1ative history for the transitional 
prov sions is conit;ained in the Joint senate Report from the 
COD'ttee on Finallcei the Committee on Aqriculture, Nutrition, 
and orestry; and the Committee on Governmental Atfairs. It 
stat s as follows: 

Section 532, (,1) adds new sections 154 (C) (2) and (3) [to 
the Patent C4)de]. These sections ad.dress the situation 
where a thirl:i party begins using a patented invention 
anytime durilnq the six months after the enactment of 
the legislation and such use becomes infringing because 

. ,of a change in patent term due to the operation· 'of 

d
. section 154 (,c) (1) • In such circWlStancea, the patent 

owner will not be able to obtain an injunction, recover 
a reasonable royalty, or obtain attorneys fees, but 

. . ' will be able to re~over equitable remuneration. 
This passage has been characterized by a number of the 
co' ntators as a clear statement that ~ongress did not intend to 
trea patents related to drug products any differently than other 
pate ts. I don't believe that this imprecise and slightly 
inac urate statement from the Joint Report can bear that burden. 

9' 
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One of the recommendations made by the generics is that the 
agency amend its regulations to provide that ANDAs submitted by
June 8, 1995, ne,~d not be updated to respond to the submission of 
URAA-extended patent expiration dates by the )fDA holder. iI If 
the agency were to chanqe its regulations as suggested, the 
paragraph IV cert:ificationprocess would not be called into play,
and the retention by the t1.RAA of the S271(e) (4) reaedies would 
have no effect with respect to t1RAA-extended patent expiration
dates. 

The agency has consistently maintained the position t'hat 
ANDAs must be amE~nded to respond to patent information filed 
after the ANnA is sUbmitted. The preamble to the proposed rules 
states that 

If an applic:ant becomelS aware, after su.bDlittinq an 
ANOA, of a newly issued patent or if a patent is timely
sUbmitted after the submission of an ANDA, an 
~ppropriate new certification would bet-squired in the 
form of an amendment to the pending ANDA. 

54 Fed. Reg. 28,e:85 (July 10, 1989) .. See Also 54 Fed. Reg 28,886. 

Thepream.blEI to the proposed rule also described the 
. certification obligations of the ANnA applicant with respect to 
patent informaticln suDmitted to the FDA in an unt1m.ely manner. 
In that'case, the applicant who application is su.bllitteato the 
FDA prior to the submission of "untimely", patent information need 
not amend the ANl:lAtorespond to the late-filed information. The 
applicant who submits an ANDA after the untimely filing of patent
information must certify as to that information. The agency has 
devoted considerslble space in the preambles to the proposed rules 
and the final rules to explaining the basis for ita position that 
an ANDA submitteclpr ior to the submission ot untimely patent 
information does not have to be amended to accommodate the 
untimely filed ptLtent information. ~ 54 Fed. Reg. 28,910; 59 
Fed. Reg. 50,340, 50,347. FDA haa not, however, publicly
articulated its t,asis for requ.iring applicants to AlDend ANDAs to 
respond to the stlbmission of patent information that is not 
"untimely," but that is submitted. to the agency after the ANOA is 
filed. 

If the aqen(:y were to change the regulation currently set 

out at S9 Fed. Rug. 50,366 (to be codified at 21 C.F.R. S 

314.94(a) (12) (viii) {en so that an applicant would not be 

required to amen(l an ANDA to accommOdate pat.entinformation 


. ., Senator lIatch expressly states in his letter to FDA that 
the agency has 1'110 authority" to allow ANDA applicants to retain 
patentcertifica1~ions that do no address the URAA-extended patent 
terms. 
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submitted to the agency after the ANDAwas filed, it could take 
one of two approaches. Either the agency could determine that no 
ANDA would have to be amended to respond to later-filed patent 
information, or it could create an exception to the amendment 
requirement f~r patent information related to URAA-extended. 
patent expiration dates. If the agency decides to exempt 
applicants from any obligation to amend a pendin9 ANDA with 
respect to later-filed information, it must be prepared to defend 
that position as one that is supported by the Waxman-Hatch 
Amendments. The option that would exempt just URAA-eXtended 
patents from the recertification requirement would require the 
agency to show both that the interpretation was supported. by t!)e 
Waxman-Hatch Amendments and that such treatment is supported by
the URAA. The agency is entitled to deferenc~ with respect to 
its interpretation of the provisions of the WaXlllan-Hatch 
Amendments that fall within the federal FoOd, Drug, and Cosmetic 
Act, however no s'l.1ch deference attaches to fDA in.terpretation of 
patent code provisions amended by the DRAA • 

. In order for the agency tochanqe the current regulations to 
require that no a]pplie:antneed amend an AHDA to respond to patent 
information submit:t.ed to the agency after the A.N'DA vas filed, it 
must find that this pOSition is conaistent with the Waxman-Hatch 
Amendments. The degree to which the Waxman-Hatch Amendments 
support such an ilrlterpretation is beyond the i1Dll8diat.e scope of 

. this memorandum. Moreover, such a change in the certification 
requirements may lo.ave iJliplications tor proqram implementation
that ~ould make sl.1ch a course impracticable. 

The agency v,'luld have some difficulty in defending, as 
supported by the I~axman-Hatch Amendments and'the URAA, a position
that specifically identities the URAA.ertended pat.ant expiration 
dates as patent ill'lfoi1lation to which a pending ANDA does riot have 
to certify. CUrr1ant1y, the only patent information to which an' 
applicant with a );>ending AMDA is not required to certify I if 'the 
information is sulbmitted after the ANDA is filed, is patent 
infOt'illation that Il1'aS not filed by the NDA holder in a timely
maimer. The agen-=y justifies this regulation by argUing that, if 
FDA were to permit NDA holaers to submit'patent information at 
any point and then requirea pending ANDAs to be ameneleel to 
respond to the information, NDA holders could manipulatetbe
timing of patent information submissions so as to extend the 
period of market lDonopoly in a manner inconsistent with the 
policies of WaXman~Hatch. ~. 59 Fed. Reg. at 50,340, 50,347. 
In the present case, there isn't the concern about manipulation 
the tb:l!ng of patient filings because the same elate triggers the 
patent right for. ;all patent holders and the pat.en1: th'at is 
extended is a patent that has been in the Orange Book already. 
Moreover, any com:erns about manipulation'of such f i1in98 could 
be addressed by a]pplying the same sort of timely/untimely.
distinction the a'gency has drawn with respect to other patent
information. . 

11 
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It is the generic's position that the transitional 
provisions, whic~1 limit remedies for infringement, establish that 
Congress intendedl to grant to all patent holders whose patents 
would be ertendedl by the URAA, something less than full patent· 
protection, and t:hat therefore the FDA should treat the extended 
patent period (thie "delta" period) as something different than a 
period of full paltent protection with respect to patent 
certification reQ[Uirements. This arqument is unpersuasive for 
the same reasons articulated above with r~8pect to the 
applicability of the URAA to drUg approvals in general. Since 
the remedies of 35 U.S.C.S 271(e) (4) were left intact, so as to 
provide comprehensive remedies for infringement of patents for 
drugs, the agency cannot sustain an argument. that the URAA 
permits it to treat the "delta" period as providing anything 
other than full protection to the patent holder and conseqUently 
not require updated paten't certif ications to the URAA-extended 
patent expiration date. 

