
FDA and Industry ‘Actiotis b$‘: 
,Premarket Approval ’ .Ti I, ,*.j 

Applications (PMAs): -Effect on 
FDA Review’ Clock and 1 .: e 

performance Assessment Z 

Document Issued on: [release date as stated in’FR’Notiqe]: . 

For questions regarding, this dqcument, co$act Thjnh Nguyen (CIXH) at (30 i> ~!I4~2‘1’86 
or by email at txn@cdrh.f&a.g& pr Robe? Yetter, Pff:D.‘@X@R>“zk (3O1]‘8‘2710373 or’by 
email at yetter@cber.fda.nov. 

Cet4er for0 

C 9 

D 
6 

R 
% m 

H 3 
3; 

U.S. Depar‘tment of Health and Htiman ‘Services 
FQO~~ and Drug Administration 

Center for Devices atid R&~i~l~~i&3 #G-8& ’ . 

Center for Biologics Evaluation and tiesearch 3 



/ /-;. 

Contains Nonbinding R~co@nq@z@&s 

Preface 

Public Comment 
Written comments and suggestions may be submitted at any time for Agency consideration 
to Dockets Mtia@?neht^&%h, b;&~o$6fM&iagement Systems and Policy, Office of 
Human Resources and Management Services, Food and Drug Admi%&ratiOn, %30’Fisher$ Lane, Room 106 1,‘ ~FA-305), Rockv~i~~,‘~~; ~~~~~:.’ Xi~~~~iv~~~, ‘eiectroni~ cbrnmlents 

_( / / ‘._ (_,_” , j 1 . ““.. *_ .-se 
may be submitted to htt~://www.fda.p;o~l&%%ets/ecomments. Please identify your 
comments with the docket number listed in the n&i& of &&il&ifi~y’&at cublish!‘es in the 
Federal Register announcing the availability of this guidance document. Comm;z!nts may 
not be acted upon by the Agency until the document-is next revised or upd&d. 

Additional Copies 
Additional copies are available from the Internet &tit: htt&/w&w.fda.e;ov/cdrh/rsp/ecific i /% ,.,.. .-, 
address] or to receive this document via y&r fax ma&hiiie, call the CDM Pacts&- Demand system at soo~ss’s~03s 1 or‘3o1 ;82y-“o IY2”~~~~“~~~~~~~~~~~,ie~~~~one.i,,~~r~ss ‘1 -to 

enter the system. At the second voice prompt, press 1 to order a document. En& the 
document number (1218) followed by the’pound sign (#). ~l%lldW’~l!i~ re&&i&&&ce ’ ^ 
prompts to complete your request. 

Additional copies are also available: Off&e of Cbtiuni&&, ‘?‘%tiii;~ &id” ’ ’ 
Mmufa&lrers Assistance, ~M-4O,~C&&r for B;ol~~i~~~~~lu~~~~~~~d &&&h, PO& 
and Drug Administi&ion, 1401 ‘R&i&iile!Pike, R&lXle, MD 20852-1448, In&net: 
httn://www.fda.n&/cber/guidelines.htm 0; Voice informatioh Sj&%: 80%!%4709 0; _ 
301-827-1800. 



Contains Nonbinding Rk&mmen’datio@ 
t 

. >. 

Table of C&dents 

I. Purpose ................................................................. i..‘........‘.~.-..~.~......~....~..~.;...;...;.~.......j...; ....... . .. l 

II. Background .................................... ;.L ........ ;s;;“.:;::“.~~......;;,.:“.=..~..~~..~i..’;;.’....“~.;..‘,.~.;~.~...t.~:~~..~~~~.” ... 2 

III. FDA’s Actions .................... i.. ............................. G.‘..... i...i..i.~i......~.l....~.~~~.~.~...~~..~~~~.” .. I*_- .......... I, ,.3 .... 

A. Approval Order .......................................... i....“.4i .......... -; ...... .)..~...~............i....;;;i‘ .... . .... . .. 4 
1. Definition ..~..~.........~.~..................;...~ ............. 4 
2. 

...................................................... 
FDA’s Criteria for Issuance of & Approval Order ^ 

. 
............................................ 4 

3. Effect on the Review Clock ........................................................................... Effect on MD~h; .~aa%s’,f;;~‘ij~~~i~~Piill~~~ ............. ’ - 
4. 

4 
............................................... 

5. Effect on MDUFMA %o& for’ 1 S()iuijl PMx &$&$&=~~~ ! 3 ... 
............................ 5 

B. Approvable Letter .......................................... I.‘., ............. i..‘i i...: ..iW. .......... . ..... J ......... . .. 5 
1. Definition .............................................. d ............. i e.;. .I. ..... i.;i ......... .i: ... >.‘.‘.,‘A A. t’ .... ;:.;.:i. 5 
2. FDA’s-C“ 

...... 
nteria for Issuing the Approval& Letter 

? 
............................................... ._ - 5 

3. Effect on the.Review Clock ... ..~.............................................~...............~ ............ 6 
4. Effect on MDUFMA Goals for ‘Original PMAs 

I~,, ,- 
................................................. 

5. Effect on MDUFMA goals for i 80-day PMA $upplement ’ j 
,6 

................................ 7 
C. Major Deficiency Letter ................................................. ..i ............. ‘#ii .............................. 7 

1. Definition .... ......................................................................................................... 
2. FDA’s Criteria for Issuance of a Major Deficiency Letter ...................... I 

,7 
............ 7 

3. Effect on the Review Clock ................................................................................ 8 
4. Effect on MDUFMA Goals . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  ‘.ii.‘,“. . . . . . . . . . . .  lii....‘ri;;.ik . . . . . .  8 

D. Not Approvable Letter ................................................................................... : .. ..a ..... 9 
1. Definitions LG..& ................................................................................................. ....... 9 
2. FDA’s Criteria for Issuing a Not Approvable Letter for Original PMAs and 
Panel Track Supplements .......................................................................... . ... ..i ........ .! .. 9 
3. FDA’s Criteria for Issuing a ‘Not ApprovabieLet$‘for ‘18d-day Supplements’1 0 
4. Effect on the Review Clock .............................................................................. 10 
5. 
6. 

Effect on MDUFMA Goals for GriginalPMAs and Panel Track Suppiementsl 0 , ,,_., “I_ . . 
Effect on MDUFMA Goals for 186-day supplements .......................... ..~ ......... 11 

E. Denial Order ..................................................................... ..i.” ................................ J .......... .ll 
1. Definition .................................. . ........................................................... ..J .......... ,ll 
2. FDA’s Criteria for Issuance of a Denial Order ................................................. 11 
3. Effect on the Review c’lock x ’ ” ............................................................................... 12 
4. Effect on MDUFMA Goals ’ ’ ..................... ..l.L.‘.... a....~..<:?. .... .~.l......i....~..*...~?~~~..~~....~.~...- . i2 

F. Abandonment Letter ............................................................................................... 12 
Definition 

., t 
1. ................................... . . ................... ~...i.....i.....F...ii.^P.i ..... v;;....;;..;...+.; .: ..... ,12 
2. FDA’s Criteria for Issuance of an Abandonment ‘Letter ...................................... 12 
3. Effect on the Review Clock ................................................................... ..! ......... 13 
4. Effect on MDUFMA Goals ................................................................................ 13 

IV. Applicant’s Actions .................................................................................. i...i.?.yh ........ 13 

