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SUMMARY: The Food and Drug Administration (FDA) is”esfablishing a public 
#@‘ ,( ; I‘ 

,. ,^ 1. ,. ‘> ,-..‘<.>*-~“;- ;.ri 
docket to obtain input on activities that could reduce e&sting hurdles in * I r ‘ 
medical product design and development. As describe’din a recently released ’ 

Report, “Innovation/Stagnation: Challenge and Opportunity -on the Critical ’ 

Path to New Medical Products,” there is an urgent’need’to modernize the 
I ” 

product development toolkit, to make thedevelopment process more f 
: 

predictable and less costly. FDA is seeking input in identifying and prioritizing’ 

the most pressing medical product development probl&s, and the areas that 

provide the greatest opportunities for rapid improvement and public health 
! 
* -,; j 

benefits. To this end, we are establishing this open docket-t,o’obtain input from .’ 

industry, patients, academics investors, and all interested parties. 

DATES: Submit written or electronic tiomments through’July’ $‘d;,‘2004. * ’ ’ ,’ ,,_,- .r, 1. . “_ ’ i. 
ADDRESSES: Subrnit written comments concerning this document to the b I. j 
Division of Dockets Management (HFA-3O5), Food and$rug Administration, -,$ _ , 
5630 Fishers Lan,e, rm. 1061, Rockville; Ivf~j“$L!0852~ Submit’klectroni~~~ . a 

_ ,a: _ ,” .:’ I-, / 
comments to h ttp://www.fda.gov/dockets/ecommen ts. ’ 
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FOR FURTHER’ INFI=>R~~~A;n~~N’~‘~~~~C~: Lisa $6&r, Office bf the, Commi&&ner - ’ 

(HFP-l), Food and Drug Administration, 5600 Fishers,L,ane, Rockvilie, ‘&ID ‘.’ 

20857-0001,301-827-1443. ~ ~ ” ; 
I?’ 
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SUPPLEMENTARY INFBRMATltWi 
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I. Background , , J 

1‘ ‘- ’ j’ ’ 1 
On March 16, 2004, FDA released a report, %inovation/Stagnation: ’ I. 

(The full report is available at h tf~://www.fda.gov/o~~~~~~~~,~~~~~~~~~~~~~~~~~~~ ‘I’ + ’ ‘. ’ ’ ’ . “1 1 
whitepaper.pdf.) The report notes the recent slowdown~in new medica! .‘ 

; 
.I ‘ 

products submitted for approval to FDA, and describes ways.in whi;h th”e ’ ’ ‘. ’ 
,I ,’ 

product development process, the “critical path,” could be modernized to i 
_ 

“j _-~ 
make product development more predictable and less dbstiy. Accordingto 

; 
‘I 

Acting FDA Commissioner Lester Crawford, “A new fo~uS:on~Gpdating’the “. 
‘r, ._ -., 

tools currently used to assess the safety-and efficacy of new medical products~ * 

will very likely bring tremendous public health benefits’ ” 
! 

