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INTRODUCTION: 

Tlie Biotechnslogy Industry Organization (BIO) welcon~es this oppc)rhlnity to comment 
on the success of  the Prescription Drug User Fee Act (PDUFA) and the proposed 
enhancements for PDUFA IV. BIO represents more than 1,100 biotechnology 
c o m p a ~ ~ i e s ,  academic institutions. state biotecllnology centers and related organizations 
across the United States and 3 1 other nations. BIO members are involved in the research 
and de\,elopment of 11ealtlica1-e? agricultural, industrial and environmental biotechnology 
products. Leveraging recent ad\,ances in genomics. proteomics, and bioinfc~l-~natics, 
hioteclmology I-cscarchers are leading the development of novel therapies 10 Ireat Llnmet 
and ~lnder-met medical needs in areas such as Alzheimer's disease, diabetes, cancer. 
cardio\~ascular disease, and many other devastating illnesses. A strong. credible, and 
el'ficient Foc)d ancl D n ~ g  i\dministration (FDA) plays a critical role in enabling BIO 
~ n e m b e r  companies' success in creating tlie nest generation of bio1eclnology medicines. 

PDUFri I l i iS  BEEN A SUCCESS 

Tlie PDUFj\ program Ilas been n-idel!, credited as an  inno\.ati\?e program that has 
strengthened the Food and Drug Adminis~ration's (FDL2.s) capacity t c ~  eialuate the safel! 
ancl effectii,eness of ne\v d n ~ g s  and biologics, thereby expediting the a\:ailability of 
needed neiv thel.npies for patients. Congress enacted PDLIFA to provide FDA \vith 
adclitivc. consistent, multi-year resources to increase its reirielv capacity, includiny ne\\. 
medical ant1 scientific expertise. so the agency could become morc efficient n.ithout 
red~~ci l iy  11s c c ~ ~ i i ~ ~ l i t n l e ~ i t  to the lughest standal-ds of  empiricall~. hased 171-otfuct 
c \  aluation. In filct. since its i~lcel)tioli ill  Ic)O?. PDI!F:!I has lielped en~ible PD:\ to 
:rppro\,e mnl-c than I .  l(I0 ne\\, meclicincs and recluced re\-it.\\- times for inno\.ati\.c ~ I - L I ~ S  

alld biologics. pro\.iding patients and doctors n.ith earlicl- access to breaktIirougl1 
trcntmcnts. 

\Vl111e the program is successli~l. addit~orlal iml,ro\-emcnts can help aclil~.ess FDl\'s 
incr-easing \\ o~-kloacl and pro\.iilc the agent!. n.irl1 71" century tools 1 0  e\.aluate 
~~~ ' e sc r ip t i on  dlug proclucts. l'lic 1.ecomrnendcc1 iml,ro\.cmcnts FDA is presenrins tc)cla\ 
\ \ . i l l  enha~ice 170th FD;\'s post-nlnrket safcty capacil!. and relien. infi-astl-~lctu~-r. BIO 
~)la!.ecl a role in (lie considcl-;~tion of  these proposals and tilll!. suppol-ts tllcsc 
recommc~lcl:~~ions. \\'e I\ 1 1 1  ~ 1 l - g ~  ('o~lgl-ess to adopt this 1'1-anlei\-ork in rcaut11c)r-]zing 
PDI~!F;4 in ;I t imel~.  mnnnci- prior to its ex[~iratic~n. 

.\ 1,IFEC'I'C'LE .\PPl<O.\('II TO DRUG SAFETI.  E\TA\LUATIOIV: 

BIO endorses the PDCjI'i4 IV l,rc~l~osals I7ecause tlie~r ~~nderscorc  O L I ~  commitment to 
pn~ient  \\-ell-\wing and safet>- IIJ, supplementing tlic Agency's I-csources to enhance and 
modernize the dl-ug safety s):sIem in tlie L!nitccl States. Safety is an intesl-a1 ancl 
~ I : I I - ~ I I ~ O L I I I ~  part of conipanies' considerations during research and development. FDA's 
delil~esatic)ns during apl~lication re\~iew. and as part of pc)st-market monitoring by the 



agency ant1 by companies. \\.!he11 con side^-ing iinpro\.ements to the Food and Drug 
.~dministratioii 's safety e\~aluation system. thc follo\ving principles should bc takcn into 
accollllt: 

BIO Pri~lciples for Changes to Drug Safety Evaluatioo and Monitoring: 

F'Dil Slro~rlrl C'o~~ti~rlic~ to L,errtl ill Elvrlrrrrrirlg Srrfr.!,~ rr17ll Efficrrqy: In thc 
United States. the FDA is. and should remain, tlie government r ev i e~~e i -  of 
bcnefits and risks in detel-mining whether and hen. to approve new regulated 
products and \\.Iiether and under what conditions to keep them on the market. 