A. Unsolicited Major Amendment 
Definition 

. . . . . ..~...........‘~.....*.*....“...................“............’.”..‘... 14 _. *a- 
1. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . * . . . . . . . . . . . . . . . * ,..... . . . . . . . . . . . . -.,ii.s...*i.iii.* . . . . . . . i.i,i..-*-..iiC . . . . . ‘.. 14 
2. The Basis for Submitting anUhsolicited~~o;‘Amk~~~~; ..X.‘::......:.i........ 14 



/ 

Contains Nonbihditig Recohnetid&&&s : 
,.>i” : i .-b, 

3. Effect on the Review Clock .’ ‘~ .’ 
j ,“_ :, . .,_ 1 .- ! . 

. . . . r . . . . . . . . . . . . . . . . . a* (I...,.. * . . . . . . . . . ““a’..... rir.~~..3i.~.i~~~~.-~,..~~~~~,.,.~. 14 
4. Effect on the Performance Goal ..* . . . . . . . . . * . . . . . . t . . . . . . . . . . 1..i....‘rr...‘.~,..~~.~~.‘.~.~~‘ 

B. Solicited Major Amendment 
. . I”.‘wQ.i.: 14 ‘.““, 

. . . . . . . . . . . I.. . . . . . . .-a.. . . . . . . . . . . . . . . .., , I.. 1 rv.w.. A 1:. .A i;i ,‘j x .f;‘.&‘. z’.;.‘.‘;, i: 15 
Definition 

. . ‘_ 
1. . . . . . . . . . . . . . . . . . . . . . . . . . . . ..‘. . . . . . . .‘.‘....... -.I . . . . is . . . . . . . . ~.‘~.~.ii~,“.;;‘.‘:*~‘z;.-..~.;.”.;~~.;”~~;r . . . . . .C.“.o$,.‘.;~ & __.-)‘: 15 
2. The Basis for Submitting a Solicited Major~A.$endment” - ” , “‘I, / _ 

15 
3. Effect on the Review Clock ’ 

. . . . . . . . . . . . . ..“.....~~...*..... 
. . . . . . . . . . . . . . . . . . s . . . . . *u . . . . * . . . . . . sL..‘*w.‘..- . . . . . . . . ‘..ii...Yi . . . . i- 15 

4. Effect on the Performance Go& ” 
,,,.. ::‘f.-.:!, 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . - . . . . . . . . . i..‘.‘.T,.~..i.,‘.~.l. 15 
C. Minor Amendment . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . I * *. ,. ‘ ,‘. i‘.‘, . . , d .4 .‘. ‘2. i’v.D:‘. . .A. .‘i 2.e.. il r:i~.,~.~.~‘~‘k”:‘~~~~32 ; 15 

1. Definition 15 
” 2. 

. . . . . . . . . . . . . . . . . . . . . . ..*........ *- . . ...* * . . . . . *I...: li.... i.*.i . ..l ~~.ri.311i-C~..:C.~.~;~~~~~.:;!~.lil~~~.,.~i 
The Basis for Submit&g a M&r Amendment ..::I . . . . . . . :.::I . . . . . .:. . . . . . . . . ,....: . . . . :..:.:’ 15 

3. Effect on the Review Clock ’ . . . . . . . . . . . . . . ..*..........................r...................~....~...~~*.~..i. 
4. Effect on the Performance Goal’ 

., .W 
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..~.......~.........~...‘......~..~. 16 D. ; withdrawal bf PM;;l;Atitiiication ir I I ~ ‘. ’ ... 1‘) t , 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..~.......~.......~...~.~~~~~.......~~~~. 16 
1. Definition 

1 

. . . . . . . . . . . . . . . . . . . . . . . * . . . . . . . . . . . . . . . . . . . . . . d . . . . . . . . . . . 2. . . , .I. * . ..i, .-i C.i . .a. l.3 . “i. . . i.‘i s ,.dY, ;*a &;*. B 
2. The Basis~fo~ Wi&&$fig ‘g~&A’~pfili&&on: .’ ’ ” 

” ,.,, ,,,I6 
. 

3. Effect on the’Rcili;xj cidcE .‘ .” / “. .- ” , +. , 

., j ,, 16 
. . . . . . . . . . . . . . . . . . . . ..‘...........~.............” 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..‘.... ‘.S . . . . . . . ..i..i..‘...*rDiiil~.“~.- . . . ...’ 16 
4. <Effect on the Performarice Goal _ ’ . . . . . . . * . . . . . . . . . . . . . . . . . 1 . . . . . . . . ‘ . . .‘.i.. i. ii’.‘. .I.. 2“ .$“a’. I i.‘Xi “.i‘;C’. :c 16 

V. Conclusion .  .  .  .  .  .  .  .  l .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .‘C.. 3.. .  .  .  .  .  .  r’. .  .B li’lV, i;;*,~~ii’ioC*u~i.~~~-~~~.~, *~&-*~wjy~~i”i ~:p.~d.~&&*.“n~x~~ 
1 

16 
Table 1. Effects of FDA A&on Letters oh FDARevieui Clock ” ” I ‘- ’ \ _.: .: 

“..............t..‘....**.~,........ 18 
Table 2. Effects of Applicant’s Actions on FDA Review Clock i 

L.................................... 19 
Table 3. MDUFMA Performance Goals for Origijla* ~~~s;“~~~~;~,~~~~~i-~~~aPk :1. >, ” a 

Supplements .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  I . .  .‘. .  .  ..‘. a l .*’ .  .i’< .v.  . I%. r: #.‘. idr::;;. i?~“d”.ib+%~. id;:. ii .‘.i 3.9 .“.ld.~;:.‘:.i.i,.“~.. i. .  ..‘I 20 
Table 4. MDUFMA Performance Goals for Original Expedited PMAs‘......... I.... :; . . . . . . . . . ‘21 . 
Table 5. MDUFMA Performance Goals for’T8O-Day’~~~‘~~~~~~ments....:..:..:.....;...... 22 

/_ 

. . 



Contains Nonbinding Rt%omtiend&ions 

FDA and IndustryAcTcibns on ’ 
Premarket Approval Applicatiods ,/%,__ irlr,r.“.,5”.~j”~ ,__( /L,>, -\,.“\ :. ,. i r*.a ~ (pMAs): lEffect & mA.‘!Evi’ew Clock )( 

and Performance Assessment 

I. Purpose 
The purpose if this guidmce docum&nt isl to assis, cfj*, --‘~(qkp.y&ff, &~ijJ~-m~~~& S’. ,, -I ,i ‘,( ~ 

device industry, in understanding: . .’ 
_,, 

” 
l the different Food and Drug Ad&ini$ration*(l?DA) and industry a&ons’th& may 

be taken on filed premarket approval applicationsS (PMAs)’ and premarket 
reports (PMRs) 

l the criteria used for takmg each action 
_,I 

’ Refer to guidance document entitled, Premarket Approval- Applicdion- Filing’ Rev&v , 1#111’ , ‘_ :;-2 ’ Ij * _ Ia,.x_ .“~~ . .,I“*<‘Ixu~%,~ -.*,*“*.;*<c .*, raa*si c **,,-*, ,~” i ,,&*<> x ,/ ,. 
available at httg://~;:~da.aov/d&ri;;jode/tnudace/297:html for detailed mfo,rmatron on 

I. . I ” j _ 

filing PMAs. :” 



__,_’ -, i. ,,..( / -, >,, _‘_“C ,^ .._.. /__j ‘., “*a1 .&S 

This guidance docum ent should help ensure that actions taken by CDRH and CkER staff are .1_., ..,, I!., ,_ ; I consistent and appropriate and that subm itters’wiil have ir&rm ation to assist them  m  -; 

preparing com plete applications. 1 
,. ” , _, “__ .* . . .I,’ 

/ 

FDA’s guidance docum ents; including this gt.iida&e, do’not & tablish legally enforck~ble 
responsibilities. Instead, guidances describe the Agency’s current’m inking on a topic and 
should be viewed only as recom m endations, unless specific‘regulatory -or statutory 
requirem ents are cited. The, use of the word sh@d in Agency guidances m eans that 
som ething is suggested or recom m ended, but not required.’ 

