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Denr Dr. Rnngclincr: 

We Imvc COmpll:lL!d the review oj' your suhl11issi(1lI daled December 12. 2006 10 your biologics 
license application (BlA) Llllue]' ;;eclioll 35 I of the Public lkallh Service Act Lor Coagulatioll 
Foetor VInNoll Willebrillid F<lCit'f Complex {Human}, fill' the _ (b)(4) Lrcmmcnlof 
sponlillleolis mullruumu-induccd hleeding cpisoucs (b)(4) of 
bleeding episodes ill lie\'t:I'C V(l11 Willcbl'llJltl cJiscnsc (VWD). nnd in mild ilild modern!e VWD 
where lise of l-Dcsmnino-Sd-Argininc Vnsopn.:ssin (DDAVP) trcilllllent i:; illctTective orcontm­
indicated. 

The following idcnliJics Ihe dencicndcs i1nd Ollr comments lind f.ju(!slions hHS(!(j Oil our I'cview of 
your submission: 

CLINICAL PIIARMACOLOGY 

1. 	 Drlhe three assays ma~d in phannac()killt~tics (PK) studies lite VWF:RCo is the most 
relevant funclkmill msslIy. The PK dala (plasm:! conccnlmtions vs. lime dillil) orWilatc 
genernted LJy Ihe CUrl'enllm11lytical mcthml nrc: not illlcrprelOb1c. Ii nppC:11'S thnt the 
anulytical method i~ mit S(!llsilivc enough 10 npproprintcly delceL Wilnle conceml11lions 
(VWF:RCu) ill plasnm. According 10 YOll.lhe method is somcwlltlt 'COal-sc' and Ihe 
results ore limited 10 one of n discretc series of possible conccntmtions, ] %,6%, 12%. 
24%, ,mu36%. etc. The result of this .mnlyticn1 method is Ihnt following adminiSLmtiol1 
It) VWD p:uicnts l1Iensurcd plasma conccntrations ofVWF:RCo remain unchanged in 
mony slIbjc..'Cts during multiple sm11plil)g at dinerellt time points. Since lh~sc 
concentrations mRy not bc nccuratc. the PK pammetcrs lIlay nl:;lCl Ill! innccl1l'ate. Thu~. Ille 
PK parmncLcrs dClcmlincd l'rum the VWF:ItCo nssay nrc unreliable nnd c:IlIJlol be' used in 
lhe packclgc inscn fur d(\~ing rCCllmnll:m.hnioll!'. Thcrcl'twc. FDA rccommt:LU[s lhat YOtl 
tlcvelop UsCIl!>iti,·c mmlylit:nl mCllllld to mcnsure he rch:-\'nm conccntrations ofWilatt! in 
p1asII1:l und them conduct a I'K stmly or Wilnlc with n suitable :;lamplc size. 

2. 	 Bven though tht: FYIII:C d\lSe Ill' WilaLe is more Limn twice llie dosc of Hunmtc-P in 
Sllldy WIL-12. tbe AlJC Ill' ]=VIII:C rM IllImole-I' is highcnllllll the AUe (}rWikltc ill illl 



VWD type p'Hic"IH~_ This I'csult suggests tlml VWF in WHate Illil;>' be less <I1l1t:: III slUbili".c 
FV[II:C. rll.::lsc (;(llIIlllCnl. 

3. 	 Two lypes Ilf h:dJ"-[i,'cs (Icnlliual nnd avcrngc) ha\'e beell dcscrinL'{1 :IS I'K paramcters for 
WilDie :llld HUllllLlI.:'-P in Study WIL-12. PICtLse describe the mcthorJ ofcalculation of 
llVel'ngC lmlf-lilc lind it..... siynific1Im.:c_ Is ilvcmge hnlf-life more re]e\'!mt m' mconingfiJi 
limnlhc tenliinallmH'-life? 