!’ a’̂ . 
~~~~~~ investments in basic me&~~&l---~;c& ~$&&;(<f;~~~f ;‘$;&i;b”’ “1 

-3 : 
are intended to promote scientific discoveries and move som,e’of them intb (, $*’ ;_ 1 

/ _ 
medical testing. At that point, however, a potential medical product’s journey * s .- ;f” *., ,/ <,, ,,,, /,,: .i : I I ‘.: 
from concept to clommercialization is far from complete’: To prbdu’tie a -” ‘* 

1 3. 4” 
,. . 

commercial medical product, developers must successmlly negotiate a “c&al ‘: I _” ^’ _’ : ‘.., ‘: 
path” to ascertain whether the potential drug, device, or:biologrc is effective 

I.;.. 

and sufficiently safe for use, and how it.,can’be safely and reliably 
: : ,, ” 

manufactured. Each of the three dimensions, iof the @i&$1 path~assessment ” 
;, :-_. 

_ _i,l.L_*“, 
;e _” ._<.. ” (’ j, , 

of safety testing, proof of efficacy, and industrialization-$presents its own set : -^ / 
of scientific and technologic challenges, often’unretated io the s&en&behind 

I’ 
’ ,, “~1 _ ,___._ j (,( 8 , I”_ ,.I ,‘_. j,.” ,.‘j, ): 

the mechanism of action of the product. 
., : . 
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0 The ethics of human testing required that there $‘a reasonabje, assurance (. 

cumbersome. In some cases, particularly for assessment of products based on -’ .; /_, ,- 
II . ‘* /,,_/ *_ / “,. ” 11 ,, “G 

recent innovative science, entirely new tools must be developed: There is an 
_i_i 

.,. 
.- 

urgent need for new biomarkers for evahmting safety d-$n’ghuman trials. ’ 
-I”.- ,,,,_ :.: ,“l* _(.,. , ’ 

l Demonstrating the medical effectiven~essof a product is one of the most 
;i, ; .y 

A$. ” (_ ---i /- .;. 

,  _ 
_ .  “. ._ ‘. , :  ., .I.... ,, :I,: ,-,_ “, I”, :r 

of safety before people are exposed in clinic’al.tri~~s~‘-~~e t,oo&‘used to predict 
‘i, “,_ -j 1 

preclinical safety (e.g., animal toxicology) are time’consuming’and 
.:. .,. 

difficult bhallenges in product’d~~elbpment.Evenid~~t~~~~~;he b;;t “;a;~ to ,%. .i. j ~ .~ I ,‘ ” j;; 

; ) ::^ ,( 
assess whether a product is effective (what, symptoms or physiologic indicators ’ A_ (’ ” ij q: ,t.,;.“.do, “_ ’ ” ‘La,,‘. .‘, L’, : ~.. 
should be followed, and for how long) -tin ‘present’ si&ficant unknowns. 

i i,- / 
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0 Product development companiesmust figure out how to manufacture ) ,.:* ..“, f .,.. j_ : ;. .~ I _I;‘:“* 1, - 
large amounts of the product reliably. Turn%@’ labora$ory prototype mto ‘a 

. _,_ +,, 
x ’ i”’ .*’ __ ,*_ /_ _ 1 ,- ~, i _ * ,; .ji _(,*, .),~. _ ., ,_ ‘“,$ i.. ,,<” __.. “. ,Z.’ a*~-.~~ ‘. 

massproduced medical product requires solutions to problems in physical . ,..“.L ̂ _. i., 
design, characterization, manufacturing scaleup and qu~~it)cdntro~. ‘The& ’ ’ 

., I 
problems c - 

: ,, _I ,‘$ ,: :;-,,; ,,,_’ I:‘. .: ’ “ I,.- : ,- .I 
an be rate-limiting for new te&nologies, Whi$h ark frequently more 

.^ 
complex than traditional’products. 

$ _,.., 
Because of its unique vantage point, FDA can &ork&ith outside experts 

‘_ j”, . 
.‘. “-’ i ’ w, ,:: ~~*.“y~*y..’ < l‘. _.“‘ d 1 

“_ _‘ .” 
in companies and the academic community to coordin,aje, deve~op;‘andIor” 

/ .I . ;, .“$ i ,a L” - .4i%” * 

disseminate solutions to critical path 