SUbataD~ial·lDv••ta.Dt 

If, as proposed by the generics, FDA were to interpret the 
transitional provisions of the t1RAA as applying to clrug-related 
patents, the agency would be required to make SODle determination. 
as to what constitutes "substantial investment,- so as ~o trigger 
the particular ap:plication ot the 'transitional provision to an 
approval of an AN:OA. The URAA limits the availability of certain 
remedies only foracte which were commenced, or for which a 
substantial inves't.I!lent vas made, before the effective date of the 
URAA, and that be1came infringing by' virtue of the extension of 
the patent under 1t1RAA.· 5 532 Ca> (1) • 

The URAAdo'9S not define ·the term .substantial inv8s1".ment, II 
nor does it refer to other sources. for explanatory material. The 
generic industry ilnd OGO propose that the ·substantial 
'investment" requilrement be met by the preparation and filing of 
an AlfDA before JUJl\e 8, 1995. Some BUpport for the pOsition that 
submission of ac,:>mplete ANDA constitutes a "substantial 
investment" may ba found in the Process Patent Amendments Act.of 
1988. P.L. 100-4.:18, 59004. Under that Act, importation into the 
u.s. of a product made abroad using a process covered by a U.S. 

patent became an act of infringement. The new law did not apply 

to products for wltlich "substantial preparation- tor sale or u.se 

had occurred prio:r to enactment of the new infringement 

provision.!' The legislative history states that -the 


l' Like the illDenclments under the URAA, the Process Patent 
Amendments Act co:ntained a transitional provision 'containing 
broad lanquage th;llt appears to cover all manufacturing sectors. 
including pharmac1euticals. The 1988 a.mendJllents did not raise the 
same issues as th10se raised by the URAA, in that process patents 

. (continued•.. ) 
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grandfather Clatlse gives an exception for the many new genet-ic
medicines that have been approved or whose aRQlicationr; have been 
submitted to thELFDA." S. Rep. No. 100-83, lOOth Cong_ 1st 
Sess., p. 47. (emphasis added); 

The Senate Report goes on to state that: 

"Section 105 Ca) contains agrandfatber clause 
exempting commercial arrangements that have been or 
were about to be entered into prior to May 15, 1987. 
The special importance of this provision for the 
generic pharmaceutical industry vas mentioned in the 
Statement. Since the Drug Price Competition Act and 
Patent Term Restoration Act of 1984, over 100 
abbreviated new drug applications (ANDAs) for generiC 
medicines h,ave been approved by the FDA. The cOlDlllittee 
firmly beli,eves it would be inequitable if process 
patent leqilslation vere to, interfere with the marketing 
of these ne1iily approved generic dzug8, or, yithother 
ANDAs that. l!llre pending but not, fet Approyed on May 15, 
1987, if substantial commercial investments had been 
made in ~hem prior to that date.

That is, iL a generic pharmaceutical company has . made 
substantial cOlIIlDercial', investllent, in pru:rarinq and 
filing an NDlAan4is AvaitingFDA ARproyal as of May
15, 1987 or if the company has been granted anANDA 
approval before that date anel starts to Diarket a , 
generic medjlcine in the United states, the 

, pharillaceutic:al products that the company imports, uses 
and sells irlconnection with the AHDA are protected 
under the., 91~andfat.her clause. The generic company may
expand or CCtntract its business with these products, 
shift to different suppliers as necessary and continue 
to come UnClE!r the, protection of the ctt'an.d.father clause. 
l.d.., at 58.....!i9 (emphasis added).!' 

ZiC • •• continued) 
are not included among the patents addressed by the Waxman-Hatch 
amendments,' and l!Ilre thus not implicated in the pre-market
approval process which, in turn, calls into play the remedial 
I?rovisions of 5211(e)(4). 

V This statement provides a clear explanation as to the 
applicability of the Process Patent Amendments to the FDA druq 
approval process. The absence of an analogous clarifying 
statement in the legislative history to 'the, URAA is troubling;
particularly in light of the recent congressional attention to 
health care costs and, the detrimental effect any extension of 
patent protection to pioneers viII have on the availability of 
lOYer-cost generi.c, drugs. 
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This explan'EltorY lIat~rial from' the Process, Patent Amendments 
on the interpret,iltion ot a similar provision elucidates somewhat 
what Congress ma~l' have meant by ·substantial investment. 
Conqress has not, however, provided. a similardefin1tion with 
respect to the m~, and .without such explicit guidance, these 
determinations aJC"e questions of patent law and fall outside FDA's 
authority arid e~?ertise. The difficulty of making such 
determinations 113 further underlined by the cOlUDents made in 
connection with. 1t::.he PTO hearing that SU9CiJest that the agency 
provide for subm:Lssion of other evidence of ·substantial 
in'vestment" (i.e commencinCiJ of bioequivalency studies, 
expenditures for new personnel) by ANDAapp11cants who do not 
have completed ~IDAs pending before FDA on the date of enactment 
of the ,URAA~ 

PUblicatioD.of QRAA-ext.pt•• ratlA' Ipforaatioa " the 
Oranq' ·.Book 

We currently publish only one expiration date for each 

patent listinq irl the Oranqe Book, 1. e., wheD a Wax:llian-Hatch 

patent term exterlsion is granted, PDA sUbstitutes the new 

expiration date for the pre-extension date. In order to 

implement any policy that would permit approval of AHDAs at the' 

expirat.ion of thE! pre-tJRAA patent term, the agency would be 

required to make available to ANDA. applicants information on 


'these patent expi.ration dates. This.could be done aithar by dual 
listings in the C1range Book, or by annotating the orange Book 
with an instruction to see,earlier editiona for pra-URAA patent
eXpiration infontation. There 1s no legal bar, to either course. 

Theaqsncy lIliay not refuse to publish' the tntAA-eXtencled dates 
under these circu~stances. The Waxman-Hatch Amendment. direct 
that the agency ·shall publish· patent information submitted to 
it by the NDA apP,licant or holder. 21 U.S.C. 5 355 (b) (1), 
(c) (2) • While, FIJIA has taken the position in the preamble to the 

proposed and final rules that, with respect to information 

submitted to the agency in an untimely manner, we would have the 

authority not to publish the information, 1n the pres~nt 


circumstances the:re is no question of lfDA holder manipulation of 

the Orange Book tnat vould merit such a step.~ 59 Fed. Reg 


~ The information upon which URAA-extended patent

eXpiration dates will be calculated i. publicly available. The 

URAA-extended patent expiration date. submitted by NDA holders 

will be SUbject to the same scrutiny by the industry. as is 

currently brought: to bear on submissions of 'other patent

information. An)' person who wishes to challenge the accuracy or 

relevance of 'patElnt information submitted by the HDA holder is 

directed to notify the agency, which viii contact the MDA holder 

to seek confirmat:ion that the information is accurate. 59 Fed. 


