
Memorandum (In ClinIcal Section of BLA SIN 125261 

Date: January 25, 2007 [APPROVED I 
f{ . .s: f(.., • .".-....."".. ,:lJ-....... ,.,,..., 

From: 	 Hon-Sum Ka, Medical Officer, Clinical Review Branch 

To: 	 Nancy Kirschbaum, Chair ror aLA Committee 
~~~.09 

C.c.: 	 Toby Slivennan, Chief of CRB r~~~~_, .._......_l 
Franklin Slephenson, PrgJect Manager fOfBLli:'STN 125261 

Re: 	 Filing comments 

Description of the BLA Submission 
This BLA is a paper submission of60 volumes and includes two CDs: (a) draft labeling, and (b) electroniC 
dataset in jmp files. It 15 in ICH Common Technical Document (Cm) fonnat and was submitted on 
12112106, received by FDA an 12114/06. A separate volume requesting priority review oftnis epplicalion 
was submitted and received an the same dales. 

As with ICH CID submissions, this application has fille modules. Modules 3 and 4 being infonnalian on 
product quality and nanclinlcat studies, Ihey will be addressed by the CMC and prr Reviewers, 
respedively. thIs Memorandum will address parts of Module 1 and 2 that are pertinent to clinical review, 
end Module 5, whIch contains the clinical data. 

Module 1 includes the following which are relevanllo clinical review: 
• Financial disclosure/JIst or investigators (1.3.4) 
• Draft Jabeling (1.14) 

Module 2 includes the following ClInical secliol1S: 
• Clinical overview (2.5) 
• Clinical summBl)' (2.7) 

Module 5 consists of the clinIcal s!udy reports, data from combIned analyses, past·markeHng safety 
updates, and references. II has 35 volumes, distributed as folrows: 

I 
I 

ill 

• PK studies: TI.r1AE·10SNVIL·1:?JTMAE·106 
• UnconlrOlled studies: 

• TMAE·101 
TMAE-102 
IMAE-108 
TMAE-110 
TMAE-103 

Volume 1Nolumes 1-6Nolume 6 
Volumes 7-9 

VollJlTles 10-12 
Volumes 13-16 

Vohnne 17 
Vah.rme 17 

Volumes 16-21 
Volumes 22-2011 
Volumes 25-26 
Volumes 27·29 
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Priority Review Request is a one-volume submission with the Applicant's rationale and references. The 
arguments for this request are stated in the cover leiter: 
• 	 W1LATE is indicated In adult and pediatric patlents forlhe treatment ,- :-jb)(4j' ;,: of spontaneous 


and trauma-Induced bleeding episodes in severe von Willebrand disease (VWD), and in mild and 

moderate von Vv'illebrand disease where use of DDAVP (1-deamlno-8-D-arginine 

vBsopressionldesmopressin) trealment is ineffective or contraindicated. Besides this, W1LATE is the 

first concentrate, which has been proven safe and effective in the . (b){4L 


-(b){4j - . 
• 	 W1LATE is lhe first concentraLe introducing double virus safety and high purity for patients with VWD. 

Double virus Inactivation and a high purity represent new product features in the VWD·indicalion and 
thus provide a new safely leva! for VIJV[).pallents, especially when compared to an earlier product 
Humate-P, which Is of Intermediate purity and with only one virus inactivation step. 

• 	 WlLATE contains both fUnctional VWF and FVIII in physiological amounts wilt'l similar and 
physiological phannacokinetic properties, which can help to avoid over- or underdoslng of FVIIl or 
VWF. Besides double virus inscUvaUon and high purity, 1h838 product attributes represent significant 
Improvements, which make a major contribution to VWD palienl care. 
The availability of W1LATE will help :sec:ure the supply of WIJF·conc:enlfates also 1111he future, when 
the number of diagnosed and prophylsCliearty-treated VWD patients will increase. 

• 	 Octapherma /"las submitted an Orphan drug application for W1LATE In the IndIcation inherited von 
Wlllebrand disease on November 16, 2006. VVilhin the orphan designation application, clinical 
superiority of WlLATE has been addressed and is also aHadled to this document. 