product development industrywide. 

*  ““,. j,.. 

problems, to imprive the e@iency of 
i  ,.j..f ,, ” ,“(_jl 

j . .i,~ -,; ,- 

The first step is to identify an&prioritize the”most &essjng medical ,‘.-.. 2, 
product development problems, and- the areii that pro~~~%$+iyP.e;~;~t ” ‘.’ 1. -” .j.“’ ‘.. 

: I  .- ..F” , , .  , ,  ; ;  I  _ _ . :  ~ ) 

opportunities for rapid improvement and public health $ene~~~:“iiis”cri;icaf “-’ ” ’ -’ C&.$:- +“;:‘f:“* ;j,” * ).’ ,-,.: -:i. I, i [ * ,, 
, ‘_.’ -<*, 

that we enlist all relevant stakeholders in th& effort: Sueh~~na$onal “Cr&ical‘ ^’ 
~1 il . _* 

““9 _I,- 
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For additional information, ‘you may visit FDA’s critical path home, page’ 
,~ 14 ;;,:-; I“, ,C” “ / _.” ;‘“” 

or technical hurdles causing major delays and other problems in th’e drug, 
_E ,-. :. . . --. 

“i, ,) 
device, and/or biologic development process, as well as praposed approaches 

; , 9  
to their solution. For each critical path hurdle, we are ptiticularly interested ” 

: (/ _  - , _  **. -_ /? 

3  -’ 
, 

in receiving the followinginformation. Please note:that~~l~~~aterial submitted~‘~“’ 1 ’ j ,‘ ,< ,. “ j j. 
.a / ,,.,,:**. :, ._, , _ ,I ~. , j _  I ( 

to this docket w iil be publiciy available. A. ” ; 

1 . Hurdle Identification. Please descr~~,e.~~,~-prb;luclt ‘?levelo”pment’issue; 
‘ . ‘ 1 I i ” ., 

, -r(,,” =” I. ^. 1 . ), ‘. i _ , “2 *-.i -ax_ > ‘. _  i, ‘: 
the nature of the evaluation tool that is out-&date or absent, how this ‘problem”” ’ 

. 
hinders product development, and how a solution j$ould improve the product 

: 

: 
development process. Please be as specific as possible. ‘1 ‘.’ 

i 
_j j I/ __ . _  1  -^ .? /. ., 

2 . please rank each hurdle identified .-.FJ~&i.~ ‘i; :$--;;‘i& $?.~$‘o-~;r*i”. ’ ’ 
;g ‘..,L  -_ 

according to which hurdles create the most severe product development 
<; ,, % ,. 1 , .:.- ::““,~~.c’,tr~ .-; ij 1)_ : ;; ‘lx) 

problems. That is,. tihich problems present th’e greatest opportunity for 
<a. P ,;. , _  -. 

..i ‘. ,. ,z :., ‘I ,. ,i, ^ . 8 ,) 
improving product development processes? bur goal is to identify those 

::, 

,j. , __ ‘” ” ’ “, ,, __ _ .k (’ “i’; ” 
aspects o f product development that would most be_nefitjfrom new evaluation 1, j , ._ : “,. “f i. ,.,:. “,.:< ‘ >, ,“. ..__ 3 _ ,.,, ‘“‘.., ,1 ._ \ 
tools. : ,. 

.- ~-!- ” 
3 . For each problem identified, please indicate the” t3pe’~o~~rug’,bibio~~~,‘1“’ 

J ..,;;..- A.“;, ‘. 2 , .;. 

or device to which the hurdle applies. 
)  j : ‘j j “,,~.‘ -: -1 , 

4 . For each problem identified,‘,if a  solution would f%%itate’the 1 ” ‘I “’ . Q  j , _ , i --rl,. 1 /1 .x “, l”\l_  ‘C‘. .-.q, ,,_  li ;..*~‘i*, ~ . . ,, ,j.., 1  

development o f drugs, biologics, and/or devices for a  particular disease or II I 

categories o f disease, please indicate which diseases would be-affected? .’ - ,r,. ;a 
\ ..$  ._& ,‘,‘-. ;. ‘s. I : 

I. ,. -._ :, :i .I -_, .; I i :, ,, i : ; .; ‘1 .:., l.:I. ,. , _ . /I . . . “1 ,.,, “**.,..x ,,-_ ,, *_ ?  “, / j - “.’ ” 
z 
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5 . N a tu re  o f th e  S o lu tio n . For  e a c h  p r o b l e m  i d e n ti$ed$ l kase  descr ibe  thk  ‘; ” 