(continued•.• ) 
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,50340. Moreover, the agency has stated that notice to potential 

ANDA applicants of tbe.NDA holder's paten~ ela!ms is an important 

part of the statutory scheme. ljL, 


RECOMMENDATIONS 

For the reasions set out above, I believe that, unless the 

aqency is wi11inq ,to amend its regulations addressing the ANOA 

am.ehclment require:ments, FDA. is obligated to a~owledge, ,and rely. 

upon the URAA-ext.ended patent expiration dates l.n the ANJ)A 

approval process. This conclusion raises a' number of issues 

related to FDA's procedures and the obligations of MDA holders 

and ANOA applicants. These are addressed below. 


PUblioatioD of 'ItlAt lIRirltioA Qat,. iD O'IAI. lOOk 

AS discussed above, there is no legal bar to either 

publishing both the. pre-URAA and the ORAA-extended patent

expiration dates in the Orange Book or indicating by means of an 

aMotation that.tbe listed date includes the' URAA extension. 

There would be two primary benefits to doing so, evan if .the 

agency determines that the URAA~exten4ed. patent expiration date 

is the qoverninq date for AHDA approvals. The first is that, at 

least until the MDA holders have had an opportunity to update 

patent expiration dates as appropriate, the absence of an updated 

entry or of an annotation might flag for a potential ANDA 

applicant that it would be wisa to ascertain wbether a URAA 

patent extension .applies before su.bmitting an ANDA. The ANDA 

applicant would still be entitled to rely on the orange Book for 

relevant patent information; providing additional information 

would not impose lupon the ANDA applicant an affirmative duty to 

conduct a patent :saarch. Th~ saeond beftefit to making a 

reference to the IstatUG of the patent expiration date is that, 

until these issuelB have been resolved in litigation, ANDA 

applicants m.ay vilsh to pursue a paraqraph IV option vith respect 

to the URAA-extended patent period. We could consider applying 

this dual entry or annotation approach for a fixed transitional 

period. 


Sub*i,.ioabr IDA Bo141f' Of RD'I'" 'Itea' Iaforaatiop 

·The aqency must determine an appropriate timetable for 

submission of URAA-extended patent expiration dates and what, if 

any, consequences should attach to failure to update in a tim~ly . 


91 . •- ( ••• contJ;nu1ed) 

Reg •. 50,364 (to be codified 21 C. F.R. 5314.54 (f» • Unless the 

NDA holder withdraws or amends the patent infontation, the aq~ncy 


. will not change the listing. ~ 
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manner. There are three patent updating approaches currently in 
effect which bear on resolution of this.issue. 

First,. the· I;tatute requires that information on patents 
issued after appJC"oval of the MDA be su.bmitted to FOA within 30 
days of issuance.. 21 U.S.C. S 355(c) (2). The ·aqency was asked 
during the commellt periocl on proposed 21 C. F • R. 317. 54 (d) to 
extend this peric)cl to 60 days, but declined to do so, stating 
that the 30 day J,eriod was established by the. statute and noting 
that a longer sul~ission period· could· result in inaccurate 
listings in the Orange BoOk. 59 Fed. Reg 50,344, 50,364. The 
statutory penalty for failure to submit infon:aatio~ on newly 
issued patents within thirty days of notification by the agency 
of failure to do so, and upon notice and an opportunity to be 
heard, is withdrilwal of the HOh. ·21 U.S.C. S 355(e) (4). The 
ageney has taken the position that it could also 'impose the less 
ex1:re1lle remedy SI)elled out in the final refJUlations, whereby ANDA 
applicants whose applications were sublliitted to FDA prior to . 
submission by thE!' NDA holcler of late patent information would not 
be required to u,~ate the patent certifications in the AHDA to 
respond to the lilte-filed information. 59. Fed. Reg. 50,365 (to 
be Codified at 2]. C. f' .R.314. 94 (a) (12) (vi) ) • 

i. 

Second, the agency has interpreted the atatutory and 
regulatory proviElions related to submission of information on 
newly- issued patElnts to 'apply the same treatment to the 
submission of in1~ormation, other than Wax:man-Hatch patent term 
extension, on patents that were issued before the approval of the 
tiDI\. and then listed, delisted and subsequently reliated. JW 

Finally, thE: agency acquires information on Waxman-Hatch 
patent term extellisions directly from the Patent and TJ:ada:mark 
Office. It is the agency's pOSition that ANnAs sUbmlttedprior 
to the submission of information on Waxman-Hatch patent 
extensions must be amended to certify to the new expiration date. 
59 Fed. Reg. 50,3·66 (to be codified at 21 C.P.R. 
S 314.94(a)(12)('.l'ii)CC»)). 

.. In a Fed. RElq.notice published on March 27, 1995, the 
Patent and. Tradellark Office proposes to detenline and publish ti;le 
new expiration dl,tee for patents (1) that are in force on June 8, 
1995, (2) that u'e entitled to a term of twenty years from 
filing, and (3) t;hat have received a patent term extension. under 
35 u.s.c. 55 155, 156. FDA can apply the same process with 

~ This latter position has been challenged by Marion 
Merrell Dow with respect to agency treatment of AHDAs tor 
terfenadine that were filed prior to relisting by MKD of a patent 
it claims applieE' to a use for terfenadine. The matter is 
curr~ntly before the u.s. District Court for the District of 
Col\llllbia on a mot:ion for swiuDary judgment. 
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respect to this URAA patent information it uses with information 
on Waxman-Hatch p.atent term extensions, a1though some arrangement 
must be made with PTO to assure that the updated infc)rmat10n will 
be available within an agreed-upon time frame. In the case of 
Waxman-Hatch ,extensions, the Office of Health AffairsJllonitors 
the, Federal Regis·ter for the publications and then conveys the 
information to th.e relevant offices for publication, in the Orange_
Book and in FDA Alpproyed Animal DruS Products (the "Green Book"). 
The Fed. Reg. not.ice did not indicate whether the PTO intends to 
determine and publish new patent expiration dates for patents in ' 
force on June 8,:1995 that have, not received patent term 
extension under 3!S U.S.C. 5S 155, 156. If PTO does not determine 
and publish that information, there will be instances in which 
information on U1U~~extended patent expiration dates comes 
directly from the NDA holder. The agency must determine as well 
whether the NOA hilider should also submit to the agency 
information deterulined and puJ:)lished by PTO. ' , 

OGO would like to require that information on th~ ORAA
extended patent expiration date be submitted to the agency within 
30 days of June 8, 1995.W They also believe that the agency 
should take the S~ime position with respect to late submissions, of 
patent information in this context as it haa taJcen in the 
requlations with J:,espect to other "untimaly·' submissions of 
patent. information. Underthi. approach, late'su.bmi••ions of 
URAA-updated. patellt expiration dates vill be accepted and 
published by FDA. ANDA applicants who submit ANDAs after july 8, 
1995, will not be required to update the certifications contained 
in t.he ANOA to renpond to URAA-extenc1ed 'patent expiration dates 
not submitted to 1~he agency prior to the filing of the ANnA. 
ANDAs submitted aj:ter the untimely submission by the NDA holder 
of URAA-extended I,atent expiration dates vill be required to 
certify to the extended date.! , 

