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On behalf of the more ihan 460 membem of the National Venture Capital Association, we 
respectfirly submit die fdfewing commtWs iunzsponsetotheFoodaudDrug 
Admiuistmtionh4arch 2004 report, “ImMwatjon Stagnation: Challenge aud Opportum’ty 
on the CriticalPath toNew Medical PmducW and the related docket 

In 2003, the U.S. venture capital commm&y invest& $5.05 billion in the life science 
i.ndWhs (biotefhology@wmactdca.& andmedical devices). This corMuted27d/o of 
the $18.7 billion of wuture capital iuW last year- representing the highest proporth 
directed to lbe life sckuces sector in the Iast 12 yearx Simply put; the venture industry is 
cammi#iedtoimrez;ti~inthesehi~sk,potiential’fy~growthbrllsinessesdespitethe 
factthatitremainsthemosthi&lyrkzguIated iudustrysectorthatmceivesventure 
investment [Athchment #i] 

ChrinterMadcommitmenttoli~scienceindusbrieshasnotbeensati~ Li&science. 
immbneut has domhted other iudustq iuterest for&e past six consecutive quarters. 
InvW for the first quarter of2004 t&led $1.3 billion, or 27% percent of all 
venture capital intn&mmts. BiotechaoJogy alone wcounted for $943 milfion or 20% of 
all iuvestiug. Me&al devices garner& auotkr $325 millioa, or 7%. All toI& 71 
bioterchnologycsnrpbniesand51 medicaldevkecompauieswe~fhudediuthefrrst 
quarter of this year aloue- A full third oftbe bioteclmoJogy companies were finaced for 
the first time. 

A recent study by Gfobal Insight, cxwnmissioned by the NVCA, shows that Ventura 
bacLedcompatlies~betterinjobcn;stionaadrevenuegrowththantheir~v~e 
company peers. In other words, the veuture commuui~ helps to build stronger 
comprmiesthatcanactivelypartieipatf:mtheapprovalprocessandinhiringskilled 
employs In the biotwhohgy sector (w&b hwlly iuchdes dl pharmaceutical 
investments)., jobs from 2000 tlxougb 2003 1-ncreased on a uatioual average 5% and 
revenues a healthy 220/n VeutumW biotdmology companies f&red better, 
however, rcahzing a 23% increase iu j&s and a 28% iucrease iu revenue. For medical 
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deviceq a similar divergence exists as well; -2% versus 16% for jobs, and 6% versus 9% 
for revenue, again fworing vepltuxd#tckad wmpanies~ 

The creation of stronger wirpniies alknivs fbr strwger science to emerge. IIt is these 
companies that, according to data tirn the National Science Foundation, are performing 
an increasir;lgly greater share of the to&l us. iEsi#lrcb and deveiopment The dollar 
valueof~lcompanjr~hasinereased~~ld~$4.4billionin1984to$40.1 
billion in 2003. The share of U.S. R.&D PerfaRmed by companies with 500 or fewer 
employees rose fbm 5.9% in 1984 to 20.7% in 2003. Accords to the study, not only 
dothesesmallawapaniesfuelimww,atiarlzoatbeirown,butincreasingly~ 
~cearing~~mergersaad~~isitionsfheyalso‘feed’Z~~R&Deffortswitba 
steadystreamofi.dt?a~~ Alsointew&gtonote,ofthetop5O~cQmpaniies 
in the U.S. last year* 41 were either origid@ ventumbacked or major acquirers of 
vwture-backedcompanies 

Tbe venture community agqdauds FDA efbts to identify limitations on the life science 
bmovation process--reslidagtfiatbdhscienee~negulatoryprocessglayarole. In 
addition, seeking comment f?om mditional parties demonstrates the agencies new 
commi~toseeks~h&ionsthatare’outsidethebox’ Wewhole-heartedlyembrace 
this new em in tbe development of &zhncJugy and pracess-based ef%mtstostreamiine 
and speed life science innovation. 

Tbe fdlowing rw’AMymeflc1Bous &clJ!s around the centml themes: a reduction of 
ullcefiainty in tbe zbppmvd process, use of all ava&&le tientific infolrmation to sptzed 
approval decisi~ andamodestsbiRiu&e st@pcy ofexistingregulatiion. 



