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(Human Coagulation Factor VIII and von Willebrand Factor) from:
Oclapharma Pharmazeutika Produktionsges.m.b.H.
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Milestones: Milestones from RMS-BLA are as follows:
Application received 12/12/06

First Commiltee meeting 1/4/07

Filing mecting 1/26/07

Deficiencies identified 1/26/07

Filing action 2/11/07

Day 90 meeting 3/14/07

Mid-cycle meeting 5/11/07

First action 10/12/07

BACKGROUND

This memo summarizes the status of the clinical review of BLA STN 125251 submitted
by Octapharma AG to include evaluation of the clinical data for the support of marketing
of Octapharma AG’s Wilate (Human Coagulation Factor VIII/von Willebrand Faclor).
Based on this review, this Reviewer’s current assessment of the application is given in
the following sections.

SUMMARY OF CLINICAL REVIEW

The BLA submission for Wilate is to support licensure of this praduct for the following :
indication: '
s WILATE is indicated in adult and pediatric patients for the treatment: (b))

of spontaneous and trauma-induced bleeding cpisades in severe VWD, and in mild



and moderate VWD where use of DDAVP (1-deamino-8-D-arginine
vasopressin/desmopressin) treatment is ineffective or contra-indicated.

___________ 1 (b)4)
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The dosing recommendations are as follows:

¢ Minor hemorrhages: loading dose 20-40 JU/kg, maintenance dose 20-30 1U/kg every
1224 hours;

» Major hemorrhages: loading doseb)4:60 TU/kg, maintenance dose 20wy 1U/Kg every
12-24 hours;

D e n b _

The dosage should be adjusted according to the extent and location of the bleeding: (o))

(b)(4) "In VWD type 3 paticnts, especially in those with gastro-inlestinal
{GI) bleedings, higher doses may be required.

The Dosage and Administration section in the proposed package insert (Section 2) begins
with: “Each vial of WILATE contains the [zbeled amount in Intemnational Units 1U) of
factor VIII (FVIII) activity measured with the chromogenic assay (FVII:C) and von
Willebrand factor (VWTF) activity as measured with the Ristocetin cofactor assay
(VWF:RCo)", followed by more detailed elaborations of the dosing scheme (based on
above) and administration methods.

The clinical studies to support lhis application are summarized in the following Table.

Clinlcal Studies to Support Von Willebrand Disease Indicatlon
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Status of Clinical Revigw

Climical review has been initiated, and several discussions between this Reviewer, the
Statistical Reviewer and the Clinical Pharmacology Reviewer have led to [he
identification of areas to be focused on.

Input from Drs. Toby Silverman, Ross Pierce, Nisha Jain, and Kaushik Shastry have also
been obtained with respect to the clinical data standard of licensure of similar products
(CSL Behring’s Humate-P® and Grifols' Alphanate®). These will be applied to the
review of the Wilate BLA.

Due to competing priorities, the clinical review for the Wilate BLA has not been
completed as of this date (5/9/07). Completion of this review is projected to be around the
first week of June 2007,

REFICIENCIES

¢ Identify show-stoppers
» QOther deficiencies

Mo comments at this time.

ACTION ITEMS

State proposed course of action according to the severity of deficiencies, such as:

« The deficiencies are so significant that a complete response (CR) letter may be
warranted.

+ The deficiencies may be addressed during the review cycle, so an information
request (IR) [etter should be issued to Lhe applicant.

» There Is no epparent significant deficiency, so the review committee should
proceed with the approval process, e.g., compliance check, labeling review, and
summary basis of approval.

RESERVED

STRATEGIES

Identify issues that could prevent approval.
Identify any informational requests.

Identify any problems.

A plan to discuss how to address any problems.

goos

RESERVED