The position aGD would like to take is fully consistent with 

the positions the agency has taken with respect to updating other 

patent information. Unless PTa determines and publishes all DRAA 

patent extensions, this situation would not be comparable to the 

updating of infonaation on Waxman-Hatch patent term extension 


Al' OGD shoul1ci determine what, if any, approvals could be 

made effective in the 30 days following June 8, 1995, during 

which new patent information may not have been submitted. In 


'order to avoid unnecessary confusion and litigation, the agency 
may wish to c:ontac:t the parties directly to determine, wbether the 
URAA will 'have an~f effect on the .patents at issue. While this 
pro-active approach is someWhat inconsistent with the 
"ministerial" position FDA has ascribed to itself vith respect to 
patent matters, this situation is unusual a.rlough that such 

actions are unlik4~ly to have serious ramifications in the future. 
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,where all the information comes to the agency directly from the 
Patent Office and the NDA holder bas no discretion as to when the 
information is submitted. The issue'is m(,re analoqous to the 
issuance of a new patent or the determination by tneMDA holder 
that an existing' patent applies to the listed drug. In these 
instances, the in,formation and discretion rest with the NDA 
holder. As discllssed in the preamble to the final regulations, 
the failure to file patent information promptly can undermine the 
statutory goals, of the Waxman-Hatch Amendment. and could cause 
the agency and ANDA applicants to expend resources unnecessarily. 
59 Fed. Reg. 50340. The knowledge that FDA could approve an ANDA 
filed before the NDA holder submits its updated patent
information, if that info:rmation is not submItted by July 8, 
1995, should prove an incentive. to HDA holders to file the URAA
exten~ed expiration dates promptly. 

UP' 'l\Uli;l:tioR' ,r,nOiH B.for. tJa. Aa!Jiu",y on tbul. 8« .1295 

ANnAs pendinq before the agency on June 8, 1995, will be , 
required to sutmli1t updated certifications ,to respond to the U'RAA

.	extended patent e:lCpiration dates. Tbis viII also apply to ANDAs 
for which a tenta1~ive approval letter bas been sent •. .so 59 Fed. 
Reg. 50348-9. Th.~ aqency will not approve ANDAs that do no.t 
contain the new c4~rtification8 to URAA-extended patent expiration
dates submitted b~, the NDA holder because those applications will 
not meet the requirements for a complete ANDA and they viII 
cont.in untrue stnte:ments of material tact. 21 u.s.c.· 
S J 55 (j) (3) (J), (lC). I would anticipate that a nllmbU' of ANDA 

.applicants will submit paragraph IV certifications to the 
extended patent deltes. If that occurs, and the NDA holder brings
suit·to f!nforce the patent, the agency vill be required to stay
its approval for·lLt least 30 montha, unless the court orders· 
otherwise. 

CONCLUSIQ,H 

For the reascJns .et out above, I believe that unless FDA 
amends its requlat:ions to permit approval of AHDAs tnatdo not 
contain certificat:ions to later-filed patent information, FDA is 
required to accept: and publish the uRAA-extended patent
expiration dates. . The agency is further required to treat these 
URAA-extended d.atEls as the dates that will govern for approval of 
ANDAs for listed clrug products. 

I have been t;old by parties representing bOth the. innovator 

industry and the c:reneric industry that they intend to f lle 

lawsui.ts if FDA aclopts a policy that is unacceptable. We can 

expect litigation on this matter promptly upon the issuance of 

the agehcy's position. 
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SUMHARY OP LBGAL ISSUES RAISBD BY TBB URUGUAY ROUND 

AGR2EKBNTS ACT WITH RESPECT TO ~DA APPROVALS 


:OF ABBRBVIATBD :tIEW DaUG APPLICATl:OIIS: 


The Office of Chief Counsel oiFDA has analyzed the 
relationship between certain provisions of the Uruguay Round 
Agreements' Ac~ (t'URAAt'), that extend patent terms for up to three 
years, and the provisions of the Waxman-Hatch Amendments 
qoverningthe;approvals of abbreviated new drug applications 
("ANDAs") for igeneric equivalents of approved drugs.!', 

Prior to.1984 and the passage of the Waxman-Hatch 
Amendments, F~A did not determine or consider the patent status 
of pioneer dr~gs when it approved generic copies of those drugs. 
In the event Qf an infringement of patent rights by a generic 
drug manufact~rer, the owner of the patent sought recourse in the 

. feder~l courts. 

The Waxllu~n-Hatch Amendments established new drug and qeneric 
drug approval programs that require FDA to accept and publish 

·patent information, and to consider the patent status of 
innovator druqs when it approves generic versions of those drugs. 
This requirement was part of the legislative compromise that 
permits' promp~ marketin~ of lower-cost generic drugs after 
expir.t~on of. patents on the pioneer drugs, in exchange for an 
express recog~ition of patent rights in the generic drug approval 
process. and the restoration to patent holders of some of the time 
lost on the p~tent life durin9 the regulatory review process.
The Waxman-Hatch Amendments generally -require that FDA wait until 
the ,patents applicable to the pioneer drug have expired before 
the agency approves generic versions of the druq. 

Whe URAA extends the term of patent protection by up to 
three years. ,FDA's current drug approval process requires that 
the aqency acknowledge the URAA-eXtended patent expiration dates 
as controlling with respect to approvals of generic drugs. The 
generic drug industry and some other interested parties have 
asserted that FDA should amend its regulations so that ANDAs 
pending befor~the agency on June 8, 1995, the effective date of 
the patent extension provisions, can be approved upon the. . 
expirati.on of the pre-URAA patent term. FDA's authority to amend 
its re9ulatio~s as proposed depends upon Whether such a change is 
permitted by the URAA and by the Waxman-Hatch Amendments. The 
Office of the Chief Counsel has determined that the URAA does not 
permit such an amendment. 

! 

J/ This analysis applies as well to abbreviated new animal 
drug applications ("ANADASIt) 0 by which manufacturers seek 
approyal to market generic versions of animal drugs. 

http:expirati.on


tHE GENERIC DRUG APPROVAL PROCESS 

PatsntSubmissiol1s by )fDA Ilolder Ilnd PUblicatioD by PDA 

- TheWa~an-Hatch Amendments direct that NDA applicants 
submit patent information on the·pioneer druq to FDA. FDA 
is required to publish this information. 

- Some patent information becomes available after approval 
of:an NOAa such as when a new patent is issued or with 
the extension of a patent term under the Waxman-Hatch patent 
term extension provisions •. FDA publishes this information. 

-!lOA holders are already submitting updated patent 
info~ation to FDA that contains the URAA-extended patent 
expiration dates. The Waxman-Hatch Amendments require that 
the agency publish theURAA-extended patent expiration dates 
once they are effective. 