I 

We believe we should consider the’l’east burdensom e approach in all areas of m edical device,& regulation. This guiaance refle&?ou“ c-ed$-~-$ev; ofth;j ieriq..i scieiiiyq.ovL[ : 
,,*“i, I I. :*,,., (,_*5)_ j_l‘_ \,,&  .-.iri.lL.I. ..&h ,, h ” -3 -w.~~“~“&. r: *.. 

requirem ents and what we believe is%iel%st*burdensom e way for you to com ply with those 
requirem ents. However, if you believe’that an al&at&approach would be less 
burdensom e, please contact us so we can ‘consider your point of view. Ydu m ay send your 
written com m ents to the contact person listed in the preface to’this @ iidar%e’or‘tb’m e CDRII 
Ombudsman. Com prehensive inform ation~ on CDRII’S Ombudsman, including?&%’ to % ’ i 
contact him , can be found on the Internet at 

: P -r*- . “. i. “~, ,i , r,*,.i 

httn://W W W .fda.nov/cdrhlresolvinPdis~utes/om bubsm an.ht~l. 
: 

II. Background 
~~ue~,n;l[A amends the Federal ~~&d, Dr;g;*&d &$~$~Y&&f (i& ‘abtj’to pi6ii;ie ~DP; new 

responsibilities and resources. One si..fisint p~~vision.b~-~~“‘.~erniits i;;Ljx tc; ^  ‘. 

collect user fees for certain prem arket reviews received on or aft&%ctober ‘I’ 2!:2. :,fic ~“.” \ I j . ‘ ,* :i’ : / :.>j*\‘y-:**. *?~ ,/;::> ,&‘g ,.y”, ,y x:<;;- .i: I: :,,‘.I ! . 
additional ‘funds ob&ined%om  ~ser~~e~‘2lr;li‘enable FDA to improve device revrew m  order 
to m eet the perform ance~goals’identified~in tfiele&r fi% m & ?%retary of Health “and % .unan 
Services to Congress.2 

. ._ <~ .” ,~ *,, .._ 
The additional funds are intended 6 improveareas” such as hiring‘ ‘” ” 

additional review staff, enhancing standard ‘~~‘~~~~~~“~~,~~~~prnent, improving the 
timeliness of pre-approval inspe&i~~~,‘ &“&&&~~‘~~&e of o$&& experts. 

(or received for supplem ents),&‘& date”FD’A receives the respo%e’to a m ajor deficiency or “,_, i^ _,s,. \ *..*.r I.i~ “**: not approvable letter, to’ the date FDA issues one of the following ‘letters: m ajor deficrency, j\ 1 . .~j.,_/ *  9. -,;i .II/. -, L .,d_ 
approvable, not approvable, approval, or denial. A  response to a m ajor deficiency letter or a 
not approvable letter begins a new-review cycle. Therefore, m ore than one cycle:m ay occur > / 2 ‘. 

.: /. I. I, ,/. ~. ..,.. I i  ‘ ” .I, x 

___,, 1.- ,_.i/ _..,, 5 ,a.. .? f.” i , ;_ /. 
2 Refer to http://www.fda.rov/cdrh/rnd~~~~~~o~~.~~~~.~oi a copy of the Secretary’s _ 
letter. 1 



-1~ ” ,,_, ,y 
before the agency renders its decision onlthe applicatiou~ A decision is FDA’s finai ’ 
determination on the application (i.&‘approvabie, not~approv~~i;ie;approvaj, or denial). 

. 

/ 
In order to meet the performance goals, FDA must take specific actions for a percentage of 
applications within a designated number of FDA review ‘days: ‘For example, for’ original 
PMAs where FDA isSues a major deficiency letter as the first action, 75%‘of these original ,~_ ,__ ./ ,~,““’ _,l .~.. _. _““, % ‘;‘, -d,* I “a$* ,“‘̂ y 
PMA submissions received in.FY2005 n&t have thii ‘first action taken wrthm the f&t i 50 
FDA days. ‘ ,_ “, -’ 

III. FDA’s Actions 

l approval 
l approvable 
0 not approvable 
0 denial4 

The above actions are those for which performance goals have been established. In addition _.a:. j ,- rr...6” / *p&.‘““““> ‘i‘ ‘: 
to these FDA actions, 21 CFR 814.37(b) states th&dmini the&view of a PMA, PDA may request *e applicant to amend me application with any i~~o~~~~~~“~~~~~~~~~~~~~~~~~~~~~ /. f .; . 

_ ,~/ ._., _,/. .~ >, ,.I’ 1” __ I.-.; .‘._ I_ :p >‘-“sr?‘ yi..- ^ .-*I .,.. r+i;s”pi <I “,vc* ,~ \*’ 
is necessary for FDA tocompIete the revrew and render a decrsron., If srgnificaminformation 
is requested, FDA will issue a maior deficiencv letter. Section III. C. of this guidance 
explains how a major deficiency letter will effect.the review clock;’ gndperformance‘goals. 

.I . “..;>.;: rrhr v,*a:i--. ‘,i *i ,^*“‘.. ‘;.../n,-:.;.c;.,~i. _a<‘, 5. ‘, :..: --‘,; .. 
The following sections provide the definitions of each FDA action the criteria for taking the -*Iv- ‘<Sk ‘,* ,*iwi”n ,sab*IX ivru -.i.ii 5x .-* ~sL>**~“‘# , .“*a: action, the impact.~~at’e~~~ ~~~ion^~~~~~~~~~~~~~~~~~~~~~~ (summarized iu Tables 1 

^. I,, .A.‘, I. I‘ “I 
and 2), and our assessment of the PMA program against tlie’l$Jm$fA performance goals 
(summarized in Tables3-5). ’ . ” 
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;^ Contains Nonb@ding Rkh$iend~tions 
_, ! 

A. Approval Order 

1, Definition / 

An approval order is a written order (letter) informing the PMA apphcant that the 
PMA is approved and,that the applicant may begin &mmer~ial distribution’ of the device in accordance +.,&“anq; presc~i~~~~~+.$“~ns; Gf a;;~i6+~I“ T& -.ovai‘̂ ~ __ ,, 
order is made publiciy”~~&il;,& .~~-~~*~~~‘acc~~~~~~d f>y a sF*Fy of Safety 

and Effectiveness (SSE) document. (21 ~G’FRgl~.~~~d)(l j). _ ’ 

An approval order should be issued on@, Fi~~~~as~e~~~ined~~~t:. , 
’ , 

.: , 

a. there is reasonable assurance the device is safe and effective iusing the 
criteria provided in 2 1 ‘CFR %b.‘f)” for its iriterided~use ‘as prescribed in the 
product labeling; and 1 -’ 

” Ij “, ,‘_j 

In order to be counted as meeting the MDUFMA cycle goals, the approval 
order must issue: : 

/ 
a. within 180 days (170 days for expedited PP;il”A)‘from the ‘date the ~.^_ ,_ ‘̂ ,,+ _:,‘,_._?_ _ 1.. 