., ,. ,a ( , 

eva lua tio n  too l  th a t w o u ld  so lve th e  $ % f’e m  a n d  G *work nece&ry  to  c rea te  
i-. <  -__ . , ) 

,.$  . ‘., ,.I _ ..I” : -: . _ . 1  _ r_ i  
a n d  i m p l e m e n t th e  too l /so lu tio n , Ij’or  e x a m p l e ; w o u ld  a  so lu tio n 9  c o m e ’ fro m  

_ ,;, 3  _  I ,,* ,_ i  

sc ientific research  to  d e v e l o p  a  n e w  assay  o r  va l ida te  ‘a  n e w  e tid p o i n t?  If th e  ! ’ .’ 
i 

so lu tio n  invo lves b iomed ica l  research , p lease  s p e ~ i ~ ‘tb e - n :~~~ssa ry  research  “! ’ ‘” 

c o m p u ter  m o d e l ing?  W o u ld  th e  r igh t too l  h & a ‘n e w  F D A  g u i d a n c e  “or  i ndus try 
;. 

I _  L  ,I_ . -~  : -. ‘_ ?  -t’- ~ ” . . ‘, ‘” # ~  _ .( ,.(,) 1  ..,^ ) ,. I( .-, I 
sta n d a r d ?  If work  o n  a  so lu tio n  is u n d e r w a y , w h a t ste p s  r e m a i n ?  A re  th e r e  3  * ,.- c /. _  ‘$ ’ ../ s*. 
o the r  i nnova tive  so lu tio n s  th a t cou ld  b e , exp lo red? . i ‘* 

,,* 4 d  _ “%  _(  I) :, ” .j , j I”.‘, : 
L  

accomp l i shed  quickly,  in  less th a n  2 4  m o n ths , and -wh ich  r & $ & e  a  lon’gl te r m  
: 

a p p r o a c h ?  “f .-, ,_ I 
‘:- 

7 . For  e a c h  p r o b l e m  i d e n tifie d , w h a t ro le  shou ld  F D A  $ a y ”a n $  w h a t‘& &  ” ’ ’ 
’ “, ; 

shou ld  b e  p layed  by  o the rs?  S h o u ld  F’D A ’glay  a  cor iven ing  ro le ,‘b r ing ing  th e  1 _  
.p  .‘*I /- 

re levan t pa r ties  to g e the r  to  d iscuss a n ,-a p p r ,o a c h  o r  so lu tio n ?  If so , w h o  dsk ’ 
: . 

shou ld  pa r ticip a te . 
.‘I’ 

7  S h o u ld  F D A  coord ina te  sc ienti~ c ’r e ~ ~ a r c h ,.th e  resu l ts o f ’ 
! 

w h ich w o u ld  b e  publ ic ly  ava i lab le?  W e ’ a re  seek ing  in I$ ~ ~ ~ o n :‘ways  to  ta r g e t 
; i 

, _ -  i.“e .,d  _  ‘I... f :_ , .* - .I .). I, ,-i 
F D A  sc ientific a n d  co l labora tive  ac ti$ ies :fo ”h e l p  rndus try b r ing’m o r e  sa fe  a &  ” ! 

,; 
: 

e ffec tive  m e d ical  p roduc ts to  us  fo r rev iew; 
_  I :i : _  _  I. . . -  -- ; I, ,_  3 ” ./ * .I . 

,> I, .I ‘P , ,,,,g  b .“<  .,: I 1  # i‘: I. .., .i‘,, -.’ ._  .i 8 . ,. 
(. .“,,~ *,.*.,.I “\-.t .“Y -i,r,” “I ” _  :I _ )  i,l.l’;:I.‘-’ ,,;‘~  

8 . W h a t fac tors  shou ld  g u i d e  F D A  in  se ttin g  pr ror r ties  a m & g  th e  hurd les  
? j  i _ _ “I_  ~ :I, il 

“.j _ _ _  * “I _ . _  { 
a n d  so lu tio n s  i d e n tifie d ?  ! 

~  . /a  

III. S u b m ission o f C o m m e n ts 
!“I., : 

.i .;, s , ,. ‘“. j !, .., 

In te res te d  pe rsons  m a y  submi t wr i tte n  o r  e lec tron ic  & n m e n ts to .th e  _  ‘li/ 1  ! . . . 
D iv is ion o f Docke ts’ M a n a g e m e n t ‘(see  ~ ~ I$ & & $ ). & + & $ a  s ing le  C O P Y  of 

*, I 
’ ’ 

e lec tron ic  c o m m e n ts o r  tw o  p a p e r  cop ies  o f a n y  m a i led c $ m m e n ts, except  aat  
: ,, 

‘.““” ,8(, ,.*z, ^  .r :: __ )  )  

ind iv idua ls  m a y  submi t o n e  copy . C o m m e n ts a re  to ’b e ’i ‘~ .e & fie d  w ith th e  .. ’ d  
pi’ ,. -% ,I 

I’ “-1  ’ ” _ ’ ” ,,, t .j ‘- a  ,. ;.. . 



Jeffrey Shuren, 
Assistant: Copmdx+$mer for‘ POiicy. 
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