CLINICAL 

FDA requires both PK and clinicni outcome datil on hcmostlltic cfticncy for i1pprovnl orn Vwr 
product £IS a t'cplnccmcnt therapy fOT VWD. Studies SlippoTtin£: sllch <Ill imlicnli(lLl should 118vc 
lhe palicnts dosed <Icwl'ding to VWF:RCo potency and monitored llsing reliable nssays for 
VWF:RCo activity. 

You have dctinccllhc Ilrim<ll)' emclley emipoints lor the fOllr VWD clillical slmlies :mppOI'tillg 
hcmost(llic emetic), (TlvIAF.-Hl5_ .. [09. -104. IlLlrJ -106) based on PK dilln or plasma le\'el 
pnrnmeters. The PK datu ill all yo\1l' studies wcrc gcnellltcd by do:;illg. bn.;ed un VW[o':RCo 
nctivity. In eOlllmSl, Ihe cliniC;11 dosC'=-: llst:d in nil Ihesc sttldics were bfl!l.l!d 011 FVIIl:C activity. 
The intol'lllation provided by yuu inrJieate IhaL the rmio (lfVWF:RCo ({l FVIII:C varied from 0_6 
to 1.1 in tile clinical study lot-;. We have detenninc(lthntlhe PK [lar<Lm~tc!I':i oblHined from 
VWF;RCu ussnys in your PK studies arc not reliable (please see comment I above). 
Accordingly. )'(lLlr dutu gCL1t:mlcd 011 VWF:RCo plasnm levels ilssoeiu(et.l with the elinicol 
infomlnlioll on hcmostatic eflicacy arc not suniciently l'diab!e_ Withoul reliable pblsma Icvel 
dala un the active laelOJ' to be rcplnccd. CIS mem:ured by VWF:RCo. the gllidnnec f'ordosing for 
Wilm!.! in the clinicn! indications o['VWD cannut be established al this time. 

pjvotnl slUdies ill supjlmt "fllO imlicutioll Illllst be desigLled wilh n dem'ly slaled hypothesis and 
provide 11lcnsurcs to minimize bins ,lRd llllccriointy lor procillCtllSC nnd evaluatioll. Then:: shol1ld 
be prospectively d~Jilled criteria rur success or Ihilurc. NOlle of the clinical studies submiued in 
[his Clpplic.,[io(l llI~t:t lhese J't:4uircmellls. 

Please: conduct 'lpproprialc SILL([ies with ndeC]lL11te design to :IC<llli)'(: cilicacy dam ill sllppon of [he 
indications sought. til king illlo considcrnLio(l lhc comment:;; below (Ill the dcficienci~"S in the 
VWD clinical siudics orthc emTelll submission. PJ.;il'(C specify in the protocols. thc nLliIlyses or 
efficacy as a rUl1ction ol'dose odminislcred ilnd plasma levels of VWF:RCo nchie\'cd in the 
sul)jL'Cts lreated fOT cneh indicntiol1 in order t(l estlLbl ish tht: intemlcd clTect of the prClducl. as well 
as the (lw;ing !'l..'Commcndnlions (01' labeling. 

Commcllis I~clalcd To ____ (0)(4) Trcnllllcilt of Bleeding Episodes: 

F{Jr the (b)(4) Ircatmcnl oJ'bJceding CpiS\ldcs. yUUI' stmlics wcrc nOl adequately 
designed to pfllvide ([ata lor dlClwing mCClnillgful ClJllc[usillilS "buul crf(..'Ctive usc of' your producl 
OIl yllUl' proposed d(lsing regjmel1s_ The lo\lowillg are: (lUI' cmUlllems: 



ii, 	 Bleeding epi:;;odcs wcn: tlt't cleltrly detined ill thc VWD sludic:; oflhis submission. Tbe 
number or infi.lsions per episode mld Ihe duration ol'll'catmelit witllin <my cpi:·;ode <Ire 
ddincd by the lenglh orlhc "episode" arbiuTIril)' assigllcd by [he p.alient or hl\'esliglllor, 
\VitllOllt nn approprime definilion [0 be used consistently by nil Investigators and patients 
in all the studies. the Illllnber of infusions and durarioll of Irenllllem are slIbjecllo him;, 