Gdance as compownds progixss through devebpment. CompEiance from both the FDA 
andindustryto&eseOuidance paffaneteas wiJJ Jeadto more-timely, cost effective drug 
&veJo~xnent. The venhrrp: com.tnuni~~alqneEiat~es the thougbtikbxss reqti for 
rationaJdeve@mentofguidancedocmn&qbutwo&d encwmgeamorerapidprocess 
that even precedes eady imbwator approvaJ appkations if possible. 

Following our nzcommendationsisadiscwionofsevemlkeydiseascarcasthatare 
likely to benefit with ixnmaed edRats in devcJopment and investment if clear and 
reason&leguidanceisdeveJopedamlpubJishedbytheFDA. 

We s&x&y encourage the Agency adoJ3t as routine poticy the adherence of prior 
decisions qading a specific drug’s development hwiks. TJwe are an excessive 
n~~ofiastsmces~~~~QIcisionsoflfreFDA,ia~caatextofFDA-Spansor 
developmentmeetin~arereversedIaterintime. ThisobviousJycreatesadditionaJtime 
aadexpensetothatdru&uJtima&qpmvaJ. A~ntexampleisonecompanywherea 
newrn~~~~~rrecluestrxta~plritaarJ,~ezldpointforacompound,atthe 
time of a pre-;MIA meeting aftep two J&M PJwe. 3 trials Jwi been completed One 
WaytO- ~istoretrdn~samereviewr=rforthefullJengthoftheapproval 
process~tomaintsiniacellltiwsf~theFDA~i~tostary~~theageney, The 
NVCA is well awue of the & ODmpleted in Qe area of reviewer emmtment and . reten&m The~~ofzmd~~of~~andmoti~reviewersmust 
remain a*- ~xiorJ@ for both the FDA and indwtry. When this is not pos&Je, and 
turnover of Juq reviewer of a sponsor’s appktion occurs, it is 0nJy reasonable to 
exJYectthenew- toadhwto&eirpnxkwsots’expwSationsofthesponsor. 

WeJwartiJyendozsctt#:pwpose&heSpecidProtocoJAssessment. Itneedstobe 
bMiJjWXJWddtOpti&sponsarstiththed~necesSary to routinely proceed 
ontlaeJ~~costly~l~pslthfreefiomtfreconcernthatthe~~‘s 
requirements wiU not be arbit,mriJy changed in the ti. AlJowingthis document to be 
usedmuJtipletimesdmingadntg’sdeveJapmeaatismxeswy, given the time and 
expense- An&herprocess&ange~wJkJwouJdinwrJxxa&zthespkitaftJx 
sPA,Ls~ensurethat~AgencypuMishesthe~ofmeetingswithsponsors 
routidy we11 within 30 days of ihe meet@, and that these include a statement that the 
FDA will adhere, and not unila&xaJJy change, these requests in the f&we. 

The vdidation of wrogate markem for disease measmwnentandchemical.orprotein 
biomarJcers against =Jevant &n&J end po5xts afJkts aJJ diseases, and is relevant to both 
smaJJ molecule and biologic Qug deveJopment We stmngJy enwmage tJM?mlAto 
develop and enuwage tbeuseofbiomarkxsandkxsmmgatem&.ers forcompounds 
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where the impl~ion ofclinical endpoints imposes a prolonged and costly, and 
tbe&ore inbi~, dedopment cowe Tbe FDA sbou.Jd priorib its efbts to adopt 
s~andbiamarJrerson~ofsiglIj~t lcnmetmedicaJ~wberecurrent 
products (both approved and in development) are inadequate. An example is 
osteoporosis whem bone markers and bone ntimd density studies could be used for 
approval. A secondexampleisthenot uucommon Agency nxphment of expecting a . IxmdmmdlxiaJ titbcunicaJendpo~tsinQlphan,geneticdefideucydiseases. 
Su~fo~~lanlyer-tenn~withclitrrical~~shoudbedane~ 
f!ilrtherguideclinicalusewiththedtug rnthis~wesupportthecontiu~ 
reqI,aimmentforcJiinical safiidata&&rQadnlgs~~. 