Comment CBER's standard operating procedures specify that a biological product origInal or 
supplemental application will rec:eive prlorlly review if the product, If approved, ~would be a significant 
improvement in the safety or effectiveness of the treatment, diagnosis or prevention of a serious or lif8­
threatening disease." (SOPP 8405) 
• 	 The Applicant's first reason (prospective trials to demonstr.ate safety and efficacy) does not comport 

with SOPP 8405's criteria, which require significant improvement in salety or effectiveness, not simply 
improved study design. 

• 	 The CMC Reviewer and Chair of this BLA Committee, Dr. N. Kirschbaum, is of the opinion thai there 
Is an approved product which has yielded no reports of viral transmission since licensure in 1986, and 
so double viral inactivation is unlikely to further enhance safety. (b)(4). (b)(5) 

(b)(4), (b)(5) Thus, double viral 
inactivation may nol be a viable rational for claiming significant improvement. 

• 	 A case has not been made as to how the claimed functional VWF and FVlII in physiological amounts 
wilt enhance safety or effectiveness. Since Ihe plasma VWF or FVIIJ levels may not necessarity be 
a.vailable at the time of dosing for bleeding episodes, product administration Is generally based on 
certain preset cnterla related to potency in IU of VWF:RCo. Although there is a theoretical risk of 
thromboembolic phenomenon due to elevated FVJIIlellel, a correlaUon between FVIII and thrombosis 
In von Wlllebrand disease petients have not been established (communication from Nisha Jain). 

• 	 The "Statement of Clinical SuperiOrily" has repealed these same argumants. Even though it is 
possible that the Applicant has developed an improved product In tenns or purity and polential viral 
inaclivation, it does not appear that they have demonstrated that this translates into significant 
improvement in safety or effecUveness. 

In conclusion, Oclapharma has nol adequately supported the requirement for Ma Significant improvement 
in Ihe safety or effectiveness· in the trealmanl of VWD in their request. and Ihls prIority revIew request 
should be denied. 

Requested Indications end Recommended Dosing: 

1 Imlication(s) beIng sought 
Under "Highlights of Prescribing Informationa

, the proposed package Insert has the following as 
Indications and Usage -

W1LATE is B human coagulaUon factorVlll (FVIlI) and human von Willebrand factor (VWF) indicated 
for the control : __ . -:(b){4) of bleeding In spontaneous . (b)(4)_. situations in 
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• 	 VOf1 WiIJebrand dlsease (VVIJD) 

The Indications and Usage section in the proposed package insert (Seclion 1.1) says, under 'Von 
VlJjllebrand Disease (VIND)"­

• 	 WlLATE Is indicated In adull and pediatric patients for the treatment (b)(4) of 
spontaneous and trauma,lnduced bleeding episodes in severe V\ND, and In mild and moderate 
VVlID where use of ODAVP (1-deamino-8-D-arglnlnevasopresslnfdesmopressin) ~trmml is 
Ineffective orcontrB.-lndicaled'. (b){'1) .. 

(b}(4i 

2. Recommended Dosing 
Under "HIghlights of Prescribing Informallon", the proposed package insert has the following Dosage and 
Administration recommendatior13' 

• 	 Minor hemorrhages: loading dose 20-40 IU/kg, maintenance dose 2{1-30 IUlkg every 12-24 hours; 
• 	 Major hemorrhages: loading dose (b)C4) IUlkg, maintenance dose 2~it4lUlkg every 12-24 hours; 
• (b)(4)• 
The dosage should be adjusted according 10 the extent and location of the bleeding (b)(4) 

(b)(4) In VWD type 3 patients, especIally in lhosewilh gastrO-intestrnal (GI) bleedings, hIgher 
doses may be required. 

The 005899 and Administration secUeR in the proposed package Insert (Sedlon 2) begIns with: • Eacll 
vial of W1LATE contains the labeled amount In International Units (IU) offactorVlI1 (FVIII) activity 
measured wilh the chromogenic assay (FVJJI;C) and ven Willebrand factor (VWF) activity as measured 
with the RiStocel1n cofactor assay (VWF:RCot, follewed by more detailed elaboralions or the dosing 
scheme (based on above) and adminislralion methods. 