PMA is fifed; if issutiee of”& approval order is the f$st,action; or 

’ If the approval order is preceded by an approvable. p&c&g ‘G%4P Ietter, the reported FDA review time igig! cum;;fiiig~DQA d&ys for‘ & ygoaay rev;eii;,cycies fro;n *e 

PMA filed date to the date‘& approvable pending”GMP letter is issued sin&e this letter 
also shuts off the FDA review clock, as explainec! below.’ \ .’ 

_ II 7._ , < ,;. 
^, L, /_).. is 

i _I i ’ ! .> . 
1 

4 

i . 



Contains RTon~iizding-Recode-endations’ 
! ” 

_.i 8. ““i-l. 1 _l”~ - .,,_ . ~ 1- “I 1 , :. . , ;, 
b. within 180 days~(l7O’days for expedited Ph/lA) from the date FDA 

receives the complete ‘response to a major deficiency or not 
approvable letter (i.e., a partial response does not restart the clock). 12 

Decision Goals 
,j,,:: : -;,.. ,1,x’1 

In order to be counted ias meeting the ‘MDuF’~~‘pe~~~~~~jgpals, the 
I v 

approval order must issue within 32d’days’(3%~“Y&ys for expedited PMA) ffom the date the pM;?i is f-j&‘&(-&are& G&-G nGi;;r -f’@(j~ay r;view 

cycles), if it is not preceded by an approvable or a not approvable letter. 
(Approvable and not approvable letters are also considered decisions in 1” I ~ .‘.,*+‘+~;L.*& ,,,\,I ,._L. ,, ,‘, accordance with MI)mnA, see gi*AtipF~ig~f; “~w/;~“wa ‘6. Not, .,_. 

Approvable Letter.) 

a. within 180 days from the date FDA receives the PMA supplement, 
if issuance of an approval order is the first action 

, 
,. 

. ,%,. G‘r c*. ‘I.. 1 b ,.” ,el I/ q 
b. within 169 days from’the date the‘PDA%ceives the complete -’ ” 

,. ,‘ . . 

response to a not apprdvable letter. 
! -.‘,~,i”r;(l,CC,7i),~,,.~~~~.~;(,.~~~~r~’. -: ,,i” ” .I 

In addition to the cycle and decision goals stated ab~~e?heS$&o~ng performance goal 
: 

also applies for both origi^rial ‘&$ sti~~r~&“i~~~~fj~As~ For fqyt@oy~T.(m;~D~~T~rict ,.. ” 

(i.e., issue, either an approvable letter or approval order) on a complete response to an 
approvable letter within 30 days from the date the FDA receives the submission. 

B. Approvable Letter 
1. Definition 

An approvable letter informs the’PMA applicant that PDA has compl&ed&e 
~.” _/i 1\ 

: <I ~“‘“~‘A”“.‘~~“. _ I &j”. ,“.(~ m xi ,_ . )I l;, 
scientific review of’its application‘and determmed that the PblA cmi ‘lie mnmvd --- - - - -- - - -- - - ‘-= a- .-- .** _:_, ;Gqu7:, t.y-.* >..‘,..r:.>’ *$$: 



2 
a. .‘ ., I I.ICI-,-ILLI*. * ‘C’ ,‘,I, 

FDA .hq c&term~m~$v.thai the’% are-re~~~~ng~nor.deficiencies6 that _, . ..-.. .,.. +.. ““..+ ;; (S 4: ‘,.“’ “. .- 
must be answered before FDA can issue an approval order. (The minor ,,. .x deficiencies are specificallv‘ide&fied in”the @provable letter, j 

and/or / 
b. FDA has not yet determined whether the applicant’s manufacturing 

facilities, methods, ‘and controls are in compliance with the‘&ality System Regulation (QSR) as,;iifiGcd -‘-.-d~;“li”~-ci;‘jii:~ F~sgTitj;w. L.. . 1, . 

, , ,- ‘ 

3. Effect on fhe Review Clock ’ / 

Issuance of an approvable letter for reason a. above (minor deficiencies) stops the _; , *“:. d‘l&-,$s*b-’ &s4%,>p .*” ,~ (I* 
FDA review cl&k ‘for thit particular 1 go-day review cycie and’places the ” 
application on hold. The- same 1 go-day cycle revikiv c%&““res~es~~hen PDA ” 
receives a complete response to the approvabie letter f&m the appli”c@it.~ ” 

._i...^ .*,. Il.__ .., __, -<, ,“. Issuance of an approvable pending GhP letter, criterion b: $ove,.shuts off the FDA review, clock. Once the Ofllce of;C6~~~~ww.Z’I;lnes thai Je * 
*,^:,.L,_ +li*.. <_,I “‘,s,>r I. .;> , manufacturing facil~~ie”~; meth;;~~;“*a;~~~~~~~~i~~~~ $- stibJect device are in 

. ,) 

compl~~ce tiih .$.& ~;‘af”i~,,s~~~~~~~~~~~~“~~~~~p~ gy6x s~~r‘ir. <~ j. I, I ,.. ,^ 
_ 

promptly issue an approval order to the applicant. The reported FDA’ review time 
is the cumulative FDA days for all 1SOiday review cycles from the ‘P&& f?led‘date - ’ to the date the apbrovable pending Gm l&& ii &-tied,” *’ ’ __ “ ‘~ ‘& “” “‘.I’ ’ ~ 

/ ‘i / ‘I-- : /I ,-: ,, 

Cycle Goals 
/ 

In order to be counted as meeting ‘the’MD~P&JA cycle goals, ‘the ” 
approvable letter must issue: 

- 1” 

a. 

b. 

within 180 days (170 days fdr expedi~~d".P~)"~~b;nithe;latk~~~.' . - 

PMA is filed, if issuance of an approvable ‘letter is the first action; 
or , 

I . _‘,. -i 4,;““. ,‘.A& ,.;a,+i within boo days (170 da-s for expedited p~q*f.;-i;~?-&& “, 

FDA receives the complete response to a major deficiency-ornot 
approvable letter (i.e.; a partial response does not restart the 
clock). m ’ : ” 

Decision Goals 

In order to be counted as meeting the MDCJFGA decision goal& the ’ -iLI..I..,. approvable letter must issue &thin .3X days (30U days for expedited“ ” ,. ,/ I. , ,),“b 



“..) ~-,A.,, ; ” x ” ‘1 1 /(y ,! 

PMA) from the date the ~~~~~~;D~~,~~~g~~~~~~ of the number of 1 so ’ 
day FDA review cycles), ifit is not preceded by a not approvable letter. 
(A not approvable letter is also considered a decision in acco$mce~qv$th, -I,*,v _-,, c,-. e. ‘sr,,~i’“.-,.‘.:~~,~,- _‘ 
MDUFMA, s~~^Ii~‘%~ *xfip&kable Letter.) 

. _ . $ ..r. 
/ 

Cycle and Decision Goals 

In order to be counted as ‘meeting both the MDUF~A’cycle %d decision ‘. “‘- 
goals, the approvable letter must issue: , 

a. 

b. 

In addition to the cycle and decision goals stated above, the follo&rg performance goal *, ., I _. \,. / I also applies for both original -.& ~~~~~eme~~~~~‘~~~s-:“F~~~~~~~~~~~~ the appio;al 
order iyill issue wi*in 3. days ffod$ .&&..$gig iFe ..~~;i’re~~~~~~,~~~-~~~~~~e~e~t;esponsk. to 

an approvable letter. 
, 

,. 

c. 

2. 
j” _ ‘h4, ,>~,. /, -,‘?” -:. ~?.~~.,:i,,;,‘,a ./ /,_, ‘: G -I” i ,I ,‘-,I, 

FDA’s ‘Criteria f<r%&$nce of a Major Deficiency Letter 
/, :. __. ‘_, .) 