For Ef&ence, we have inch&d our priority indications and described them below in 
more~,M~boftbewotkofl~~~~~~~tscoutd,wp:beliew; 
bedoner4ativeIyquicklybydaiaminingFDA -andpairingtbatdatawitb 
clinical expert advice. 

Tbe ‘Critical Paw di.wlmM identifies new animal models as a high priority particularly 
enhancing the predictive ability fix safety issues prior to the introd.uction of new 
the@c products in magi As those models are developed, wee encourage the FDA to 
~~ongoingguida;rmceasto~~~would,msedino~toendarsethem~~ 
forusebythe~uti~andbiotechinduski~ Werecognizethatthiswouidhave 
a,beascri~~prrooesrs,butbeXievetbaEasresults~elopzmdthc:end~becomes 
clear, such guidance WtU shorten the time and reduce the costs for development, and 
perhaps make it easier for biotechn&ogy companies to raise the capital necessary to 
deveJop fully the animal model. 

~m~l~~~~(Eiradingtht:‘bast~lstouseforpredjcti~of~~in 
difExent dii) could be accomplished quickly. However, it may require extensive 
primaryregearctiawltrooldevelopmerrttocomr:upwitb~modelsin~~~~ 
(since none may currently exist). The FDA iin cooperatjon with NIH may want to 
cansidera~~SB~arotfrerpaqgramQ~tfireexperimeatnecessarytovalid(ate 
themodd. Tbisfnading, fbrexsomqple, migbtqgdy onIywheninitiaImi~estonesapproved 
bytheFDAhavebeenmet. FDAsqqortofanimalmode~researchalsowiilenhancethe 
~#;~ylge ofmecbanistic ratio&x and stiogate markers for inclusion in 

For particularly innovative technologies and where there is a rzUge unmet need, today’s 
significant regulatiory barriers anz &ely to nzsult in avoidable delays in bringing medicaJ 
innovation tdhepatieat 33lesebamiarsillchldethestringeacyofman~g 
requirm as well as better-kuown teqninanents fbr ctinical safety and efficacy. The 
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venture community mcommcnds addit&at flexibility (as sp&xJ out in guidance) to 
lower the eflkxte if appmpriate the saf 
commcrciaJ wsooncr. 

eq+zh=Mdtoqx=d~toti 
With immzased emphasis on zhc commcx&tJ m,. we 

cncouqc the R3A to shifr its cmpha& to post-mark& sucvcilJance (p~igilance) 
systems. Wbila: the cuffent approval process does a good jab of ascertaining the efficacy 
and quali& of a potintial therqeuGc pro&c?, it is weJ1 undenxood that the safq profiJc 
bccomcs cvidcnt only amber the prodrta is widely us& (i-c. once it has rcccivtxi FDA 
approvd and is marketed to the gcrmd public) The vcutucc comcuunity UUEtions agGn5r 
the expansion of pte-market clinical trials k, ensure t&w. J&&g demands for clinical 
triaJ maple size pre-appro~d WilJ onJy delay p;nienl access and proofofprinciple. 

T’Jxcreforc, we suggest that in gcttcd, the bar be Jowered forpre-market approvaJ (so that 
pmlucts can get to m&cct soo~2+ and fai& far post-ma&e4 2&&y survcillzrnce (so char 
products are monitored mono &scly once they ow on the marker, q3rzGallly from a 
saftiy pcrsptx~ive). Such a sysuxn wouJd aQ.ract more novel therapeutic Starr-up 
innovators into the approval process and could have a mcanin&J Impact on the pace of 
medical inuovation- WC have se&n ptmxdcnt for such o trade&fin the Fwt Tmck ruules 
promulgated to a&w agprovdl on the basis ofzzr~w end-pain% for XIV and 
oncology, which wem coupled with im mvigi3m. 