Clinical Studfes to Support Von Wlilebr.md Disease IndIcatIon 

SltesiLocation 

(IU FVIII) 


Product Batches Used & Strength 

. I~ ofWlLATE,'Yl" calculated for FVlll:C. " 
n=22 WoIF:Ag, VWF:CB, VWF:RCo 
BMl104F Secondary. 

• Other PK paramelers - " Incremental recovery of 
6-center.;IUS FVlII:C, VWF:RCo, VWF:Ag, & 

435005181 alSOO IU V'INF:CB 

I , Vd, Cl) for WIF:Ag,~~~~~~~~~~::--~~~~~~~~~~~~~~~~~ ~UC,AUC~~,~h.
von 11 VWF:CB, WJF:RCo 

N=14i n=14 plasma levers of FVJt1;C 
8M16F Secondary. 

942 01418D at1DOD IU Ages 13-S4;m=35 • PKpt'o!i1e (C,. .. &T.,w for -943015180 all000 IU VWF:Ag, VWF:CB. VWF;RCa, 
948 0113 180,,1500 IU recovery of FVlll:C, VVV"F:Ag,
946 018160al5oo IU VVoIF:RCo 

2-conlcn>IPoland & • 	 plasma levels 01 VWF:A'iJ. 
Bulgaria VWF:CB, VWF:RCo 

• 	 bleeding lime 
Dec 99 - Jul 00 • 	 mullimeric pattem 
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assessmenl 

TMAE=109, crmlca.l study 10 
 Inherited VWD, any Phase 2, open, -.0.:. 
Investigate efficacy aDd safety of type; nol responding unoonlrolled, Safely. • plasma levels of FVII!:C, 

human Faelor VIIII'INIfF TMAE SEC in 
 [oDDAVP efficacy studyl VWF:Ag, VWF:RCo 

patienls wjlh Inhel1led von Wille brand 
 ? dose r(!gul;!r IV ,n· Seconda!!, 

disease. Phase 2 6lud'y 
 N=IS;n=5 leet/on or ~nJln~o!!ll • bleeding lime 

10M/SF 'nfusion jsurgeryl • mulUmeric pattems

Balches 
 Ages 14--63; m=37 • Inves11gator overall elflCilCY 
007002180 at 500 IU 2-oeniersIPoiand 8. assessment 

011005180 at lOCO IU 
 Bulgaria 

017 007180 al 1000 IU 

oas 008 laO 81500 IU 
 IAlmOD-Mav01 

PiTnary 

lO investigate tha safely end efficacy of 

TMAE-104_, InlematiOJ1al clinical study Inheriled 'fWD, any Phase 3, open, 

type; not responding urKXIntrolled, Safety­ • Plasma levels ofFVlltC, 

VlllLATE in subjeds wilh Inherited von 
 10 DDAVP efficacy study! VWF:Ag, VWF:CB, VWF:RCo 
Willebrand disease ? dos~ regular Iv in· Se!6lodao: 

jection or continuous N=35; n=31 • bleeding lime 

ealctJes 
 I~Ml21F infuslon~ • InvBstlgator andfor patient

23 balches including­ A9BS!6·!B~ overall efficacy asseS!lmenl of 
435 D05 181 al500 IU (as in VIIIL·12) Multicenler/Europe ovemll clinIcal efficacy

I ~5 oIher!f'ch8S IlBedin TMAE-l06 
see below Started 01 2002 


TMAE_106. Pllarrnacoklnelic 
 Primary. 

properties, safely and efficacy of 


Inherited 'VWD, any Phase 2, open, 
type; not sullicienUy unoonlrollea, Safety· • PK prome (AUC. T'h. MRT, 


human Fac\orVJJ\ TMAE..sEC In 
 responding (Q efficacy·PK studyl Vd.. .. CL) forVWF:Ag. 

patients with Inherited von Willebrand 
 1: 50 IU 'VWF:RCtllDDAVP VWF:CB. VWF:RCo 

disease, Pnase" study 
 kg single iv injec!iQn • plasma levels of FVlltC 

n=13 2:? dose regular ill Seconds!]:. 