FDA's scientific 1uion.ledge ant1 expertise is essential Sor evaluation oSsafety 
and efficacy of mcclicinal proclucts and FDA must have sufficient resources to 
complete its mission. ,Alsn. tlie .Agcnc!. should be pi-o\.ided with tlie 
flexibility to distribute ~ t s  resources to maxiniizc cfficiency and value. FD.A's 
current organizational stl-~ichlre. n~liicli deals \vith tlrug and biologic safety 
pre- and post-appro\ ill  in an integrated way. is appropriate for tlie 
comprehensi\re and s\.sternatic e\raluation oSsaSety ~lirougliout tlie lifecycle of 
medicines. 

R L I I I C ~ ~ ~ ~ S  r i11r1  Riskx Mrrsr hc I'o~l.virlc~r~c~tl lOgc]tlic>/.: All d ~ u g s  and biologics 
carry both benefits and risks that sliould be cal-efully ~veiglied by patients and 
their doctors. Thc balance l~et\t.een the 1,enetits of treatment and thc I-isks of 
potential side-el'l'ects \t , i l l  cliffer hnsed 011 many S~CIUI-S. including tlie nature o l  
the treatment :~nd  he condition. and each patient's ullique meciical profile. 
Effi7l-ts to i~npi-o\,e safc uhe of ~ l l e d ~ c ~ i i e s  should support and inlbriii medical 
ilecisions iiiaclc bj, patlenrs and thci~. pIij.sicians. rat1ie1- than l i i i i i t  tlie ahilitj, i ) l '  
pliyacia~ls to prescribe a particular mcdicine to a particular patient. This \ \ . i l l  
help to ensure that patic~lts continue to lln\.c access to iiiedications the! ~lntl 
tlicir physicians helic\.c thcj. nced. 

p( l / l ( l / l f~~  r l / l ( /  /~'l'~ic'~itlO/ic'/~f~ b c l / l c l f ; r  / / ' 0 / ? 1  ~ ~ i / / l c ' / l ' ,  . ~ c ' c ' / / l ' [ / t c ' ,  ( / / 1 ( /  /<c ' / c l l ' ( l / / /  

I/rfo/.n~rr/io/r: Paticnts n11d ~,lc,sicians neeil t imel~ , .  accui-ate. and rclc\.ant 
infomiatian ahout the 1,enelits and risks of a d l - L I ~  01- biologic so the!. call 
~ n a k e  \vcll-infi~t-ined c1ic)iccs about tllci-apy. FD:\'s a s sc s s~ncn~  and 
ci~mmunication 01'einergiiig infc>~-nl;~t~on rcy~rd ing  a treatment's hcnefi~s anti 
risks. botli beforc and aftei- appro\ nl .  ~,ro\.~tlcs a iieedecl integra~ecl system of 
medical product c\.aluation. Safct! inl'onnati~,n collection. colnrnun~catio~i. 
and regu1ato1-y action should be inf(~riiiecl hy  t l ~ c  l ~ s t  n\.ailahlc scientific data 
and esperI ad\.ice. 

Scifit~, Sy.stc//r.c Slrorrlrl Siil7l7or.t t i l i t 1  Iic~flcci I/r/iol~crtior~: The most bcnef~cial 
pc)licies and actions \\-it11 I-espect tc) d n ~ g  safety are those that continue to 
enhance patient health and that promote in i io \a t~ i~n  and tlie cle\'elopmcnt of 
no\.el mcdicines. Biotcclinology companies are o n  the lead in^ edge of' 
scientific atl\~a~lces 111 I>iomedical science and bioinfonnatics. The public and 



121-11 ate sector should nark co l l abo~a t~ \~e ly  to harness and use tlicse 
ad\ ancements to eiili~nce. optiin~ze, and n lodern i~e  the s) bteni of dl-i1g and 
biologic safety e\ a l i ~ ~ i t ~ o n  

010 helie\.cs the negotiated PDUFA IV seaiithorization proposals are fiilly consistent 
\ \ . i t t l  these principles and should be implemented. 