The J?bA should ~vicw rtxent ~QS in compfiancc with previous PMS requirements and 
devcJop new appruxhcs for partnering with sp~sors to ensure tbax s&nti~Uly 
meaningful studies are perfonaul on time and according so the cotnm&ncnts made at the 
time of sppravaf. This appraval appwh would nquire that the FDA seek mom timely 
infbrmation on post-mar& safaty issues from UIL’ provMexs (i.e. doctors, ~urscs, 
pharmac&xs), who arc kst positi to provide f-k. Since the FDA does not 
rfquhate prodecs, Cxd~aho~c work with the Centers f&r Medicanc and Mcdkaid 
Scwiccs and the Join1 Cornmiss3on on Accmdiration of E-IcaHhcace Organizations might 
f&lit&e ColJectJon of this inflation as wlell, New&e- in healthcam ~xxymeti 
sys~ms and ekcmnic health recu& as popos#l in the recent initiative from the 
Depanment of Health and Huntlm senrices, ahshould he expJoi+d to cnstue 
interpretabk data is available in a timely manner. 

Therapeutic Areas in Ned of EstabMhtd Spcirw: Guidanas 

The veMurc community b&evcs that FDA Jeade&ip in these dim arcas: Is warm&d 
bwawse dwchpmmt is s?ithercImstidiy under-fundrrl (as ia AJzheimcr’s disease zund 
sepsis) OT significant investments in both research and dcvciopmt time and money hsrs 
heen rclativcly incflicicnt bcc;lwe: cndpor’nts remain u&ear (as in stroke and diabetes). 
While our list of suggested therapeutic m of in-t to the venture community is by 
no nwms d-inclusive, we highlight the foSlowing arca ro be- dcmonstmte the need 
for impiemcnra tion of the pecedi~g tecOmmcndazions 
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At presen& the ti-mtmeut options for these patients are limited to acetylf2holinesterase 
inhibitors (IVizer*s A-&e@ is the &ding drug in this class) and the rece~@ approved 
NMDArecep&xantagonist@kummdafiamFarestLabs). Thesedrugshavebeenshown 
to have xnargbd cIiuical benefit, and gihysicians and f.imilies who care for these patients 
areclamoringforhettermedifz&care. 

Whilephysiciansandinvestorsalikerecog&e thesevereunmetmedicalneedinthis 
area,invesbrshavebeenwruryQsranoxtprograslsduetothelengtbandexpenseof 
clinical trials. One of the challenges of Hoping Aizheimer’s drugs is the number of 
pati~fhstsrereqP~bgeneratteactinicals~with~cP~endpoitrtstfaat~ 
theacceptedsta&nIinthisarea,namelytheAI3AS-cogendpoints. Thereareseveral 
other endphts that ciinitians f=l are more sensitive and that could provide an earlier 
~~orstowbetheraanotadnrgisptovidingclinical~~tto~~~ Anactivelook 
ledbytheFDAalongwithleadingtteurologiststo te4zamineftw:useofADAS-cogin 
approving drugs for Alzh&&s paGents is certaMy needed. Use of other endpoints for 
conditional appnwalfolJbwedBy~~~withADAs-cog,orperhaps~~ynew 
regulatory strakgies would cer&inly increase investor interest in this area. 

Althoughadauntingtask+~aFramingham-typestndywhere healthy patient 
popdations are studied for a period of de&es would $ubstanMQ enhance the tie- 
knowledge on the disease and, w&h time, ftilitate the‘generation of diagnost&s, disease 
management tools, and eventually a cure. 

In additionto the panel experts FDAhas cons&&, NVCA recommends the foliowing 
scholars as vaiuable - of expertise during guidance dev~opment Both have 
consentedtoparticipateatthemlA’~Idisrretabn, 

Dr. Lmk Schneider, Prow of Ps@iatry* NeurohIgy, and Gerorktow, USC, (323) 
4&-3715 

Dr. Jan Wallace, independents cons&ant, developed first acetyl chol&stemse inhiiit~ 
Tacrine; (415) 9%3380 
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underlyingbiology is unckar, wbose clinical m ttamement is problematic and whose 
regulatorypiathwayisespwriallym~.TThusvantun=~~~iavestmentintothisareaof 
drugdevelopanenthasbeen~and~yrestrictedtocompaniesthatare 
developing 8n approved and ma&e&xi i mmumqpaive agent in SLE. The difficult 
clinical and regulatory path Gced by publicly held biotech companies Sn SLE has 
lQhl.ightedthe&~cuhiesandtigh hurd.Iesfbracbievingareturn oninvestment. 

