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Food and Drug Adminislration 
Rockville. MO 20852-1448 

February 7 I 2007 

OUR STN: BL 12525110 


Octilphill"l1lil PlllIrmai".eulika Protlukli()Ilsgcs_ lll.h.B 
Alleniioll: B:lrbilr.l R<lngeliner. Ph.D. 
Oberlaael' Slm~se :ns 
A- J100 Vicnlltl. Austria 

Dctlr Dr. Rllllgcliner: 

This ]cUer is in regnrd 10 your biol{lgics licell~r: "pplicmiml (BLA) slIbmitted IInder section 351 of 
rhe Puhlic Hcalth SCl"\'iec Act. 

We llil\'!: c(lmpiC'\C'd an initial n,!yicw of YOIIl" application dated December 1.2_ 2006 for YOIl 
Willcbr,md F"lciur Ctmcculrl.uc (lhllllall) ttl th::tcnnine its ncecplabiliry tor liIing. Under 21 CFR 
6D 1.2(a). wt'! have [ired )'our applicl.ui!ln today. The rcvicw !!:oill dilte is Oelober 14.2007. This 
:u;kn()w!'<!dgment u[ Iiling dnes not mean Ihal wc h:wc isstled a license nor docs it l"cpreselll ;my 
e\'IIILllllion nflhe :'Iucquilcy Ilrthe <Iota submitlt..-d. 

I. rlem.;c ~ubmil daHl [rum 11l111-clillieaitoxicology studies lollowillg single alld IlUiltipl1! dO$ing 
with (von Wilkbrund Fo.clor C\)llCCllIrmc (Hulllon)). These smclics should delllllll~lratc ~arely of 
nlll Wilkhr.md ]-'<lclor Concenlmlc (Hunlilll) at llIuhiples 0[' Ihe maximum cxpcch.:rI dillicllll.hl~l: 
(c.g. IO-fold or highcr). One Sillgk and olle multiple dose ~tudy will he ~lIITicienl tn slIppnrl 
liccllsure. 

2. Please pmvi(1c salCiy data Oil polysorbate 80 (D_I %) 'lr1ded to Ihe cnd product (Iilucnl to 
slippor! exposure ill Jllulliplc:o: of mnximum illtl!'lllied clinical CXPtlsurc (e.g. 10-rold or higher). 

J. We consider Ihe study fOI" plmllllilC(lkiul:lic cnmpal"i:o:nn h!!lween WILATE and Hummc-l). the 
U.S. licensed product. in von Wilh:bnmtl disc..~c p<llienlS (Study WIL-12) ilS Ihc pivotal 
COil trolled Irial in Ihis BLA ami till! ul.lta from Ih~ Ulll!lHlIrolled trials in von Willcbr.tIlCI discllse ilS 

~"'."~ ;11 till.: prcscntlime. Illis 13LA is liIelible.liecnsllrc tor em:h inclie:l(ioll 

~;~0l,r~"~~~~III'''i,uu,,~,"~';llllnn-indliecd hleLxling: epjsode~. mfh~ 
~ i I be bil~cd on Ihel.ldc<JlIacynnd IJlIilli!)' ~lfthc 

data 

4. Ple:lsc prescnL ynur aPllrnaeh III [ill iii! Ille rcquin:mcnt~ for Ihe :mbillissioll of pediatric <lain 
under the PediaLl"ic Re!-\carch E(luity Act. You would lie!!" to llddrL'Ss usc OrYOllr pn1dlici in 
1)C'(liutric suhpopulnLilllls hy agl:. If wai\'c)' lll' deft'!m.ll is t(1 be requestcd for ccrlain 
sllhl)Opulalions, pIcasI!' pnn-idc ~'mlr r;llilllHllc. 

5. To JilcililillC the clinicul !-eview_ plca!-\e [ll"llvi<lc c)ecir(lIlic vt'!l"!-\itlflS in r...liemsl)1i \V,lrd f,lr 
TilblC" til' Clinical Invcsligiltt1rS ill Sectioll 1..1..1 lln...llli.lult' I. Sccliun~ 2.5 ,md 2.7 of Mlltiuic 2. 
;:IS \\",.. 11 as tile rollowing POriS tit' clinic:t1 slmly rqwrts 1111 VlllJ Wi Ilehnllld di~cllst' ill l\'!lHlulc 5: 

http:deft'!m.ll
http:Wilkhr.md
http:Ctmcculrl.uc


Pogc 2 _. Dr. R<Hlgl!linl!l' 

• WIL·I::! pp 1-I::!5 
• TMAE-I05ppl.77 

,. TMAE-I ()t) pp 1·()3 


• TMAE-IO<l pp 1-67 
• TMAE-I06 (protocol) ppl-:53 

6. Please provide Sl!C!(OIl 5.3.5.3.] of Mod\llc 5 in oclobc i'lcrobi'lt farmi'lt. 

We nre providing (he Clbo\'c COllunCIllS 10 give you pfcliminnlY notice ofpolelltial review issues. 
Qur filing review is only n preliminary e\'alumioJl of the nppliention and is not indicative of 
delicicncics IIm[ 1l1llY be idellli.!ied during our eomplere review. Isslles may be ndded, deleted. 
cxp:uu!cd lIpon. or mmJilicd <IS we review the npplienlion. Ifyou respond [0 these issllcs during. 
rhis review cycle. we may nOI consi(lcr }'ollr rl!sponsc before wc take nil DC lion all your 
applicilLion. Following [I fC\·iew (If the il[lpl icalion, we shnll Eldvise YOli in writing ofany ilclion 
we hnve Inken nnd rC'(IIICSI il(ldililma[ infonmltioll ifncl.'tIcd. 

Sh(llild you nced adc1ilionnl inlonnnLioll or lmvc OilY qucstions conccrning milninislmrive llr 
procedurnlmaHNs please conloct {hc R("gulillClIY Projcct M,lI1flgel', Fr;mklin T. Stephenson. a[ 
nOI)H27-61(J5 

Sincerely YOll(1;. 

I\lan E. WiIlinms. Ph.D. 
Dirl!ClOr 
Division of Blood "pplic[uions 
Ol'liec or Blood RCSCill'ch nlld Review 
('ellter tor Biologies EvalmuiClIl and Res~ill't:h 

http:TMAE-I05ppl.77



