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BACKGROUND 

This is an original submission{STN 12525 1J to market Wilale 
(Human Coagulation Factor VIII and von WilJebrand Factor) from: 
OClaphanna Phannazeutika Produktionsges.m.b.H. 
A-tIOO Vienna 
Austria. Europe 

Members and their respective divisions: 

Franklin Stephenson ofDBA 
Nancy Kirschbaum ofDH 
Iftekhar Mahmood ofDH 
Paul Buehler ofDH 
Jessica Kim efDB/OBE 
Solomon Yimam ofDIS/OCBQ 
James Crim oFOMPQ/OCBQ 
Janie Russell ofDMPQ/OCBQ 

Milestones from RMS-BLA Brc as follows: 
Application received 12(12106 
First Committee meeting 114107 
Filing meeting 1126/07 
Deficiencies identified 1126/07 
Filing action 2111107 
Day 90 meeting 3/14/07 
Mid-cycle meeting 511 [/07 
First aclion 10/12/07 

This memo summarizes the status of the clinical review ofBLA STN 125251 submitted 
by Octapharma AG to include evaluation oflhe clinical data for the support of marketing 
ofOclapharma AG's Wilate (Human Coagulation Faclor VlIUvon Willebrand Factor). 
Based on this review, this Reviewer's current assessment ofthe application is given in 
the following seclions. 

SUMMARY OF CLINICAL REVIEW 

The BLA submission for Wilale is to support licensure of this product for the following 
indication: 
• 	 WILATE is indicated in adult and pediatric patients for the treatment; ,- (1,)(4) 

of spontaneous lind tmuma-induced bleeding episodes in severe VWD, and in mild 

I 



and moderate VWD where use orODA VP (J-deamino-S-D-arginine 
vasocressin/desmocressin) treatment is ineffective or con!ra-indicated. (b){4) 

CC 	 ". """" ""cc(bl(11'c-c~~:.~ " " " 

The dosing recommendations are as follows: 
• 	 Minor hemorrhages: loading dose 20-40 IUlkg, maintenance dose 20-30 lUlkg every 

12-24 hours; 
• 	 Major hemorrhages; loading dOS~b)(4~60 IUlkg. maintenance dose 20Ib)(4JUlkg every 

12-24 hours; 
• 

(b)(4)• -...... - ... . 
The dosage should be adjusted according to the extent and location oflhe bleeding:- (b){4) 

(b)(4) In VWD type 3 patients. especially in those with gastro-inle.stinai 
(GJ) 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 labeled amount in International Units (lU) of 
factor VIII (FVIJI) activity measured with the chromogenic assay (fVIII:C) and von 
Willebrand faelor (VWF) activity as measured with the Ristoeetin cofactor assay 
(VWF:RCo)", followed by more detailed elaborations of the dosing scheme (based on 
above) and administration methods, 

The clinical studies [0 support Ihis application are summarized in the following Table, 

Clinical Studies to Support Von Wiliebrand Disease Indication 

von II' 

Balchas 
942014 180 at 1000 IU 
943015 180 al1oo0 IU 
948 016 180 al 500 IU 
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Balches 
435005181 al500IU 

-	 "" 

23 ba[ches Includlng­
0135 005181 al500 IU (as in VIIIL-12) 
& 5 other balches used In TMAE-106 

038 006180 al1000 IU· 
204 001181 al500 IU' 
249010181 al500 IU· 
318001181 at 1000 IU 
337005 180 at 500 [U' 
436006181 slSOO [U' 
450008181 at 1000 IU 
(' = batches also used in TMAE-104) 
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-

"'" 
n=22 
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MullicanterlGennany 

started 01 2002 
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infusion (surgery) 
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Status ofClinical Review 
Clinical review has been irlitialed, and several discussions betweell this Reviewer, the 
Statistical Reviewer and Ihe Clinical Phannacology Reviewer have led to [he 
identification ofareas to be focused on. 

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

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

DEFICIENCIES 

• 	 Identify show-stoppers 
• 	 Other deficiencies 

No comments at this lime. 

ACTION ITEMS 

State proposed course ofaction according to the severity ofdeficiencies, 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 inronnation 

request (JR) lener should be issued to Ihe applicant. 
• 	 There is no apparent significant deficiency. so the review commit1ee should 

proceed with the approval process, e.g., compliance check, labeling review, and 
summary basis ofapproval. 

RESERVED 

STRATEGIES 

8. 	 Identify issues that could prevent approval. 
b. 	 Identify any informational requests. 
c. 	 Identify any problems. 
d. 	 A plan to discuss how to address any problems. 

RESERVED 
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