3Mfl0F Injection Qrconlin· • lnaemenlal recovery of 


038008180 at 1000 IU' 
 uous InfUSIonAges~12 ·§5 FVIII:C, V\tVF:RCo. VWF:Ag
(surgery)-204 001181 at 500 lU' • plasma levels ofVWF:Ag, 


249010 181 at SOO lU' 
 VWF:CB, WJF:RCo 

318001181 al1000 lU 
 MullicenterfGerman'1 • bleeding time 

337005160011500 JU' 
 • clasure lime

Started Ql 2002436006 181 al500 lU' • mullimenc paHems
450 (Joa 181 al 1000 IU • Investigetoroverall efl"tcaey
(' = batches elsoused in TMAE.l04) assessment 

~Clinical sludy 10 InvesUgate 
 Primary. 

the efficacy. safety and 


Inhetited V\lVD. any Phase 2, open, 
'Efficacy in ,. b(4) treal-


Immunogenlcity ofWilate in children c 

type; known or uncontrolled, Safety· 

men! of bleeding episodes: no, of 

6 years of age with inherited von 


suspeded 10 be efficacy·llMlunogen­
bleeding::;, amt of IMP rqd. no. 


WiHcbrBnd disease, A Phase 2 study 

inadequalo for idty'sludyl 

1 dose regular ill In.DDAVP lfealrnanl exposures to stop bleeds, 
jedion orconUnuous assessment of response 10 treat· 

N=20 planned lofusion Csymerv> menl of bleeding episodes 
n=-5 (enrolled) 

~[?J 
• OvereP efficacy 4-polnt V'!rbal 

Mullicenler/Germany ,. rnllnll..sc:ale: . 
& Poland 

Agr::~6 

Started Apr 2006 

b(4) 

. . .. . ..ImmlJnogenlClty & safety evaluated by InhIbitors \IS VWF and FVJII. AEs. vital sl9ns, lall parameless, vIral safely 

DisclJsslon of Submitted MaterIal ror aLA STN 125251 
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1. The meteriallS submitted in paper and appears to be legible and well organized, Including the 
presenlaUon of draft labeling with anooialion. The proposed labeHng is consistent with the newly required 
format for package inserts. 

2. There are no adequate and well controlled trials to demonstrate safety and effectiVeness. However, lhe 
Indication sought concerns a rare disease for which conducting adequate and well conlrolled trials would 
not be easily achievable. The currenlly licensed product, Humate-P, was approved on Ihe basis of 
relrospective analyses on data from patients who used !he product. 

3. Although the BLA contains ~ 
(a) an open-label, randomized, controlled, cross-over study comparing WlLATE with the licensed 
product, Humate-P. for PK properties. 
(b) two completed, uncontrolled 6tudies that enrolled ~mall numbers of VWD patients (14 and 16 
subjects, but only 19 indlvidua1s, as mAE·1091las 11 out of 16 patients coming from TMAE.105), and 
(c) two ongoing, uncontrolled studies that a1so enrolled small numbers ofVWD patients not 
overtapplng with those in previous 6tudies (31 and 13 subJects), 
tile Applicant has not specified which are the pivotal clinicallrials intended to provide substantial evidence 
of efficacy for licensure, The data from actual clinical studies supporting tile VWD Indication are limited. 
However, as the comparative PK study between W1LATE and the ~censed product, Humate-P,Is a 
controlled lrial, and it uses objecUve criteria as endpolnls (PK parameters), this shoold be cOllSidered the 
pivotal study to estabrrsh effecliveneas in the treabnent of \.NlD. 