Patent certifications by AHDA Applicants 
I 

- The Wa~an-Hatch Amendments require that a company seeking 
to,obtaiQ FDA approval to market a generic copy of a drug 
include in its ANDAa "certification" with respect to each 
patent which claims the drug or a use. 

- FDA requlations require that an applicant amend its ANDA 
if,; at any time before the effective date of the approval of 
the application for the generic copy 4 the applicant learns 
that the submitted certification is no longer accurate. 

~ Under FDA's current regUlations, ANDA applicants would be 
required to amend patent certifications toacknowledqe the 
URAA-extended patent expiration dates. 

- With respect to a ~-extended date, an ANDA applicant 
~ay submit either a certification indica~inq that itvill 
~a~t to $arket until the URAA-extended patent term has 
expired, ;or a certification indicating that the ANDA 
applicant believes that the patent asserted by the NOA 
holderi~ invalid or will not be infringed by the generic. 

! 

FDA 'ApprQval of ANnAs 

.~ In the! case of a certification indicating that the ANDA 
applicant doesn't intend to market the generic until the 
patent expires ft FDA will not make an approval effective any 
earlier than the expiration of the·patent. 

- If the ANDA applicant claims that the pioneeris patent is 
invalid ~r will not be infringed by the generic cOPYu FDA 
can make, an approval affective immediately 0 unless the 



. pioneer drug company sues the generic drug company over the 
patent claim. If there is patent litigation g FDA must wait 
at least: 30 months to make. an ANDA approval effective, 
unless a ,shorter or longer period is ordered by a court. 

I 

EFFECT OF UBAA PATENT EXTENSIONS 

. The URAA 1extends the period of patent protection,. in order . 
to harmonize U.s. patent law with international patent standards. 
New' patents w~ll have a 20-year term from date of filing. 
Patents in force on June 8, 1995, or that result from an 
application filed before that date, will have a patent term that 
will be the greater of the 20-year term from date of. filing or 17 
years from the 'date of granti~q of the patent. 

section 532(a) (1) of the URAA is a transitional, 
"grandfatherinq" provision that limits the availability of 
certain statutory patent infringement remedies (injunctions, 
damages., and ,ttorney's fees) for acts that were commenced, or 
for which "substantial investment" was made, before June 8~ 1995, 
and which bec9me infringing because of the extension of the 
patent period. The ~prpvides that such infringing acts may 
be continued 'upon payment of "equitable remunerationu to the 
patentee. The DRAA does not define "substantial investment" or 
"equitable remuneration." 

The generic drug industry maintains that this 
"grandfathering'U provision will permit any applicant who has 
submitted an ANDA to FDA by June 8, .1995, and therefore made a , 
IIsubst2l:ntialinvestmentu" to obtain approval of a qeneric version 
of a drug covered by a URAA-extended patent upon expiration of 
the pre-DRAA :patent term. Marketing of the generic drug will 

. then reqUire ·only "equitable remuneration" to the patentee. 

The flaw. in the generic drug industry's argument is that 
Congr.ess did not include the remedies that apply specifically to 
the infringement of drug-related patents among the remedies made 
unavailable by § 532(A) (1) during the transition period. 
section 271 (e.) (4) of the patent code, which provides for· 
injunctions, damaqe awards, and attorney's fees for acts of 
infringement.related to drug patents, was not listed among the 
remedy:sectians explicitly made unavailable under the URAAo 
Moreover, an~ argument that Congress simply overlooked S271(e) (4)
is undermined by the fact that the URAA makes technical 
amendments to this provision to apply the remedies specified to a 
broader range of infringing actions (~ extendedcoveraqe from 
"sale" to "offer to sell"). 

The Office of Chief Counsel therefore has determined tha~ 
under established canons of statutory construction, Congress did 
not intend to include generic 'drug applications within the 
transitional !"grandfatheringU provision. The clear language of 
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the URAA does ~ot amend the remedies that govern infringement of 
drug patentso/ Congress clearly knew of the existence of 
§ 271(e)(4), ~ut it nonetheless did not include that section's 
remedies for ~rtfringement of drug-related patents among the 
remedies made lunavailable for patent infringement during the 
transitional ~eriod. .. , 

The limited legislative history on the transitional 
provision of the URAl does not provide any affirmative support 
for the argument that it was Congress' intention to apply the 
provision to all industries. The language in the Agreement on 
Trade-Related Aspects of Intellectual Property Rights ("TRIPs") 
permits; but does not require, the inclusion of a transitional 
provision in the implementing legislation adopted by a member 
country. The statements contained in t.he Statement of . 
Administrative Action and in the Senate report are not specific 
as to the parties affected by the transitional provision and are 
merely restatements of the general technical aspects'of the 
provision. . 
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Legislitixe History for URAA Provisions Pertaining
i to Transitional Patent Provisions 

The Agreement on Trade-Related Aspeots of Intellectual 
property Riqhts (ViTRIPs") provides, at Article 70.4,that~ 

In'resped,t of any acts in respeot of speoific objects 
embodyin9 proteoted subject matter whioh becomes 
infringing under the te~s of legislation in conformity 
with this Aqreement, and whioh were commenced, or in 
respect ~f which a significant investment ~as made, 
before the date of acceptance of the WTO Agreement by 
that Member, any Memb~ ma~ provide for a limitation of 
the remedies available to the right holder as to the 
continued performance of such acts after the date of 
application o.f this Agreement for that Member.. In such 
cases f the Member shall, however, at least provide for 
the payment of equita~le remuneration. 

(emphasis add.d). 

The statement of Administrative Action that accompanied the 
URAA states that: 

Section .532 (a) also adds sections 154 (c) (2) and (3) • 
. These seotions address situations where a third party 
beqins use of a patented invention before the date that 
1s. six months after the date of enactment of the . . 
uruguay Round Agreements Act and suoh use becomes 
jnfrinqing because of a change in patent teradue to 
operation of section 154(c)(1). In such circumstances, 
the patent owner will not be able to obtain an 
injunction, reoover a reasonable royalty, 'or obtain 
attorneys fees as provided for in.seotions 283 to 285 
of Titlei 35, but will be able to recover equitable 
remuneration from a third party who infringes the 
lpatent during the period in question. 
. . 

The ~oint Report of t~e Committee on Finance; the committee on 
Agricrulture, Nutrition and Forestry; and the Committee on 
Governmental.: Affairs contains a nearly identical g albeit sliqhtly 
inaccurate g ltatement: 

section !532(8) adds new sections 154(0)(2) and (3)0 
These sections address the situation where a third 
party b$qins using a patented invention anytime during
the' six months after the enactment of the legislation 
and such use becomes infringing because of a change in 
patent term due to the operation of sect.ion 154(c) (1).
In suchlcircumstanees, the patent owner wili not be 
able to obtain an injunction, recover a reasonable 
royaltyJ or obtain attorneys fees, but will be able·to 
recover equitable remuneration. 
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Kr. Jon Cherney 
5816 West Lindenhurse Avenue 
Los Angeles, California 90036 

Dear Mr. Cherney: 

Thank you for your letter of Karch 26, 1995. I can well 
appreciate the frustration you express concerning ehe 
availability of drugs to treat life-threatening diseases such as· 
cancer and AIDS. These diseases have terribly devastating 
effects, not only on the patient, but on the family and loved 
ones as well. 