hlodcrni~ed .-ipproaches to Post-hlarket Surveillance: 

PDLrF.4 111 pro\-ided FDA with $71 million to ensure efficient risk management after a 
product \\;as appro\:ed, and the PDUFA I\ '  secommendations \voiild build on that 
commitment. The PDUFA 1V post-market safety enhancements \\rnuld pro\-ide FD.4 
\\.it11 neasl!. X: 150 million o\.er fi1.e !.ears to establish a foundation of epidemiological 
expertise. IT infrastruch~re, and progr:lmmatic skill sets iiecessur-y for an up-to-date post- 
market sur\:eillance system based on 21" cei1h1i-y advances in science and health 
inl '(~nn:~t~on technology. With this f~lnding, FDA \vould be able to Silrther its pi~blic 
health mission \\-bile continuing to enable access to safe and effective medical products. 
Xlnng \\.it11 mo~le~-nizations to curl-ent ad\-ersc e17ent collection systems. FDA would hu\.c 
the capacit): to ~ltilize Iai-g~ medical dntasets to acti\.ely mine for potential safety signals 
a n d  to subsequently facilitate the testing of  those signals. With this capacity, FDA \vould 
be better cquippetl to identif~, ad\ressc cvents Illat might not be e\,ident in clinical trials. 

Bnsctl on tliese rcco~iiniendations. FDi\ \\.oulil establish its \.ision jbr a 2 1';' century 111.11y 
sate(!- .;!.stem 1,asc.d c)n a Ii\,e-j.eal- plan tiel elopccl \\'it11 tlie input of tlie pitblic. academ~n. 
anti ind~~stl-! exl3e1-ts. IYD:1 \\-ould establish best scientific practices ((71- co~itlucting 
: I I I ; I I !  .;es of medical data sets. \.alitlatc post-market risk ~na~ i~ iyemen t  and minimization 
plans t o  iilentiS!. the most successful strategies and tlisseminate inSormation about sucli 
strategies. nncl study hen. 10  ~naximizc the \.slue of ad\.ei-se e \ w t  reporting and anal~.sis 
cl~~siiig a ~xodi~ct 'wma~-l<etrd liii-. 

Expediting Drug I)cveloprneiit: 

.\tlilrtion:~ll!-. tliese PDI!17.A 121-cyc~sals \\ouIcl ],l.o\.iilc FD:\ \\.it11 tlie sexoilrces necessal). 
10 (11.;\\\ 011 l-eccnt ad\ances i l l  genomics and biome~lical science to tlc\.elop inli>rrnation 
to I ic> l l~  irnp~-o\.e ( 1 1 - L I ~  di'\.elol~lllell tlis(~i1g11 earlier ability to 111-edict I-isks and de\,elop 
: I ~ ~ N - o ~ I - ~ ; I I ~  \\n)'s to manage them. For example. FDI\ \ \ . o ~ ~ l d  sele:~se se\.e~-a1 guiclances 
to expedite dl.ilg de\ eloplncnt. These guidances \vould outline the agency's latest 
tlli11l\i113 (UII hi)\\. to ~ I - ~ ~ I C I  ccl-tain toxicities mol-e nccusatel~. and ho\\- to enhance the 
( l ~ ; ~ l i t ~ .  ot'tl1e i11fo1-mation de\ elolxcl thl-ough clinical trials. FDA and stnlct.Ilolcle~-s \ \ - o ~ ~ l t l  
\\orl\ togetl~er to dc\.elo], tools necessal- to SLII-thel- \\.ask in pessonalized medicine. such 
as nc\\ \.alidatccl s:lSet!. and ef'licac. hioina~-kers and ne\ \  \\.aJrs to mcasure \,ariation i n  
I,ntlcnt response. 