5, 	 The 4-point VRS grnding !>Cale lIsed by Invcsligiltors illld patients for clinictll cfficilCY 

l!vlIlimti(lIl is ill<ldt:tILl<ttely defined, 


<l, 	 It would be appropriate 10 have more pn:cilic lan~ullge sepnmlely for bleeding 
episodes b(4),c For in!';tllnce. tIle definition of good includes the tenn 
··oo7.ing"'whidi w'uu',J-not he expeclt:d (() occur witll sponlnncous or Iml1ma­
induced bleeding in sofltissut: ol'jl)ints. Bleeding into the joint should be 
clLlssificd according la swelling and )lain. not visible oozing, III additioll, the 
t1elini(iuil!; should not include [he IeI'm to bl.: defined. e.g .• lhe tcnn "modcmtc" 
should noll)[;: used to define mmlcmle $:c\'crily. 'fhe lack ofdefinition for 
bleeding episode scverit), (minor. mll(\..:mtc. severe) jn thc protocols nmkes 
iIItCJ1)rClatioll of the uosing dilla difficult. YOllr study prorocols did [lot include 
'lppropri,llc inslructions (0 Investigators and Silitly subjcets in tlie gmding of 
SCVCl'iIY, taking inlo consiucmlion Ihe quantity find rnpidi[y of blood loss. as well 
as tile significance 01" Ihe blceding loemion. 

ll. 	 The (eml "oddition{11 prodllc!" for the gmelcs ",good" ilml"motlerate·· can be 
misleading 10 pmicllls ond 11I\'estigntors, Y(lU have 1I1lil'med in previous 
communicalions thm ··addilional produce refers to a non-Wilute product. 
However, ill Study Wll-14 (prntllCt11 but nol dam inehldcd in Ihis submission). 
tbe definition used inslellu rm' ·'mlditiuJl;.11 product"' is "addilional injeclions of 
IMP (invc!';tigaliomll mer.iicinal prodllct) or olher styptic Ircntmcllt," II is (Iimcltll 
((l expect cunsistency illllpplying Iltl! currcnt4·poinl VttS without additional 
di.lrifiemion to IllC patielllS Illluinvestigators. including: 

• 	 dclinition amI eritcria lor USill!?, "L1dditiol):l1 product", 
• 	 a lime-frame bdtli't: the lise of lhe '1.ldditio1l31 prodllct". and 
• 	 diITerenccs betwcen "hemoslnsis ilchicvcd·· (ns in ex.cellent) in contrast 

to "adcC]ulllC control ofblecding" (os in good). 

C, 	 III CQlllr<1st to the 4-point scale cllicaey r.tling I~lr e<lch infusion, 1111 overall 
nssessmclII termed "olllcOIllC-' was rccl.ll'dcd for each bleeding epi!';ude in Sludie!-: 
TM,\ E-\ 09, -104 and -106_ with griltlillg.::; Qr··r..:covcn:d··. "ongoing·' and 
·'unknown:· This pormnclcr is unclear. becallsc in lilt! ahsclll.::c ora r.ielillition fur 
··bleeding epismlc·'. ils dUr:lti(lO nm}' hl'! adjLlsted In litth\." mllcmnc. hellcc making 
thc (crms ··rccovcl'c<r·nlld ··ongoing'· rather indistinct. tlcp!!nding (lll hnw the 
"episode" hns been recorded. 

6. 	 The difJcfCmintioll Ql'blccding episo(les into "minor··, ··modcr<lle'· and "st:\·crc·· WOli not 
defined in lile study pmtol!ols (also sec comment 5.a). The i IlSll"llCriOils gi\'1!11 to palieilis 
to gl11de scverity wcre nol pro\lidcd. In proposed Iilbeli ng, bicClI ing cpis(ldes were divided 
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inlo "minor"' 'Hld "m:Jj(lI'" for the:: pnrll(lS~ of dosing. AI; lilt! term "minor" mny callY 
dincrcnllUeaning in Ihe clinic:lltriills '·s. thai in rhe proposed dosing recollummtiatiOllS 
COl'dose l<lllclill£. potclltial con fll~ioll lll::ly rcsult from cxtrapolating llie clinicilltriills 
doses 10 l<lbcling recomlllcnctmiolls. 