A major deficiency letter should be issued once FDA has determined‘$at,thePMA 
lacks any of the following necessary data: : 

> 1 ; , a. I ./ _ + ‘I detailed reanalysis of previously submitted‘dat~ (e.g:; alternative statistical 
method); 

b. additional test data needed to demonstrate safety and effectiveness’ of the 
device (e.g., elechornasneiic-~~~~~~~~~fity; eiect&l safety; * I’ biocompatibili~~;‘rel~~~~~~~,“~~~~~~~;l~beling~an~~~~~~~sting,, sensitivity 

and specificity in a certain population); 

c. scientific justification for test data (memod and acceptance criteria) ’ ’ 
provided in the submission; 1 ’ _ / ! ‘. , _ ,_;. 



d. 

e. 

3. 
Effect on the Revicw Ciock’ : (I -I .” 1.. . ” 

Issuance of a ,major deficiency letter stops the$DA’ review clock for thatp&tic&r 
180-day review cycle and places the appiication on‘hokl. I/ .- ” 

,,. ! 

Effect on MDUFMA Gbais 
“. _ ./ 

4. i, z _ ,I ,, 
/ . 

Cycle Goals 
.! _’ 

..,I.” ,= ,,)_ In order to be counted as meeting, ihe mvF~x‘c &%&& ..bBA ;;;dii j,, i ‘- I( -. 

issue the major deficiency letter: __“.,_,__ .  ^. I  .-_ A”?)~ (; .,_‘I,., _. .  ..- 

a. within 150 days (120 d4ays for expedited PI&&s) from the-date the 
PMA is filed, if issuance of a major deficiency letter is the first 
action- 

. . _ iL .i b. within 120 days (I 0O’daysfor expedited PMAs)from the ‘date _I. ” “” 
FDA receives a complete response to a’previous major deficiency 
letter. (Ir . ,_., .“, x ._,, ^_-(~.,j..-” .1 ,,_ *_r .i- ,II. i 

Decision Goals 

The FDA days accumulated prior to issuance of a major deficiency Gtter 
will+be useclto determine‘iPFDA iiiet’~~~8eci~~ongo~~~. “ 

Note: Once the applicant completely responds to the major deficiency 1 letter, FDA wll proc&&ti;tdw&J d~~~~~~on’~~~~~~~~~iew ,&hfrg& _ .., . .I ,. 
consider the recommendation from”the’pane1 (ifapplicable), and issue one’ ” 
of the following types’&? let&i ’ 

__. . . _ . 

i “ ! :’ . approvable 

l approvable pending GMP ” 
0 not approvable 
. approval order. 

/ 
In some instances, however, issuance of a second major,$@idncy letter is 
necessary before FDA makes its decision: “~Por ‘e%rnple, if FDA discovers 
significant new information immediately before’& after the panel meeting,’ .. 

,i~ ! 



;i‘ i .^ ‘” 
If, within 180 days of the date of issuance of the major deficiency 

I 
._,*,./ i Ij, /.^ L.v>.-I 

letter, the applicant fails to ‘either respond to the letter in writing or mend the PMA to .iuest an ---ior; o&iO& fo ;+bo;‘ci,*--bA till 

consider the PMA to have been voluntarily $&ha& (2 1 ‘Cl% ‘“-” ’ .’ 
814.44(g)). FDA intends?o,all@@ one,e&ksion (180 day maximwn>. 
Any amendment submitted after ‘the ~~t~~s~~~has~~~apsed Will be’ ’ 
considered a resubmission of me‘Ph?IA. As such, it will be assigned’s ‘,“‘.~.,.v.p*“,, ,<m ,, (.. ,s * .laeml -..,*in / / 
new PMA number, will be subject tothe requirements of 21~ $I% 8 14.20, and will be asiessed a’ “;ieG?u;““ji*ee~ : &.‘I. , . 

D. Not Approvable Let& 
i : 

_.,, 
1. Definitions 

j.. ,: .- 

A not approvable 
.,.j~ __ “.,j ,, . )_ ,,.( I, ,_ .d.~.+~‘,‘~~~~,~‘.~-, I‘. \..., ,. . . _w 

letter informs the~PMA’appli&ntthat FDA has completed the - 
1 

* I&,,, ,, a\” 1,‘. h’i‘c *.l.*rii. ki. .,.a, *<b-t-:i ,I’ ), ‘,“&_ scientific review of the PMA and does not believe”that%i~‘PMA can be an&&d 

After the applicant receives a not approvable letter, he or she may: 
@ amend the PMA to address the’ deficiencies; ‘. 

1” 

0 withdraw the PMA; or 
/ , 

l consider this letter to be a denial ‘of approval oftbe’P%&A under 21 dPR , 
8 14.45 and request administrative rev&v1 / 

, 

2. 
,,j ‘_.,j.. I__ , r,l-.-*il-r’.i-,L (. y ~..~:.*;,&;d.- 1,, I 

FDA’s Criteria fd;r Is&&g a Not Approvable Eet.@ for C$ginal 
‘, ,I” 

PMAs ana”lrarie~ rricl;~~suiiple;he~i~ . _ -A., ” ” 
* ., I 

For original PMAs *arid panel track supplements,‘a‘not approvable letter is issued a*er FDA has conduqied a co$lpleik.re+ieii; ofihk’~~~‘appi~~at’ibn; &;i-diyg any 
,*r _I. ;... l,_, t _ i-+-i..,*>- “I”“xLi.:*r @““b 

recommendations by an FDA advrsory panel,, rfapphcae, ‘%id’de~e%me~‘that’ the _/ ,“_ ,I. “,., ̂ u,* . . e._. _q ,,/ 
available data in thePMA do not support a determinationof reasonable assurance t1 Illk.* 
of safety and effectiveness: Generally, before FDA issues a not approvable letter, . . .,_ (” I I _,rll ,.,_/ i :: i, $e*i-.ie-d%“.r .L ,- *i .iSl 
the agency provides the appl&t &l-r an opportumty to address its concerns 
through a major deficiency letter. ’ - ” 

.,. 



For 1 g&-jay suppl&,nts, ~‘D~‘ibsues’a’~~~.grphri;v~;ie f&&: ‘. :” ‘- ’ ’ 

I -. ()_‘, : .l/, / .‘5i, ; , _. ll. _,__. &.~.& *i .,‘., j “2.” ,, 
a. when the application l&%s‘sub&&ial &fon@ lon needed for FDA to 

complete the scieiitific’ r&ew $nd render a “fiG i decision on 6; 
supplement; or , /_I : 

b. after FDA has conducted a con@iete re&w oft@e supplem$&,,%d determines that ‘the av+r&big ,.&f;l$%i#-tiEy&;~, &. ‘& support..al _ 

determination of reasonable assurance ofsafety’a&d e#&%%i~~~1” 
I 

4. 
Effect on thk jReview Ciock , ” , I;_ - - -j - .” ‘“‘,‘,. -i ;__ ‘. _.._ ,A. X^_. 

Issuance of a not approvable letter stops the review cl&k. for ~h~t~~~~6~da~r&&$ x 
cycle and places the applica$on ori h6fd: ’ ‘*’ ‘* -“- , 4 

Cycle Goals 
In order to be counted as meetiiig tile MDUFMA Cycle gbals,‘hi not’ 
approvable letter must issue: 

,_ . 
j 

a. within 180 days (170 days for expedited PMAY fr&i”the bate tithe 
PMA is filed, if i&utic6 of 6 not approvable iett$ is%6<$& x 
action; or ( ” ’ i . 

