‘-/C' DEPARTAMENT QF HEALTH & 1TUNMAN SERVICES Public Health Service

Food and Drug Adminisiration
Rockville, MD 20852-1448

February 7, 2007
QUR STN: BL 125251/0

Octapharma Pharmazeulika Produkuonsges. b1l
Aduention; Barbarm Rangetiner, Ph.D.

Oberlaner Strasse 233

A-1100 Vienna, Austria

Dear Dr. Rangeliner:

This Jetler is in regard to your biolagics licensze application (BLA}Y submilted under section 351 of
the Public Health Sceivice Act,

We have completed an initial review of vour application dated December 12. 2006 for von
Willebrund Factor Concentrate { Muman) to dewrmine its aceeplability for filing. Under 21 CFR
601.2(a). we have filed your application woday. The review goal date is October 14, 2007, This
acknowledgment of [iling does not mesn that we have issued a license nor does it represent any
evaluation ol the adequacy ol the data submitled.

IWhile comdueting our filing review, we identified the fotfowing poutenial review issies

L. Pleise subnul data rom non-clinical toxicology studics lollowing sinzgle and multiple desing
with (von Willebrand Fuctor Cancemrate (Iluman)). These studics should demonsiritle sulely of
van Willebrand Factor Concentrale (Human) at muliiples of the maximum expecled clinical dose
(c.x. 10-fold or higher). One single and one muhiple dose stucy will be sullicient to support
licensure.

2. Plcase provide salety data oo polysorbate 80 (0.1%) added 10 the end praduct diluent w
supperl exposure at muliiples of maximum intended clinteal exposure (c.g. 10-Told or higher).

3. We consider the study for pharmacokinetic comparison between WILA'TE and Humare-P, the
(1S, licensed product, in von Willebrand disease patients (Study WIL-12) as the pivotal
controlled (cial o his BLA and the data from the uncouirelled trials in von Willebrand disease as
supportive., Alllmu"h il the pu.m.nl Lime. [hh BLA s l'lt.abll.. [lLEIlSlIrC for cach llltllC"lllOn
[m:.mm.nl RAeERE ?

data supporting each claimed indication.
4. Please present yvour approdch w iz ihe requirements for the submission ol pediatric ¢dala
undey the Pediatric Research Equily Acl. You would need 1o address use ol your praduct in
pediatric subpopulations by apy, [F waiver ar defemal is to be requested [or cerlain
subpepulations, please provide your rationale,

3. To Iacilitate the clinieal voview. please provide electronie versions in Microsoll Word for
Table of Clinical Invespgators in Section 1,34 of Module 1, Sections 2.5 :nd 2.7 of Muodlule 2,
as well as the following parts ol ¢linieal sindy reperts on von Witlebrand disease in Madule 3


http:deft'!m.ll
http:Wilkhr.md
http:Ctmcculrl.uc
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e WIL-12pp I-125

» TMALE-105pp1.77

» TMAE-10Y pp 1-63

¢ TMAE-104 pp 1-67

* TMAE-1Q6 (protocol) pp 1-53

6. Pleasc provide Scetion 5.3.5.3.1 ol Module 5 in adobe acrobar formatl.

We are providing thie above conunents 10 give you preliminary notice of potential review issues.
Our Filing review is only a preliminary cvaluation of the application and is not indicative of
delicicncics (hal mwy be identified during our complete review, Issucs may be added, deleted.
cxpanded upon, or modilied as we revicw the application. II you respond to thesc issues during
this review eyele. we may not consider yvour response before we lake an aclion on your
application. Following a review of the application, we shall advisc you in writing of any action
we have inken and request additional infonnation if needed.

Should you necd additional informalion or have ony questions conceriting adminisiative ar
procedural mauers please conlact the Regulatory Project Manager, Franklin T, Stephenson, at
(301)827-6163

Sincerety yours.

T

Alan E. Williams. Ph.D.
Direclor

Division ol Blood Applications

OfTice of Blood Rescarch and Review
Center for Biologics FEvaluation and Research


http:TMAE-I05ppl.77