4. The requesled indIcaUon forVWD includes::,:;;_:~::,:b(4j:~~::=;:;~lreatment ofbteeding episodes, b(4) 
b(1), :; As the clinical1rials used petlenls that overlapped across sLudies, an accurate count of the 

number of patients exposed 10 W1LATE under different situations (treatment of bleeding epiSodes, 
prophylaxis, surgical procedures) was requested from Ille applicanl, who has provided !he inronnaUon in 
the fOllowing Table, 

TMAE-105, 109, 104, and VWD VWDType2 VWD 
10? together Type 1 A B M N NS' Tvpe3 Total 

b(4l_ 
Treatm'ent of bleedin-g 6 1 1 1 3 
episodes ONLY 
Both b(4) :lrealment 1 3 2 12 
use, bu_tJ~OTosurgIca! use , 

3 3 

3 2 1 1 5 

1 

'>" :b{~) 1 B 

,,-,:-, - .',,' .... 1 2 

'i 1 

Tolal 11 9 4 1 2 1 32 

0 
12 

18 

6 

12 

1 

7 

3 

1 

60 

From this Information, Wilale has beell administered to 91 subjects (Including 22 palients in the PK study 
In the U.S., WlL.12, 3 patients who only received product In Ihe PK part of StUdy TMAE-106, and 6 in Ihe 
ongoing immunogenicity study, WlL-14), with 921 bleeding episodes among Ille 60 palients ill studies 

,TMl'!~-,:105. _1.99. 1~ and 106..,,,,_.., ", __ :_,,,_.~, ,_., _', ___ ~:,' '" b(4) . _ __ _ _ .: 
_~::,____ _ _ b(4), _'" _.. __ ,~ I rlIS aatatJase IS comparable tolhstaescnbeCl In1l1e latJel 
for Humate-P. There are a lo\al of 11 type I, 17 type II and 32 type III VWD subjects enrolled In the four 
sludles (60 individUalS). 
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• 	 For comparison, the Humale-P® package insert information states: "Humale-P® was 
admlnlslered to 97 sUbJects, In 530 treatment courses: 73 for surgery, 344 for treatment of 
bleeding and 20 for prophylaxis of bleeding. For 93 'ollter" uses, the majority involved denial 
procedures, diagnostic procedures, prophylaKls prior to a procedure, or a test dose.' 

It Is noted that Humale-P is not labeled for prophylaxis of bleeding episodes or surgical procedures. 
Octapharma Should be informed that licensure of WlLATE for each of the requested indications will be 
bOlsed on the adequacy and quality of the data supporting each indication, 

5. This BLA has not presented its approach with respect to the submiSSion of required pediatric data 
under the PREA. Although pediatric dala are available, the onty presentaUon In an organized fashion for 
VWD is for patients aged 6 or under in the combined analyses section. It is noted thai the indication being 
sought incrudes adults and pediatric patients. 

6. Based on the above discussions and considering the requIrements of SOPP 8404. this BLA Is fileable, 
wilh comments to be conveyed to Octepharma. 

7. As discussed above, priority revIew for this BLA Is not recommended. 

~~:~~~:~:;:;~comparison between WlLATE and Humate-P, the U.S. 
licensed prodU:ct, in von disease palienls (Study W1L-12) as the pivotal controlled trial in this 
BLA, and the data from the uncontrolled trials in von Willebrand disease as supportive. Although althe 
present lIme, this BLA is fileable, licensure for earn indlcatlon (treatment (b)(4) of spontaneous 
and trauma-Induced bleeding episodes, (b)(4) - will be 
based on the adequacy and quality of the data supporting each of those uses. 

2. Your request for priority review does not comport with the requirements under SOPP 8405 and priority 
review is therefore not granted. 

3. Please J)resent your approach 10 fulfill the requirements for the submission of pediatric dala under the 
PediatrIc Research Equity Act. You would need 10 address use of your product in pediatriC 
subpopulalions by age. If waiver or deferral is to be requested for certafn SUbpopulallons, please provide 
your rallonale. 

4. To facilitate the clinical revIew, please provide electronic versions in Microsoft Word for Sections 2.5 
and 2.7 of Module 2, as well as the following parts of clinical study reports on von Willebrand disease in 
ModuleS: 

• 	 W1L-12 pp 1-125 
• 	 TMAE-105 pp 1-77 
• 	 TMAE-109 pp 1-63 
• 	 TMAE-104 pp 1-67 
• TMAE-106 (protocol) pp 1-53 

In addition, please provide Section 5.3.5.3.1 of Module 5 in adobe acrobat format 
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