,. 
b. within 180 days (170 days for expeditkd PMA)&ni’%e d& ” 

FDA receives :the complete re~pd&& a majar def@en&y dr 
previous not approvable lettc: (i.e., a partial response does not restart the clock). . . . s  “,’ 3. ,, 4 

Decision Goals / 
In order to be counted .& Meeting MDT&a d&i&$ &&Is, &e’ibt “’ _1 



supplement) to request an extension of time to respond FDA’will consider the piano Gi+@ gG-,g v.fti;iarijf \;itl;;diam’cii..CiiR 

8 14.44(g)).’ FDA intends to ‘a&%one e&ens& (1 &day m&&rG,un). Any amendment submitted &+ .&;.~iL~~;&G~~&s eiitised will be 
-..h‘ir”:,*::“-r * . considered a resubmisiion df ilic”‘.pM~.“̂ .& su~h~‘i’t”~l~i~~~~~~~~~~~~ < “” ‘I ” ’ j 

new PMA number, will be sub;ject ‘to .me requirements of 2 i’ CFR 
814.20, and will be assessed a new user fee.* i_ ’ 

Cycle and Decision Gdhls a 
In order to be counted as meeting both the MDUFMA cycle and decision 
goals, the letter must issue: . 

a. within 120 days from the.date the I%@ supplement is received, if . ‘-:I ) -* * _ ., _)- _.~ ““i.““L’&” i,.“.‘c r h,.. ‘2” ..,. .., , 
issuance of the not approvable lei!ter’is’the first action 4 

_ I I -’ ,^ -,. 
b. within 160 days from the date-FDA re&Ss a &x$&e response 

to a previously issued not approvable letter. 

/Z,“‘ .: ; --..I -..‘ 

1. Definition 

A denial order is a letter informing the PMA appficam that the Agency has’ .’ 
completed the scientific review of the P~~‘;;~~~l!a~~a”~g~~e’-rei;~k;?;’ has decided ’ >,“‘ ;: .li.‘.: ‘3.:: ?J 1 “. ^n. -: 
not to approve the‘ PMA Like ‘a not approvable letter, a demal order mcludes afl‘ ’ deficiencies *at must be adequately aadressez Ef‘Tgg appri&Gt y&y;r”~;?ia” i;lla‘c; -a.. _ 

the PMA into approvable form: The denial order-ismade publicly av&&fe and 
must be accompanied by a summary basis for the~de&ion. . ,‘,,_ 1 (2”l‘ CPR @‘X45)” 

FDA may issue a denial order if: 
,_.. 1” 

J. _ a. after reviewing an amendment submitted. by the appK%nt in”response’ to a 
not approvable letter, FDA determines’that the’l%fA‘still does’not 
determination of reasonable assurance of safety and effe&iveness; _ 

support a 
“i 

b. FDA has received notification from the apphcant in writing in response to a not approvable letter that the applid.i his ag-&&&;Gf” w.&gidr;;; ,. -4, . . . ._, ..- 

amendment; or 6 
c. the applicant decides to consider a not approvable letter to be a denial and 

petitions for review under se&n 5 i5(d)(3) of the atitby fihng a petit&n in 



.! \ _ _ ~_ 

. . . , , j_ /+. i _ __ * ~ 

the form  of a petition for reconsideration in ‘accordance with 12 1 CFR 
10.33. 

3. Effect on the Review Clo$k _I , 
i 

>I~, :. ‘,Si I”JV, *; >;.< :.i I 
The issuance of an order, denying approvalof a’P?&4 ‘shuts off the FDArevrew 

_, i ~, . . . 
I _/” ,~C -,.<“.:~,..,p “:” “. ,asAr* .A,.*,. il”“..did:-. ,e,rs#.(“..‘*,, : _- ̂  c ~_j,( clock and m arks ‘the end of rev&%’ fof‘?he’P M A . For a dem al order issued for the‘ ’ *‘ *>., ,I’, %  ,rAl>..,r 1~ *:‘~.~,,p~‘~ ,*a; 4’ .A,., ” ‘ :, rd.>? Li w, ,y ,( ..I 

reason described in 2 a. above’ (insuffiient amendment), the reporte ct’ -~ FDA review 

or 2 c. (applicant considers not approvable letter to.be-a denial) 
.__ ” 

” .ls. u,,> ,‘ . -. - above, the reported 
FDA review tim e is the cum ulative FDA~&ys f& all 1 go-day revie$cycles from  
the date the P M A  is filed to the@ua$e~ ~~~~~~--~~~~~~~~~~blk letter. 2 

4. Effect on MDUFMA‘ C&ilS’ 
, . :\ex*/_/ 1x, . ._ “C . . ” _LL, . c 

j 
Cycle Goals 

In order to be counted as m eeting the MDUFMA cycle goal, the”&&1 -- 
order m ust issue within 180 days (170’ days for’expedited P M & ) Sam the 
date FDA receives a com plete response to a previously issued’not 
approvable letter. 

Decision Goals I 
In order to be counted as m eeting the & IDifPM A  decisiongoal”‘the denial order m ust issue tithin 3io days (soo .d&ys..f& kxpeaifeci pMf$ f’.“&&. ’ ’ (1. - 

date the P M A ‘is filed, regardless of the num ber of review cycl‘es. i ” il . - 

F. Abandonment Let& ’ 
/ 
! . 4 .I 

1. Definition 
An abandonm ent letter informs the P M A  %nlicant that PDA cdn&‘&% its P M A  ~~~;,;I,_~~~~~,~ b < ~. -i ‘ 

subject to disclosure. 

. , .  

2. FDA? Criteria for Issuqnce bf Bn ;i;b&ddn*&&it I.,&& “” 1 I( 
FDA m ay issue an abandonm ent letter when:. 

i. 
a. FDA considers the P M A  to have been voluntarily withdrawn ‘because the 

applicant fails to respond to a request for additional inform ation (via a Li. 



..,.: ,, I : 
major deficiency or not approval& letter) within 180~ days after the date 
FD-A %&the request (8 14.9(g)(I)(i)(A j) or ‘fairs to-request &I e&e&on 
(180 day maximum). Any amendment submitted after the‘e&nsion has j i I I, $,“*,**y ,<**&$,...1, I_,’ : ~._, ,~, 

or 

b. other circumstances indicate that further work is not being .undertaken I”. 
with respect to the PMA (8 14.9(g)(l)(i)(B)); 

and , _.__*_, ,.‘! ” 

C. 
-.d I ..,, ,)/I ,.., /<* ,/_, +L ,./_ i* i .,.,. l.“, _. /li( 

the applicant fails to cbmmur&-&e w’ith l?DA”?$thm 7 days of the date on .>. “11 ” 

which FDA notifies the applicant that the’PMA appears’ to have ‘been “’ 
abandoned (814.9(g)(i)(ii)). ‘-’ -‘ ’ *““” 

t-l* . . 4, 
i< 

3. Effect on the ReVi$G “C[oCk” ” 
(, ,. % jj j ‘. 

An abandonment letter does not affect the FDA review clock~since~the ii%!@.’ ison”’ ” -” 
hold. The reported FDA review 6me is the cuniu1ative’~Dii’;iays’~~~‘gil.f S&day .8 ..‘. Ir,.l,+__, ,_l,i .1-, review cycles from the date the P&Yis filed to the date”~f~~~~“l~~~~~~~~‘~g 
additional information for which the applicant zdnot provide a response (tithin 
the allowable time of 180 days). ~ ’ ” ” ’ 

4. 
111 ‘ , ,bj L __ _, . 