Impro.r,ed Procedares to Ensure 'Tinlclj. and \'alui~blc Pre-hlarltet Revicns: 

FDA also \\,auld impi-o1.c the 131-occsses f i~ r  de\,eloping clear anci concise protiuct labels 
and scientificall  appropriate post-mul.ket commitments. Oftell. ~ ~ S C L I S S ~ C ) ~ I S  o f p r o i [ ~ ~ c t  
labeling and phase I\' trials occur near the end of the re\ziew period ~\ . i th  limited time for 
meaningful dialogue anti lk\v standardized procedures. The PDUF,.I IV 
recomlnendations inclucle that FDA \\.auld plan fbl- adequate time in the review process 
for these critical discussions, ~lsually 30 days before the user Tcc date. Allotting this time 
for n ~ e a n i n g f ~ ~ l  discussion \ \ r i l l  lead to enhanced safety  info^-mation emerging fro111 post- 
mai-ket trials and clearel- lahel inhi-ination tor patients and physicians. 

Reducing hlcdicill Errors: 

In addition, the PDLIFA I \ '  I-ecom~nendations include a program under \\.hich FDII 
would impi-o1.e the process for ~-e\. icn, of prescl-iption drug product naines. to minimize 
the potential for medication errors caused by name conf~s ion .  r2ccc)rciing to the Instihitc 
of blcdicine. 1.5 million medication en-ors occur each year in the Lrnited States and some 
of these mistakcs arc caused hy contiisiun o\.cr the dr~1g.s 1ia111e. Tlle PDUFA I\' 
recommendations impl-o1.e the process till- ci.aluating propl-ietarq dl112 [lames so that 
~ ~ u b l c m a t i c  names can 11e identified carlic.1- anci amended befoi-c a procluct goes on the 
market. 

Information 7'echnolog. E I I ~ ~ ~ I I ~ c ~ . I ~ ~ c I ~ ~ s :  

PDUFIl  I \ '  pro\-ides I.'LI.A \\ ~ t h  additiollal ~ - C ; ; O L I ~ - C ~ S  to es~abl~s l l  ;in :t~ito~nateel standards- 
based infor~natio~l tecllnolog!- en\-~rnnmrnt  1i)r the e x c l ~ : ~ n ~ c ,  ~-e\ . ie \ \ .  ancl management of 
information sl~pporting the 111-ocess So1 the re\-ie\\. of human drug apl~lications tlu-oughout 
the prociuct life cj.cle. These I T  e n 1 1 i c 1 1 1 c 1 t  \\ i l l  lcatl to mol-e eflicic'nt. higher quality 
e\.alua~ion ol'ne\\- anil mri~.keretl tlrugs. 

The PDI-'F:\ I \ -  I-ecommenilatio~~s. i n  c o ~ ! / ~ ~ n c t i o ~ ~  \\ it11 the 11eii- salktj- initiatii-cs FD.1 
a n n o ~ ~ n c e d  in response to the Institute o f  hlcdicint. repoi-t. all()\\- FDA to establish a 
nioi11'1-i1. c ~ ~ i l l ~ ~ i - c l l c ~ ~ j i \ ~ .  lik-el-cle :lpl,~-oacl~ 1 0  ~ I I I ~  sai>ty I,ascd t,n 2 1 'I cenLuiT 
~nli)~.nlntion technologies. I~ic~~lictlical ad \  ancc,. ~ lnd  ei'ficient risk r n a n a ~ c ~ i ~ c ~ l t  stl-aregics. 

SlCIVIFIC'.\NTI,\- ENl1.ANC'ED FL'NDING BASE FOR PDlTFA: 

From its ~llceprion. the PDl.ll.'.-\ p1-ogrnrn 11~1s been about ei'llcient 1 . ~ 1  IC\ \ .  ~1';11)plicati01ls 
lor nc\\ p1.c'~"-iption tlr~ig 111-oiluct~. T11c I'T)I~IF;I J \ '  ~ - e c o n l i n e n d ~ ~ t i o ~ ~ s  incluclc 
significant 11e\i- resources -- mol-c than S 5 0  million -- to reinlbl-ce the progl-am's financial 
l ~ a s e  and ensure that the 11rog1-am can continue 10 meer its goals. Thcsc ne\\ Ii~nds atlo\\- 
FD.4 to responci to i n i l a t i o ~ l : ~ ~ ~ .  pressui-es. rlnanticipated n.01-k \-olume and intensity. 



facilities-related costs. and increased need to meet n,itli sponsors and to re\ ie\\ special 
protocol assessments (SPAS). 

PDUFA CANNOT SUCCEED WITHOUT STRONG APPROPRIATIONS FOR 
HUMAN DRUG REVIE\': 

While \ire applaud the rienr recommendations in PDUFA IV, BIO notes that PDUFA fees 
are intended to be additi1.e to a sound base of appropriations for FDA's core acti\,ities. 