The Administration places a high priority on cancer and AIDS 
research, an~ as you probably know, funding for the National 
Cancer Institute and the National Institutes of·Health is at an 
all time high. 

The Food and Drug Administration (FDA), under the Department of· 
Health and Human Services (MRS), is responsible for ensuring the 
safety and effectiveness of all drug'S and biological products in 
the united States .. Over the past few years, FDA has taken 
significant steps toward making experimental drugs forHIV/AIDS 
more widely available and has initiated expedited procedures to 
speed the review and approval of promising therapies for 
HIV/AIDS. Tens of thousands of people have received products 
under expanded access m.echanisms. 

The Treatment Investigational New Drug regulations (Treatment 
INDs) establishcondieions under which promising new drugs and 
biologics that have not yet been approved or licensed may be made 
available to desperately ill persons. Treatment INDs have 

. generally been granted only after all clinical trials have been 
completed., or.at least well into the clinical testing phase, and 
after the development of some reliable evidence that the product 
is effective. In addition to treating AIDS, approved Treatment 
INDs also have made therapies available to tceat·cenal transplant 
rejection, cancer, obsessive compulsive d.isorder, and Parkinson's 
Disease. 

The "parallel track policy," first announced in April 19.92, 
expands the availability of promising investigational drugs to 
those persons with AIDS and HIV-related diseases who are without 
satisfactory alternative therapy and who cannot participate in 
controlled clinical trials. The first AIDS drug that was tested 
under FDA's parallel track policy was d4T; an anti-viral drug 
thae acts by inhibiting HIV. Ducin~ the testing of this product, 
11,000 people ~ere enrolled for treatment. 
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In December'l992, new rules to speed the approval of drugs and 
biologics for patients with serious or life-threatening, 
illnesses. such as AIDS, cancer, and Alzheimer's disease, were 
published by FDA. These rules establish procedures for·the 
Agency to approve a drug based on IIsurrogate endpoints" such as 
laboratory tests or physical. signs that indicate that reai health 
benefits are likely to occur. Use of surrogate endpoints, for 
measurement of drug efficacy permits approval earlier than if 
traditional endpoints--such as relief of disease symptoms or 
prevention of disability and death,from the disease--are used. 
These rules also allow for a streamlined withdra.wal process tf 
the postmarketing studies do not verify the drug's clinical 
benefit~ if there is new evidence'that the drug product is not 
shown to be safe and effective, or if other s~ecified 
circumstances arise that necessitate expeditious withdrawal of 
t~e drug or biological product. 

In September 1993, FDA announced the creation of its Office of 
AIDS and Special Health Issues. The Office serves several 
critical functions within the Agency. First, it is a major 
contact point between the FDA and people with AIDS and other 
serious or life-threatening diseases, including cancer. Second, 
it is, a point of contact between FDA and other federal agencies 
dealing with these diseases. Lastly. where appropriate, this 
Office attempts to represent, within the FDA, the perspectives of 
people with these diseases. 

Early in i994, HHsSecretary established the National Task Force 
on AIDS Drug Development. Dr. David Kessler, Commissioner of 
Food and Drugs, is a member of the Task Force. The mission of 
the' Task Force is to ensure that all aspects of AIDS drug 
development are rapidly taking place in a creative, coordinated 
manner, free of unnecessary barriers. The Task Force has had 
several meetings and has also established subcommittees to 
address a variety of issues concerning expedited AIDS drug 
development. ' 

Many individuals at FDA have been working closely for years ,with 
pharmaceutical manufacturers, community activists, and 
researchers in the fight against AIDS, cancer, and other serious 
diseases. We all share your frustration. but assure you of our 
continuing commitment to finding cures. 

I hope this information has been helpful, and thank you again for 
taking the time eo write. 

Sincerely, 

;, Carol Rasco 
" --------------~ etc. 
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March 26, 1995 

The Honorable Carol H. RaB~o 

As8t~ to the President for Domestic Policy 

THE WHlTE HOOSE 

1600 Pennsylvania Avenue 

Washington, DC 20500 


Dear Ms. Rasco: 

I am writing to urge you to do someth!ng about the bureauC17lCY in the FDA. 
Drug approval for diseases such as AIDS ,and CANCER move at a snail/s pace. 

, Meanwhile, lave~ OI1.RB are dying everyday. Somet:h.1ng must be and should 
be done about this. I understand .that the FDA is·slow to··approve. d.nlgs 
beOlllile of fear of lawsuits and liabilities. Why can't spedallaws be ~reated to 
~pprove these drugs, which have shown great praml~e in both Stage 1 and 
Stage 2 testing, that would be approved only at the risk of the patient and that 
the Government of the United States, the FDA an.d the NIH will have no . 
liability if there- should be any adverse reactions to these medic:a~ns and 
.agents. 

This idea seems logldl and hwnane. Please give it some thought and create 
legislation to save lives 01 thousands of people. The President could even . 
initiate this by Executive Order. Plea~el time is of the essence here. 

Thank. you for your. time and attention. . 

/ 
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BG-FDA-NEW-PRODUCTS-NYT 
FDA MOVES TO HASTEN MARKETING OF NEW DEVICES 
(bl) 
By PHILIP J. HILTS 
c.1995 N.Y. Times News Service 

WASHINGTON - Hoping t.o head oft grea.ter changes t.hat might be 

proposed in Congress, the Cl inton R.dministra tion announced plans 

Thursday to have the Food and Drug Administration ease the way ~o 


market for some new drugs and medical devices. 

Among the pl~ns is a two-year pilot program in which review of a 

number of medical devices will b~ turned over to private groups. 
The commissioner of food and dru~s, D~. David A. Kessler, 


outlined the changes at a hearing of the Senat~ Labor and H~mDn 

Re~ource~ committee, saying the YDAwas committed to eliminatin~ 

red tape while continuing to make sure that drugs and medical 

instruments are bQth safe and effective. , 


Sen. Barbara A. Mikulski. D-Mrl., joined several Republican 

members of the committee in warning the agency about what they 

described as a confrontational attitude toward companies like the 

biotechnology concerns in Senator Mikulski's own district. 


"There is an enormous frustration in the privat~ sector about 

the agency's attitude, about nit-picking," 'She said. "We ne,ed a 

passion for change at the FDA. And if not, I believe Congress is 

going to roll right over you." 

Kessler assured her that change had begun. "We bel1ev~ many 
. medical devices sim~ly don't pose a sufficient risk to be reviewed 

by FDA prior to marketing," he said. 
Accord~ngly, the two-year pilot progra~ will enable 10 


categories of medical devices - a total of 100 to 4UO suih 

instruments that the FDA deems of low or medium risk - to be 

reviewed not by the agency'itself but by private .medical groups. 