Effect od$@XJFlM~ Goals 
. ..!. 

^ i. d. 
. ., . 

There is no performance goal for this action. 

IV. Applicant’s Actions 
i 

. (  

Actions taken by applicants include the subniisSi--qfa;3?e~~~ents (solicited an&ux&&ed) * ., d. ~‘c’,“” :. 
and withdrawal of the application (by letter’and by’“notrespondmg to FDA’s’ request):’ (?!“l! ̂ ‘- 
CFR 814.37(a) k.(d)). 

_ .a”# ..XQ1.*~*UiYI. x” .“*;-_.~. ..,. i” ,, 

the applicant: 
Ftii; a pending P~A,%he”fo~lowmg submrssrons cons&me an action by 

/ 
I_ 

. unsolicited major amendment /“# . 

. solicited major amendment 
,_ _ ~. “” _ ” ,, ._/ __ , 1  8 “! x “.” / -, ,. . 

. minor amendment 

. withdrawal. 

/  

j 

;  I  13 L 



” .i ; 2,,;-: I_ c ” + 
The following clai-ifi”& the basis for ‘each/action an applicant may take and the effect each 
action has on the FDA revieti clock. _ ’ 

I 

1. Definition ! _ 
An unsolicited major amendment is a submission of substantial new data by the 
applicant, on his or her own iriitiative, to bc added to’s pending iI%@:“ * “* 

An applicant should submit an unsolicjted major amendment when: I 
_I 

a. additional test data become available to the &pkzmt related to the safety __ ., or effectiveness of the device that was omitted from the orij$Xa~pE&itcation 
(e.g., electromagnetic compatibility, electrical safety,biocom$atibil$y, ^_i ,z. .lllk ~~ZLi\L”Ib. g-,,J*t:.:-~% -3 .: i 
reliability, software, id%l%~, ammal testing); 

: 
b. significant new clinical data from a ~rev&.tsly unreported’study, or updated data from a previously ietioti&& itcdi; b-ome avaii~~~e’~~~~~i~~~~~~ant; or 

i ,_. ;:“. ./,i.., ,., _ 
c. new validation data and analyses’ (e.g., due’to device modifications 

: 

implemented during the course ‘of the I%& r&&w) have. been conducted. ,/ x : 

3. Effect on the Review Clock 
,’ / ‘- 

FDA 1 SO-day review clock, i.e., a new:1 8@day review clock starts upion receipt of 
this amendment. ,_ *. - \) 

: “. i 
4. Effect on the Performatice Goal 

Under the MDUFMA~per%or&&e goals, submission of an unsohcited major ” “i* .“ir: ‘+a,..>$ i(‘ .>la& &, ^ amendment to an original PMP; ,(traditibnal,‘~d”~~~~~~.~~~.~~~el-~ac~ pMA 

supplement, 180-day supplement, or premarket report extends the FbA’decision~’ x_ ,,_ ,j ,‘_s~*“, ,~“.a*“~i.@vi~~a~,~ ,_. ruI i~~,%~ i “‘~-a (__^_ ~, _ ,” 
goal date by the number of days equal to 75% of the dCfference bettice~he”%hing” ‘d ” j-. .-:,*“, .* _/“f .__ _ ” I. _..~ .-c~-(,li. .“.*p.d’. -. >.* c ? **ip’̂ i)*,r; J 2&*., dippy 
date and the date of recei$ of the amendment. FDA ~111 consider the submrssron’ .” “.. ‘,,_Ie’“.e /../* -il rT .i,.i,.i, , ..da of an unsolicited major amendment ‘to be the equivalent of an l?DA 
“later” action for the pur$oses of‘meeting ~erforma.nce‘g&&. . .. 

first ,or _,-;. _ . 

” 



Contains Nonbinding ktkokt&d&hs .I 

B. Solicited Major Amendnient ’ 1 

1. Definition 
‘. ./ A solicited major amendment is the submission of inE$na~ion by the&&$&t, & the re uest of them FSA (i.e*j i; ie;poh& ;; ; c-~j~r~*~;~~~;y-y or not ipprovable 

letiery to be added to a peid+“~pnA:“’ _,/_ “,% 1,e1(1‘, Ij.. i :\_ .” -,I*-. ., ,( .-. :; 

The applicant should submit a~major amendment to FDA &hen ih& &&li&& 
receives either &fth& f~ii&$$&: “‘. ” _, __ 1(,, _,; 1 ,,.,.. .._“\ ,*r.ill”d ,’ 

” ‘ 
a. a major deficiency letter requesting ad^di&iar ifif&&&$ I : ’ :, 

b. a not approvable letter that identifies the deficien&ies to which the applicant ” .. ;:, $.” $,., “Y!j must satisfactorily respbnd i;; ~o;;i~~t~‘~i~~~~~~~~~~~in approvable form. 
) / /. 
/ ,. 

3. Effect on the @vi&w C$& 1 , ” , . i 1 1, 

4. Effect on the Performarice Goal 
” _ .<; I_. _“~. In order to be counted as meeting MDI&%XA cycle goaks,FDAYrYu$ a&t on.an ’ 

amendment containing a compiete respbnse to a major deficiency or i not ’ 
approvable letter within 180 days of receipt of the amendment. ‘; ’ ’ 

_l, .__ I_. .I- ‘“-, I_; , / 
C. Minor Aniendment 

. 
I 

1. Definition .i^ 
2 . . ._ ,. 

A minor amendment is an amepdment th$‘contains c&.r&~~ion of p&%&y _“- ‘. ” submined data md/or additiong v&r;rl’ation ,& ..{y&& &-iiika‘by-an 
applicmt on its own initiative & at the & ‘test of ~~~~~la,ph~~~;,‘̂ f~,~k-niaii, 

meeting, or letter. 
I. 

2. The Basis for Submitting g Minor An&dti&t ’ 

An applicant should submit a r$inor a$xdment to a +4A when: ., 
. _ g ^,‘, .~,‘r,,n...>Z,, c”ss~w~ .*. *- .” ,w.‘,.-~ XI” 

a. prevmusly submitted ‘data should be +&ed; or 

b. additional information should be submitted.“’ ‘I ” ; _. ,I “ ., . “- ‘. I .‘. ,_ i I^ 



v. 

3, Effec* on the R;view‘(y-y ‘. ; ’ .. . 
_. l,. __> ,. / .“j;l_,‘.jj. i 

The submission of a minor amendment does not have an effect .on the FDA review 
clock, i.e., the clock continues. “’ ” .’ 

The submission of a minor amendment to the P%IA does not affect ‘any 
_., 

performance goal since it has no impact on the reviewclock. _ ’ 

D. Withdrawal 

1. Definition 

i 

._. ! . ,  

3. Effect on the Review Clock 
i ,,. 

‘, 1’ 
If an‘applicant withdraws an original PMA or supplement before-FDA has ’ 
completed its review, the review clock stops on the date FDAreceives~the letter ,_ 
notifying it of the withdrawal. _“. ” .‘~” ” ‘ -* ‘. “- 

,. . _ 
/ 

4. Effect on th+Pk~f&ti&&GG& ” 
,(_ ,^; )_.,) . . _- I. ̂ ^. . . . . I.--, ,. 

5 .$, 3 i.“‘;;;& :.*. lauC-;d I,(r*i ~lLr..dn”~“,i~~.;. .%“* &:(“, 
Although not defined in the performance goal”let&, PDA mtends to treat the 

*jl “S _ i i:s ti * ) 1 

withdrawal of a PMA as an action that satisfies the firstor later action “goal,‘& AL__ ~ ,.yi,~LI-.~~ /,..,,. __“, .*x‘, _ 
applicable, and the‘deeision goal. 