7, 	 In yom submission. the VWD :-illl(l}' protocols providc for the administration ofproduct 
bascd on FVIII contenl. Hnd only gencl7l1 dosing guidelines wcrc providcd. As sUttcd 
bcfore. as rcplncement thc.;T<lP)' [or VWD, it is approprimc to dose Ilceording 10 

VWF:RCo nCLivilY. This moly ,llso mitigate undcrdosing. arising from the vruinbility in 
the rnti(J orVWF:RCo: FVIII:C in the Jl]'odllctl(ll~. 

8. 	 For Ihe VWD studies in thi~ sul>missitJIL, the recommended dosing: inLclVais IIrc uSllally 
once daily or eve!'y otllt!!' day. whefeas yOll propose dosing every [2 to 24 hOllrs in the 
package inscl1. Please explnin [he dosiog dirrerences bClwccn the prolOcol rcqllirelllcnts 
and WIUll wns actually dum: in the sttldies. Tnt: dosing illLclval should Ile based on the 
phannneokinctics o[ the activc cntities to be replnced. 

9. 	 POI' thc VWD studics in this submission. thc guidelines roll' fcpcnting [he lIse orthc tCSt 
product. as well as eritcrini(Jf mlmiuis[cring rescue prodllc[s :uldJor l>lood lmnsfllsiolls 
hove not becn includcd. 

10. 

I I. We note to,11 the doses uscd Ii,lf bleeding episodes in the VWD studies on WHate appear 
10 be lower lImn those rcpol1cd ill the Ii[crature tor othcr products and [hc lnbclcd 
l'et.'mmnelldmiolls oi'thc U.S. licensed product tor bleeding episodes in VWD. Since 
th!;:rt: are only limited data provided on VWF:RCo plasma levels attained afler Wilate 
infusion in the treatment orblecding episodes. and their I1lcnsuremcnl aeeumcy is jn 
queslion. the dosillg intbmla[ioll derived from the treatment oCblccding episodes of 
VWD patients in the clinicnl sttldies (which mirrors those in the proposed package insert) 
llmy result ill underdllsing for Ihl!' bleeding t!IJismle..... Please Cm1111lt!1lt 

. (b)(4) 
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P:lgL' (, - Dr. Rungctincl' 

(b)('!) 

Additiollal Clinic:!1 Commcnts: 

10. Although Ihe protocols ill your VWD studies suggcst analysis lIsilig an imenl-to-Ireat 
<Ippronch, you h<l\'e aelU<llly e,xclutlcd sUbj~Cls with major protocol violations in the 
acmnl [lJUllysis. Please ensure thai aim lyses will be based 011 the imen! Co treat principle, 
Plcnse also ensure thm all subjects enrollcd into the );ludy have tile diagnosis ot'VWD 
eonlimlcd prior to entry. Clnd lbe melhod for lIdminisll'atiOl1 of Wilate slandnrdizcd acl'()SS 
slLldy ccmcrs. 

21. l'lease pro\·jde (a) the insII11clions lor patient..; Rnd Investigutors for using the tolerability 
nssessment instl\1lllcn[ ill the f('lnn or a 4-puinl scale in yOllr clinienl smdics ofVWD b(4) 

b(4i' "and (bl vnlidmion of this instnlllll!llL In youI' fU(11fC smdics please 
include npproprinte cntcrin for assigull1t!nt t(1 LIlt! gl'mlcs oi"this :>cole. 