These groups have not yet been chosen, or even solicited. 


The manufacturers will pay for the private reviews. whiqh are 

expect~d to get under way in 1997. 


Throughout the pilot program, the FDA will r~tRin final 

decisioll-maklng authority. That .makcs the program less sw~~ping 


than the. standard review procedure in some European countries that 

have been approvingly cited by the American health manufacturing 

industry. 


Private groups accredited by the goverrunents there have the 

power to grant applications for medical devices. 


Another of the changes announced Thursday will allow 1:::5 

categories of devices. which accollnt for about 700 applh'ations a 

year, to be exempted from the need for FDA approval bAfore going to 

market. These categories include syringes, oxygen masks and simple 

su~gical lasers. . 


The agency has already exempted 441 c~tegories of devices, 
including stethoscopes and surgical microscopes. The new 
exe~ptionst added to those earlier ones, mean that abolJt a third of 
all medical devices will now be exempt from review before 
marketing. 

In another change, companies will be allowed to export drugs 
that are not approved for us~ in the United States but that do have 
the approval of the countries to which they are sent. 

The FDA plans to permit export to 21 countries with the best 

sat'ety records at first. ann then consider expA.ndiIlg that. number. 
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Introduction 

Reforming the Federal government's regulatory processes, 
while maintaining critical public health and safety standards, 
has been and will continue to be a top priority for the Clinton 
Administration. Consistent with this commitment, President 
Clinton and Vice-President Gore asked Health and Human Services 
.Secretary Donna Shalala to help them carefully examine FDA's 
regulatory requirements. 

As part of the Vice~Presidents' 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. ThisJreport 
contains recommendations resulting from the initial phase of that 
review~ 

Background 

The Food and drug Administration is the Agency within the 
Department of Health and Human Services charged with ensuring 
that drugs, vaccines, and medical devices are safe and effective· 
and that foods meet basic safety standards. In carrying out 
these and other responsibilities, FDA oversees more than $1 
trillion worth of products, which. accouht for 25 cents of every 
dollar spent annually by American consumers. 

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 of Accomplishment 

FDA's recent regulatory improvements ·include: 

* Shor~ening 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 o'f FDA experts oversaw the licensing in record 
time of the drug interferon beta 1b to treat certain 
patients with multiple sclerosis). 

2) Under the Prescription Drug User Fee Act of 1992, drugs are 
now reviewed more quickly than ever[?]. This law authorizes 
FDA to charge user fees for the review of drug applications, 
and to use these additional resources for the review of drug 
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. 

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 
1994. 

in 

* 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. 

2) The FDA has helped to assure 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 b~guna 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 permission to enter this 
country. \ 

4) FDA has issued permit regulated companies to use electronIc 
records and Signatures in place of,paper under a new 
proposal. This will save industry substantial-costs by 
simplifying record keeping and speeding the filing of, 
applications and other regulatory documents. ' 

[JUSTIFICATION] , 
As noted in the President's State of the Union address and 

his recent announcement highlighting some of the recommendations 
in this report, this Administration is committed to promoting 
results and not rules. The reforms this report advocates will 
reduce paperwork and eliminate unnecessary regulation. In so 

'doing, will strengthen the economy while maintaining health and 
safety. 

1 The 1994 median r~view time for all new chemical drugs was 
17.5 months; (the subset of 1994 drugs reviewed under the user 

fee program were reviewed in'an average of 13.5 months). 




Principles for Reforming FDA Regulation in Carrying out this 
Review 

In carrying out its regulatory review, the Agency carefully 
considered the financial burdens that its requirements impose on 
industry and consumers and looked for ways to allocate' or 
eliminate these burdens. In reformihg its procedures 
and requirements, FDA followed the following principles: 

* 	 Using performance standards rather than command and control 
regulations, whenever possible; 

* 	 Expediting product review, without sacrificing the health 
and-safety of the,public; 

* 	 Eliminating unnecessary requirements that may have been 
appropriate once but are not now necessary to protect public 
health; and 

* 	 Utilizing modern automated technology as a tool in 
streamlining internal Agency management and as an aid to 
industry in meeting their regulatory requirements. 

Regulatory Reform Recommendations 

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. 

The recommendations contained in this report are summarized 
below: 

. 
* 	 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 biotech drugs; 

(note: FDA please make certain, that the consolidation of this 
paragraph with the fourth bullet which 'previously started out 
"reducing or eliminating" coincides with the consolidation of the 
written proposals) 

* 	 Allowing manufacturers of biological drugs to get licenses 
for pilot facilities instead of making them b~ild full-scale 
plants. Manufacturers will still have to show that they can 
meet safety, purity, and potency standards. ' 

* 	 Permitting greater flexibility in the appearance of 
distributors' names on biological product containers, 
package labels, and labeling; 

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

Exempting drug and biologic manufacturers from certain 
environmental assessments that currently cost tens of 
thousands of dollars each time a new product is developed 
and provide no real benefit to the environment; 

Exempting nearly 140 additional categories of low-risk 
medical devices from premarket review. 

Eliminating the reference list and clarifying that market 
clearances of low-risk devices,will not be withheld unless 
FDA,finds a reasonable relationship between the nature of 
current violations and the application under review; 

Developing a pilot program for review of 1ow~risk medical 
devices by outside review organizations to determine if such 
a system could be developed permanently; 

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;, 

Expanding opportunities to export drugs and medical devices 
to industrialized countries. 

Issuing a public statement clarifying how FDA determines the 
effectiveness of new drugs and devices;:t!): 

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

Expanding and standardizing the use of new 'information 
technologies for review of new products to speed up import 
entries. 

Additional proposals for reforming the regulation of drugs 
and medical devices are being developed and will be announced in 
a later report. They will accompany additional recommendations 
related to the regulation of foods and veterin,ary products. 
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MEMORANDUM 


To: 	 Carol Rasco· 

Elaine· Kamarck 

Greg Simon 

Sall y Katzen 

Jennifer Klein 

Paul Weinstein 

Shannah Koss 


From: 	 Chris Jennings 

. Date: April 18, 1995 

Re: 	 FDA Report Clips 

Attached for your information are the clips from the FDA report. I thought that you might ' 
like to have a set. · 



;. " 

, , 

. ',' 



nrrn n.14'.vTr-.r PROPOSALS 

.-steepy - 7\ 
f(- wl\~ out ~1· Cf{J ~Ad~e w( 

.be1..'4- Co v-<J /"I~"'c> -¥:> t:lo.! ;., C',,,,:'), s.1~1 

V ( c;. C c.. ~ . -::s;tV d- J',,~A'" ~ • ~0 

(ov.u- IV~~ JA::. ....\cJ .1'q..,: 

A-+(a..~P fJ d/..... -i'l' /;(h\lI/\l\r.v.

-9 K ('.123 ~~\l"'..t Ol.lf(l\~ {/\ r.(t-t?~ . 

rtJ-<o.M F..DA- ~4M-:,:, \0. {( VV-'l.. JfVJ rj.a 

ONku.f ¥>t .rxI-\ ~~~~}~, .J., .cIt,';"'
t-h rOo--'"-.l~ ..9 d. . /)..l_ .kt .' 