“~. ,,,, ., ,I‘,. 8-l.. .I 1) l.dY-l -“)A*. ,“l~l ,*_ 

Conclusion _ ._. .u, _ 
The agency hopes that this guidance will help increase the efficiency of the PMA ^ .^_, ̂  . . . 
Program by ensuring that FDA staff and the industry have the same understanding~of: _ , . ” ‘ .* I 

1 .. 
l the actions that may be taken on a filed~PMA; 

I 

the criteria used for taking each action; ’ ‘. ‘ ^ r” ’ -’ 1 1 0 

‘. . ” l the effect that each action has on the PDA review clock; and ” j . ,_ .(., I 
‘.)_ ’ ’ 

16 . . 1. / _ 
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0 procedures for meeting thb MDUF@l goals. ’ i 



Table 1. Effects ofFDA2 

Approval Order 

Approvable 

Major Defici 

Pending 
Minor 
Deficiencies 

Pending GMP 

Not Approvable 

Denial 

4bandonment 

$buts off the review clock and marks the end of&‘FDA x ,“,_ ,,,, :, review for the PMA; The‘reportedFDArevie6 time IS the ‘ 

cumulative FDA days for di 1 SO-day review ‘cycles from the 
date the PMA is filed to the ‘date the’approvai order is &sued. ’ 
However, if the approvai order.% preceded”by-~-approt;able 
pending GMP letter, then the rep&ted’FDA revikw~tinie is the cumulative FDA Jays ioi .& jg”oL;;i’aj; -&;& “4.;; “fio&v&-. 

PMA filed date to‘the date the approvable pending GMP letter 
is issued. ,, ,, . ,. /, , iA *? ‘,.:d,*a a ,WI~., u ; * rh\““.sJ*>.-,* 
Stops the review clock for that particuiar’ E&day cycle ‘and +” 
places the application on hold. / 

Sbuts off ‘the reviiw “clo6K~‘~, ~ijDEeGfil ~.pro;;li;‘ti~. i’3;~~~-~& ,  < ‘. 8 .” 

approval order to the applicant once the Office of Compliance 
determines that the~manufacturing f&zilCties, ‘methods, &I A 
controls for the subject device are incompliance ‘v&h the Quality Sgstem Regulation’ @ cFR“̂ 82DT >.-rK.fe&“ti;“i~pD~ 
review time is the ctitilti.ive“FDA days Tor’ .eI~~+@y~Jifd;+JAL;< 

cycles from the P?$4 filed, date’tothe date the approvable” 
pending GMP letter is issued. 

. .., ‘ . ;_ ). ..“li ,i”.-*,,“. i  . 

Stops the review clock for .&at p&%cular 1 SO-day revre& cyc;, 
and places the application on hold. 

_ i;” , ..,I,_ , ,J.,, .??* ii .+y\ li -;~..~,~ii~~-~,~~~~.~~*~. ma,% 
Stops the review clock for that l’&{day review cycle and place 
the application on hold. 

..- . 
._ . I ~. _ l*. _ u .“‘ “.. ,_, l./. 

Does not iffeet-the rev%% clock for the PMA because the 
application has been on hold smce’the issuance ofthe not 
approvable letter. The deni‘al order:n&ksthe. end of”PDA ‘*“’ 
review for the PMA. “The reported PDA review t&e’& the 
cumulative FDA days for all review cycles’from filing to the 
issuance of the not approvable letter. / .- 
Does not affect the FDA i&&& && 

a.a 
for &‘@$& b~&&&;h, 

application is already on hold;* ‘n&‘repbge’ Fijx i;<“;; -(li;;” 

is the cumulative FDA revieti days for all reviewcycles from the date the PM* is filed to ~~~iss~~~~o~~~e’i~~t~~r~~~e~~n~ 
jr,il” Il*x_,I jr .“I additional information (to tih%htheappl&ant “f%$d’ to respond 

within 180 days). 



Unsolicited Major 
Amendment 

Restarts the FDA 11 SO-d& review clock; f.&,‘~~&“rec$pt 
of an unsolicited major-amendmerit; a’&$ I $6&y 
review cycle starts. ._ “1 .,; )‘G ,rir,$x “-_ ,* ,.ZL, ;_^ 

Minor Amendment Does not affect the FDA review clock, i.e., the’clbzk 
continues. 

Solicited Major 
Amendment 

Restarts the FDA 180-day review clock, i.e., up& receipt 
of a solicited major amendment, a new 180-day review 
cycle starts. 

Withdrawal Stops the review clock as of the date FM re&ei%s the i- ~ 
request for withdrawal. ’ . 

.” ” ._ / ,  . I  ; ,  _, , ,  :” ,.“,,i. . . ;  :̂“‘:!‘, 



Track Suppliments 

days 

1 
Denial ‘̂ I < 180 

days 

5320 
days 

5320 
days 

1320 
days 

5320 
days 

N/A 
cycles 

N/A - N/A 

Approvable 
Approval 

Not Approvable 
Approvable 
Approval 
Denial 
N/A 

130 N/A 
days 

** 
5 180 N/A 

days 

N/A N/A 

NOTE: The cycle and decision goals are ineasur$ in FbA hais only. 

For cycle 

75% in 
2005 
80% in 
2006 
90% in 
2007 

For 
decision 
a: 

BO% in 
2006 
30% in 
2007 

I  ! .  ‘. 

. I , ,  I ,  I  



Approvable 5 170 _< 300 
days days 

Not I170 I300 
Approvable days days 

Denial < 170 1300 
days days 

1 davs 
Major Def. F 120 N/A Major Def.. ’ 

days 
Appi-oval 
Approvable 
Not approvable 
Denial 

5 170 
days 

Approval <_ 170 5 300 
days days 

N/A N/A 

Approvable 
Approval 

530 
days 

** 
I 

Not Approvable’ 1 5 170 
Approvable 
Approval 
Denial 
N/A 

days 

N/A 

N/A 

5300 
days for all 
review 

cycles 
N/A 

N/A -- 

N/A 

N/A 

l ! . .  .  , _ .  . ,  _. ,  . , . . ,  

NOTE: The cycle and decision ‘g&i&& ~eakr&$“‘in ‘FoA da$&iy. ‘.- 

For both 
cycle and 
decision 
p;oals: 

70% in 
2005 

80% in 
2006 

90% in 
2007 

_,.. :,, :. _ ’ 1‘ :’ . 



Approvable I 180 5 180 
days days 

Not i 120 
Approvable days 

Denial 5 180 
days 

5 180 
days 

15 180 
days 

5 180 

Approvable 
Approval 

530 
days 

** 
Not Approvable 1 < 160 
Approvable 
Approval 

days 

Denial 
N/A N/A 

N/A 

N/A 

N/A 

N/A 

F& cycle 
&: 

80% in 2005 
85% in 2006 
90% in 2007 

For decision 
gJ&: 

80% in 2005 
80% in 2006 
90% in 2007 

NOTE: The cycle and decision goals are ‘measured ir&bx &ys &&. 
,‘- 

** 
: -,, . . . ., _ ‘@ %.“-:-:. “.-I.> . “_ *,< 

This goal applies t&90% ‘$ &‘&&$ments contammg 
z l.,. i “j )i ““’ _. ..;.i. ;, ‘_’ ‘-’ .’ I,_ 

approvable lettei receibed iti Fv~&~,l*~T@y+ *. .- complete respon$es to & _ -, . _,. - 
/’ “̂ . 

I 

, 
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