22. Plcase provide <.1 cruss-study ;,lllillysis ofsl!bjects. who pnrlicipmed ill more than one 
VWD clinic.,1 study. (Q include. bulLUll be limilci.lto (he following: 

n. 	 ChUllgCfO in i.lisellse manifestation pmtcm. such (1S severity l1.lli.llocmion of 
blctXling. lInu 

b. 	 dmllg~s in tbe palLem of procillct usc. such as dosing, com:om il,lIlt lIlcdicalinns, 
l'olliinc prophykl.xis vs. tl'CtlllllelU. Cleo 

Please also nddres$ the sclecliOll hj:L~ Ii,!' ~nr(1l1ing: patients who participate in more than 
one sNdy, 

23. With respcct 10 dosing. in Ihe p1'l.11]{}sed p<lckugc insen we have the following pre(iminal'Y 
COlllmellts: 

:I. 	 PICllSC cxplain why Ihe dosing recommendations in Ihe pmposcd IXlckagc im.cl1 
are nnt cOl1sislcm willi those in the clinical stlldics: 

• 	 The clinical studies usc FVIII:C activity fbI' dosing wherclts labeling uses 
VWF:RCo nctivilY. 

• 	 The proposed Illbeling rccmnml!ndutim)s induc.lc usc of loading 1111(1 
mainl~nilm;c (h'se:;. which were not ill the prot(lcols orthc VWD Irials. 

• 	 The distinction or "minor" ami "llI:ljor"blccding epismles is difl'crcnt fmlll 
Ihe gmding lor bleedi1lg scvcriry inlhe V\VD Iri;Lis. which lise !l.corcs: of 
"minur". "ntodcl'luc··. :md "severc", 

h, Plcuse explain Ihe lo!lowing in Ihc proposed jlilckage illsen: 


• 
 .{b)(4) 

• 	 the basis oflhc d(lsing inlcr\'nls illlllC labeling n..'(;"oll1ll1cndmions:. 
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• 
(b)(4)

• 

c. 	 Please 411~o note that L1ndcr "DOSAGE AND ADMINISTRATION" in lIn:: 
Highl ights ~eclitlll l, f the pncknge illscrl, [here is no indication on which 
cOllgl11ntioll Inclor activity thc dosing shmlld be b(lsed (FVlII:C or VWF:RCo). 
This should be c1ari('ieu. 

24. Pleasc prO\·jdc the case repmt fonns and all ill"estigations im:luding thosc in the hospital 
records tor Paticl\~){B;n Cente!' 5 in Sll1<1y TMAE-l 04. during tJis serious adverse eve'll of 
riglu atriallhrombus. 

25. The mean inCI'\!mCll1ail"Ccm'cL), ofVWF:RCo from the Eumpcnll VWD clinical studies 
(1.5 - 1.9%frUlkg) is Iligher lImn tllnt iLllhc U.S. PK study (WIL-11l (1.1 - 1.2 %! 
IUI!.:g). Plense address thi:o; uil"lcn:ncc, cspccinlly in terrn:o; orlhe issues reiatiLlg {(L 

VWF:RCo assay as disclIss\!d above undcr Ihe SlXtion on Clinic.lI Ph:mnacology and its 
impact on dosing, 

26. Yuu rmvc an t)ng(Jing SUL(ly wilh dam collection in pcdimrie pnticnls having VWD. III 
your respomit! III tllis leller, please upclntc yCl11r PediCllric Plan, nnd dm<l ]lerlainin~ 10 
lIeui"l!'ic snbjccis for Ihe proposed 11acknge in:.;crL if such datil become :\\"Iilnble. 

'27. 
(b)(4)­

'2S. Ple41se estnhJish us II relC<HiC specificmiollihe "1Iio urVWr-:RCo 10 Fnc(Or VIII cloUing 
activily. und prnJ}{lSC un IICCcp((1nce crilerillLl iJased on yoUI' mmmfncrurillg and clinical 
expeLiem:es. The proposed nllio oj" (b)(4) rnlio is i1cccptablc: III this time but 
slmuld be re-cvalu.lIed nnmmlly ,mel irpus.... illle lighlenccl ns more information is 
;wnihlble. 