-' /V ~ \ (I-..(t'\(J,O(\Al' f(..lA(J1'4.V 

~",,<J;.-..~. ~""'f .,1 (ja Itz&, ___ 
H,qf-e. 1'OCA j]~ lAl ~!vL Cc-.t( ~ 
Vt <:JL.. c;: '"'1 

~MENTATIONrrIMELlNE 

Ireclassification and exemption by 
) 

: review of products on list 

ram will begin Oct. 1995 
,. 

~ proposed in 1996 budget 
,I 

:h~ proposed regulation for IDE 
~yOct. 1995 
! 

qstatement by July 1995 

guideline development within 2 years 
~idelines within 2 years 
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REGO DEVICE PROPOSALS 

PROPOSAL lMPLEMENTATIONITIMELINE 

Medical Device Exemptions from Prerriarket 
. Notification 

proposed reclassification and exemption by 
June 1995 

Elimination of the Reference List immediate review of products on list 

Medical Device External Review Pilot 
Program. 

pilot program will begin Oct. i 995 

Device User Fees legislation proposed in 1996 budget 

Device Expons legislation; proposed regulation for IDE 
devices by Oct 1995 

Effectiveness ofDevices 

.. 

published statement by July 1995 

Harrnonization of Standards testing: guideline development within 2 years 
GMPs: guidelines within 2 years 
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REGO DRUG PROPOSALS 

PROPOSAL IMPLEMENTATIONITIl\'lELINE 

Eliminating Many Requi.rements for FDA 
Approval of Manufacturing Changes 

Orugs: tablet fonn,: guidance document by 
Dec. 1995 
other forms, guidance document by 
Dec. 1996 

Biologics: 1st round guidance document 
immediately 
2nd round proposed regulation by J~n. 
1996 

New Policy to Permit Use of Small-Scale and 
Pilot Facilities During Development of 
,Biologics 

guidance document by July 1995 

, 

Revision ofLabeling Requirements for 
Biological Products 

. , 

proposed regulation by Oct. 1995 
j 

Antibiotic and Insulin Standards and Insulin 
Certification . 

legislation 

Environmental Assessments for Human Drugs 

.. 

proposed regulation by Jan. ,1995 

Drug Exports legislation 

Effectiveness of Drugs published statement by July 1995 

Harmonization testing: guideline development within 2 years 
GMPs: guidelines within 2 years 
animal drugs: guidelines within 3 years, 
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B A C K G R 0 U N D E R 

U.S. FOOD & DR UG ADM I NIS TRA TI ON 

Contact: Jim O'Hara 301-443·1130 , 

Reinventing Drug and Medical Device Regulation 
( 

The Clinton Administration is committed to making government work better by reducing unnee-:
essary regulatory burdens while maintaining the critical public health protections the American 
people e;xpect and deserve. In the case of the Food and Drug Administration, reinvention .of drug 
and medical device regulation will mean speeding up the review of these products. 

The high standards of the' FDA have given Americans access to drugs and medical devices that 
are safe and that work. In addition, FDA has worked in recent years: to make new therapies 
available as 800n as possible, even before final approval; to accelerate the ~pprova1 of life-saving 
drugs; and to speed up the review and approval of all drugs with additional resources from 
industry user fees. 

The Clinton Administration is building on these high stnndards and efforts to speed up drug and 
device approval with new FDA regulatory reforms. Some of these reforms will directly speed up 
the review process for these products. Others will reduce unnecessary regulatory burdens on 
industry. All are aimed at maintaining and protecting Americans' confidence in the safety and 
effectiveness of the drugs they take and the medical devices they use. 

-' 

FDA will reform drug and medical device regulation by: 

• 	 Allowing manufacturers o(drugs and biologics (products made from biological materi
als) to change the way they manufacture an approved drug without FDA pre-approval if 
the risk is negligible. 
Impact: Industry can modemizefacilities and processes more easily; FDA can shift 

resources to more critical review needs. 

• 	 . Allowing manufacturers of biological drugs to get'licenses for pilot facilities instead of 
building full":scale manufacturing plants.· 
Impact: Manufacturers will have lower start-up costs and can morequickly begin pro· 

duction of new drugs. 

• 	 Pennitting greater flexibility in how distributors' names appear on biological product 
containers, package labels. and labeling. 

(more) 
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bnpact: Small start-up companies, many of them biotechnology finns, may more readily 
, enter into manufacturing arrangements with larger companies and bring prod

ucts to market quicker. 

• 	 . Eliminating special requirements for manufacturing insulin and antibiotic drugs. 
bnpact: Industry will no longer be burdened with outdated requirements and FDA can 
, regulate these products the same way it does other drugs. 

• 	 Excluding'drug and biologics manufacturers from requirements for most environmental 
assessments. 
Impact: Industry will be spared the expense of preparing assessments that FDA has 

found unnecessary. 	 . 

• 	 Exempting up to 125 categories of low· risk medical devices from premarket review, 
adding to the 441 categories already exempted from review. 
Impact: Industry'will no longer have to wait for premarket review, meaning that these 

devices can reach patients sooner; FDA can shift resources to more critical 
review needs. 

• 	 Eliminating the "reference list" and clarifying that premarket review of medical devic,es 
can be affected only if good manufacturing practice violations are related to a specific 
device. 
Impact: Industry concerns that good manufacturing practice violations for one product 

can slow down approval for other devices unrelated to those problems will be 
alleviated, and there will ~e morecertainty about when products can be mar
keted. 

• 	 Developing a pilot program for the review of low to moderate risk medical devices by 
outside. organizations. . . 
bnpact: This program will help detennirie if such a system can speed the review of these 

devices, whether the independence ofthe review process can be maintained, and 
if such a system will be. less. costly. 

• 	 Speeding the marketing of medica1 deviCes by charging industry user fees LO give FDA 
more resources for product reviews and committing FDA to strict performance goals. 
Impact: A similar program for prescription drugs has substantially reduced review times 

and FDA has metal1 perfonnance goals to date. 

• 	 Expanding the opportunities for the export of unapproved drugs and medical devices to 
industrialized countries. ' . 
Impact: Industry will have wider markets for its products and will be encouraged 10 

maintain operations in this country. 

(more) 
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• Clarifying the effectiveness standard for .new drugs. 
Impact: Industry will have a better understanding of how to develop riew products. 

reducing the time it takes to bring a drug to FDA for review. 

• Harmonizing intemationarstandards·for the review of drugs and medical devices. 
Impact: The worldwide marketing of new products will be speeded up if there is less 

need forduplicative testing to meet the standards of different countries. 

• 	 Expanding and standardizing computer technologies used by FDA in the review of new 
.. products and in the processing of imported products. 

Impact: Review times for new products will be reduced as these technologies are better 
. utilized both by FDA and industry; imported products will be allowed into the 
U.S. marketplace quicker as these systems are implemented. 

### 
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