Dr. Vibeke S&a& St3u&mi Univemity (650) 529-0150 
Dr. Jill Buyoo., New York Univekty School of Medicine, Hospital of Joint Diseases 
(212) 5984522 
Dr. MchelJe Petri* Johns Hopkins University (440) 955-9114 

Despitea&me&usunmetmedi&needanda!&a&antmarketpote~,large 
phmaceutical companie and in- have backed away Bum Penancing development 
of stroke treatmats. The private sector is cautious when iavesting in stroke due to some 
high-profile f%hxres in the field, especial~ ink&&age clinical trials. There is an 
ongoingdebrate~o~academic,~aadindustxyleadersasto~undetyi~ 
causes of such &iJures; with most agreeing that the fkJd would greatly benefit Tom 
beuer-designedclunid triaIsthatcorrelatemorecloseIytithpre-c~caI animal dataand 
have bet&patient selection criteria. 

Fiffy-threecompaniesdwdedtosLrokehavereoeivedve~efinancing,~thirteenhave 
had public of!f&hgs and six have heen merged or acquit& Venture investment in stmke 
during the past five years has been !$848.06 milliion, but patients have gained little from 
this investment 
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Recent advances inbasic science, many ofthem government fimded, are improving our 
dembu&ngofthe~oJ~ ofstroke SmdenabJingthe d.iscoveryofnoveJ 

iiirapeutic~ Tbekey~~~~iatu;nningthisMlttiagedgescienceintousefiul 
treatmentsare &arerregula&ryguideKnesthatinturn~ investmentinthearea 
and ending of start-ups. 

We encoumge the FDAto work closely withthe i&us&y on developing guidelines and 
trial designsWwiJJ lraydK~~d~fbrdruganddevice~elopmentand~~. 
A~~ngtosame~andscsdemic~Gmrenttcids~v~~~far~m~ 
clinical study designs; may have ibsppKyKiste entry criteria (some are too broad and 
some too restridve~ and lastly the size of the trials impacts their ability to achieve 
reliable reslJJts. 

MetaJxtJJJDJ Therea.remanyapproveddrugsforthetreatmentofdiabetes, 
~~~~costofappmvalis~~2md~~cJEnicaleffectof~medi~ans 
generaJly yields patients who do not a&eve the recommended tiogJobin AJC range. 
Therefore,diabetes llemrrinsa&mpeuticareaofhighunmet need. 

Weneednoremiuderthatdrugtn&nent for obesity re& sorely hIckiug. ESehavioral, 
exercise, aud nutritional thera*es am simply irstdTi&t for the vast majority of patients 
infJicted with this disease. 

UfalJthedi~~~amasthe ventumcommunitybeJievesrequireadditionalPDA 
leadership, metabolic disease has received the most financing during the past fJve years. 
Two hundred and ten com~x&es have receiwd $2.OJJ2 bilEon in venture support. As 
previously mentioue& however, much of this fimding may eventually produce Iimited 
advancemenrtin$le~c~leld~~noc~diredionons~o~endpoints 
f%iSts. 



Condwsitm 

Wewouldliketothan%~mlAfbr~~approachtoresohring~y 
t&a&aging issues at4so&M with providing c5#%cAive medicines for the multitude of 
diseases ttd%ding patients. The venture community a&es w&h the FDA COflClluSjon that 
themisawideninggapbetweenbasic scienceandirmovatOnapprowxland~tieat 
access. Weappnxiatetheopportuniiytoprovide commentsassociatedwi%hthec0ncepts 
embodiedintheCriti~Pathrepartamdlookforwardtoacoortinuedd~o~ewifkthe 
FDA as to how best implement p&k that will prom&e medical irmovatjon and speed 
patientaccesstothesenee&dthcq&s. NancySaucieroftheNVCAistheindtxstxy 
point of coM.ct and can be Eached at xzzauci~~org or 703-524-2549. 

9 



Attaduneat #l: Venturein- Totals EM-Q1 2004 CompanxituLife Science 
TotdsandOve~Perce~ 
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