~9. Regnrding Ihe uctc-n11innlioll or residUftl moisture- in Ihe finnl drug pL"l.ldL1(:I: 

u. 	 Thc :o;pcciJie:nioll (or iL11cr-ll1etlilld con'dation of (b)(41: docs 11111 renect yllLlr 
cxpcricnee in praelicc \vith r = o.m-:. rlclL:O;L"' Clllll1l1ClI1. 

b. 	 II i:; notoo lhat in Ihl:' cnlihr:Llion, l"Cstllls II"00n 13 SpCClliL \WIl..' L"cjL'Ctcd :L-: Olnli..:-cs 
om o[(b)(4) SpCCl1il obmil1l.:d Irtlm (bj(4) samples. Plcnse describe Ihe crilcri;;, for 
uutlier rejection. 
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c. 	 Please suppon the eorrc\atioll betwecnlhe (b)(4) alUl {b)(4J 
. .(b)(4) proccuures by morc cxtcnsivc Ics[il1£ ur differeot silmples 
(\·ials) from Ihe ~;mlt~ Int hy Ihe I\\"o ICCIUliqucs. Precision by each lecilniqllt! 
would inclnc.lt: vial-In-viill YiII·jubility. but woulet provide infonnalioll at-: to the 
reli1li\·e ,1I;Cllracy uf c ..ch lechniquc in cstablishing n \,(linc lor residual moisture 
comClll for n givClllol. 

d. 	 The' (b){4). dClcnninmioll ol"wntcr in a solid musl bc cnlibmtcd wilil refcrencc [0 
Ihe - . (bl(4) .- procedure. Please es\ablish the _(b)(4) procedure as (he 
"rererencc" or official regulntory I'lelhod, und thej·(bl{4}i method (IS an "ailenmte" 
mcthod lor rouline 101 relcase, 

30. Since yOll elln·cmly usc recOvcred plasma rrozen within (b)(4) ,j aHer collcelioll and 
recovcred plasma IiUZCll wj(llin (b){4) .. - uller collection I"or Ille prodllclion ofWilale. 
plcnsc slipulfltc inlhc biolog.ics license application thnl oilly u.s. recovered plasma under 
these IWO cmegCllil.:s. flnd U.S. Source Plflsmn. will be u!'icd for [he mlUmtne[urc orWUnle 
loIs 10 be dislribulcd 10 lhe U.S. mnrkel. 

3 t. 	You Imve illdicmed ill your amcndment suhmiuecJ llll November 13. 2007 that polency 
wllucs orWilfl(c lOIS gCllcr:lIed using an aulmml1cu VWF:RCo j\SS.'y melhod are lower 
than Ihose derivcd USitlg. a mnmml <lSSUY l\\clhod. In fl sllfvey eomhlctect by the Nonh 
Americall Specializcr..l CUilgulntion Lnhomtory Associmioll in 2004. 5 I % orlahOnltories 
lise aggreglllll!!lry 10 dl!termine VWF:RCo al.:livity. while 42% usc an automated method 
and 6% lISC an EUSA mclhml. The Irend is likely to bc moving towards OIUIOlmllion. 

n. 	 j'h:-nsc dc!;cribe hOi\' YOIL would mldress the di~'C ..ep:lIlcies in VWr::R('o values 
derived fromlhe dillcrell1ll1Clhods when physi..:ians will depend on VWF:RCo 
"'II\1C5 gellcmLcd from dinicalluhnl"alClrics. 

b. 	 Wc ob1<lillcd VWF:RCo values Ihill WC:1"C lower thnn the labeled potency values 
when C{ll1lonmll1ce lol!> \\·el~ assayed in O1lr labornlory \Ising an automated 
mcl1\{Jd. Plt!ase propose" [J/;mlo reconcile stich diiTerellces to minimize failure 
(lfWilnl~ lUllchcs lhnlugil the lot rciensc progmll1, 