Ho\\ ei,er, B10 is cancel-tiecl that FDA has become over-reliant on these user fees to meet 
the col-e mission of the human drug program For instance; appropriations filnded 150 
fe\\.el- Ire\ ie\\el-s in 2005 cc)mpared to tlle start of the progi-am in 19'92. In 2005. Sees 
fundeel more than 1ialfc)f the cost o f  hiiman di-ug re\.ien,, coinpal-ed to 7"" at the start of 
the progl.aiii. t.Jnless appropriatioi~s increase substantially more than the!. tia1.e o \  er the 
last 10 !.ears, user fees could account for more than two-thirds of the  cost of h~unan  drug 
r e ~ . i e ~ \ .  b) the end of PDUFA 1V. BIO is concerned that FDA's olrer-reliance 011 industr). 
fees cl-eates an ~liiseernl!l inisperception that FDA is bellolden to the industry i t  regulates. 
I11 [lie long-term, this perception is not in the best interest of patients. biopllai-ii~aceutical 
ilmo\.ators or  FDA. The fee increases proposed under PDUFA 11' are necessar). for FDA 
to impleinent tlie lie\\ pi-olx~sals \\:hich will enable thein to continue to make needed nen. 
medicines a\.a~lable to patients. but BIO belie\,es that FDA also needs increased 
appropriations to continue its mission of protecting patienth as i t  faces a rei,olutionary 
ne\\- era of' scienti ('ic iiiiio\~at1011 and ad\~anceineiit. 

BIO is :I Ii>iiniling member nl'tlie Coalition for a Stronser FDA.. a ~ I - O L I I I  01- trade 
associations. patient groups. consumer ad\.ocates. and inili\ ~ci~ral ct)liip:rn1ch \ \ . I io~c goal 
is to ensure a strong. consistent public coinmitment to 1-esoiii-ces !;,I- tllc FD.4. In  atldition 
to iiser fees. i t  is iit~portaiit that FDA recei1.e a reasonable balance of al'l~-op~-latioiis for 
human cli-ug rc\'ie\\.. BIO and the Coalition for a Stronger FDA-\ \ \ i l l  ccJnt~n~re t(, I\-c~rk 
\\.it11 the ~'\tlrninistration and Congress to seek needed increases rn apl,~-c~p~-iat~nns 1.01- 
Iiu~naii i l l - L L ~  re\ ie\\ acti\ ities at FD.4 o\.er the next fi1.e years. 

:'\Stet- tlloi-c1~1y11 i-e\.ie\\. of tlie comments deli\ el-etl tocla!.. FDII anct 1-11 IS \\ 1 1 1  Ii)rm;~ll!. 
transmit the ['Dl ; lr,A 11' ~-eco~iliiie~idt~liOiis to Co~igress.  I t is 1111p~,1-1;111t 111;1t ('o~iyres'; 
complete this reautIiori7ation 111 a tiillel]. inanner to a\-oicl progr;iin InLerrllpLlolls. the 
. . 
initialion of'n re(luction in the FDA \\.oi-kSol-ce. and slo\\.-do\\.n 111 ~-egulatr)i?. 1-e\.ie\\ s that 
\\.ill reili~ce patieill access to ne\\ tllerapies. BIO looks S(>r\\ard to \\oi-li~ng \\ it11 1)atient 
groups. coilsumel- gi-oups and other stakeholciers to ensure that this PDl'F.\  package is 
~.eautliorized expedlr lousl  ant1 \\.ell in ad\ ance of tlic stahlt(l1.). expiration of' PDUFI1 I11 
011 September 30''' 3007. 



CONCLUSION: 

In cc~nclusion. B10 belic\.cs that the PDUFA pi-ogl-am has bccn highl>. succcssfill and is a 
direct contl-ihutor to increased patient access to life-sa\.ing, breaktluough therapies. The 
proposed ~nl~a~lccnle i l t s  f'or PDLJFA IV would pro\.icle FDA with tools and resources to 
modernize the post-market sur\.eillance system. e\,nlunte more efficiently each PI-oduct's 
unicluc. bcnetits and risks. and cont i i l~~e  to support the timely de\~elopment and 
a ~ ~ ~ i l a b i l i t y  o1*11c'\v n~edicines to patients. 