12. Under liC"ClioLl 3.:!.P.5.:5 or YUill' ULA submission, (he rnlio between (he \'ariou!\ VWr­
pa....mclc..s. VWr::Ag.. VWF:RCO.llnd VWF:CB oflhe conformance IlllS is qllile 
t!(lll.o;:isIClIl an(1 clo:>e 10 I. Ilo\",·c\·cr. in Ibe phnrnmcokinclics (PK) S"lmlie:o:, IIll:'st.' rlllios 
(litllUll fllllnw 1.1 pal"liClllar pauc.". tllld eh:nrly diverged fi"Om I. FOI' eX:Il11ple. Ihe PK 
1)I'omc Itlllowing V\VF:RCn i~ diflcrcnl i"lum Ilml f"ollowing VWF:Ag. indicating Ihill 
these paramctcrs were nlTcclo:-tl diflero:-nlly ill 1·;,·0. PlcOlt-:c cOllllllcnt nn Ihesc 
discrepancic!> wilh fclcrencc to Iho:- t-:1I1Iclur.: llrlhe VWF molecule in Wilale. III 
jl:.micul<lr. ple;l:-:c c.-.:pl..illlhis dilkn...ncL' illlhc cOllle;..::1 orlhe obsen',1Iioll that VWF 
multimel's in \Vilale l.:ul1sist 01, b('lL --, 'V\VF SUbUllils while thot-:e in pl .... sma anu 
Hum.... lc-P huyc b(4) _' ..-YWF ~llllUnits. 
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:\}. Plcosc providc dala It) demonstrate Ihat IIIC linill Wil::uc product rcconslimled with 
:.: .(b)C4i::·.: fl. I% polysorbale 80 solve-nt m the cnd of its doting p~rim.l still meels 
spccilicaliuns. 

34. Please provide IIpdmcd slilbjlilY cinln in your response 10 this m;tion leIter. 

35. Please provide on lIpdotcd development repml ns the one enclosed under scction 3.2.P.2.7 
nfyuur Bl/\ submission regarding PlmrnmceutiC111 Development 

We reserve COllllllenl on the prop()!-:cd IHbelillg until thc application is otherwisc neceptable. We 
nUlY hove COllllllcnts whcn we sec the fino I proposed lobeling. 

Ylllllllay request a meeling or teleconference wilh us 10 discuss the steps Jleccssnry for approval. 
For PDUFA proc1ucLs please s\lbmil your mt:eting reqllest;1.S described in the FDA Gllit/cmc:efor 
f",/usfI:l'.' FUl'I!1a/ MC'l'fiJlg."wirll S,JnJl.mr;r; tIIul,lppliC:lIIl/sltJI" PDUFA Prm/J/{:(s dmcd February, 
:WO{) (hup:/N..-w\\-·. tCla.go\'/cbcr/gdlnSl'mlputi ra.pd!). For dClilils. plcllsc also lollow the 
in:-;lnlcliOlIS described in CI3ER '5 SOPP S]() 1.1: ~ehct.lulillg and Conduct ofRcglllillory RC"'iew 
:"1cC'Ling.o; with Sponsors <lml "!llllicflnts (hllp:/lwww.rda.l!tlV/cberlrc2s0PI)/810 J I.hlm). 

\Vilhin I{) days ::lnl!r the dme oflhis letler, yml :-:lltluld luke ()neorlhe rollowing actilllls: (I) 
mncntllhe applic<ltil))l: (2) 1\Q[ifY us ofyollr intclU 10 jilt: i1l1 amendmellt: or (3) wilhdrow the 
apl)licmion. 

Wi: stol'l'c(1 the revic\\' cluck Wilh the issurl1lcc of this lellel'. We will rest:! <lml sl.1I11lle review 
dock when we reeeivc your complele response, 

Iryml hnvl! allY qucstions. please c()l1lllclllle RegutatolY Project Mmmgcr. Fmnklin T. 
S(cphcnson. at (30t) 827-6165. 

Sinccrely yuur:;. 

Basil Golding. M.D. 
Direclor 
Division oj' Hemalology 
Office of Blood Rescarch :.mu RC\'icw 
('enter lor Biologics 

F.vnluation and Rcsearch 




