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Materials 
Reviewed: STN 125251/0 Modules 1 through 5; Submitted Pharmacovigilance Plan 

from the Sponsor 

(Italics identi fy te-"l copied from BLA documents.) 

Introduction 

OBEfDErrBSB has completed a review ofSTN 125251/0, an original BLA application 
for WTLATE. The purpose of this review is to identify potential safety issues that may 
need [0 be addressed through post marketing safety monitoring. studies, or other 
pharmacovigilance activities, should the product be licensed. 



Product Background 

WILATE is a plasma.derived. stob/e. double virus inaclivaled, highly purified 
concenlrale o/freeze-dried aclive human coagu/alionjac/or VIII (FVIII) and von 
Willebrand/aclor (VWF) being developedfor Irealmen! o/patients sllfleringfrom von 
Willebrand disease (VWDJ. -- 1:1(4) The application fur approval ofuse in the 
United States is only for the VWD indication. 

SpODsor's Proposed Indications 

Von Willebrand Disease, in both adult and pediatric patients: 
A. 	 In severe vwo: ror the treatment~:'.-:-::_ {b){4j- __ orspontaneous and trauma­

induced bleeding episodes 
B. 	 In mild and moderate VWD:· where use ofDDAVP (1-deamino-8-D-arginine 

vasopressin/desmopressin) treatment is ineffective or contraindicated 
C. 	 .(b)(4) 

Manufacturing 

[WILATEJ -is preparedjrom cryoprecipitate harvesfed from fresh-Jrozen plasma 
collected in the us. By introducing new biotechnological methods and optimized 
chromorographic media into Ihe WlUTE manu/aCIll,.ing process, It has been pOJ'sible to 
mamyacfure a preparation containing the FVJIUVWF complex in its nalive form and 
almost devoid 0/lower molecular weight profeins. 

Epidemiology 01 von Willebrand Disease in the United States 

Von WiHebrand Disease is the most common bleeding disorder. The CDC reports a 
prevalence ofllpproximately 1-2% in the U.S. population. A 1993 study, which assumed 
an ethnically heterogeneous populalion, found a prevalence of 1.3% (J PEDIA TR, 
1993;123:893-8). Incidence data could not be found. An examination 01 raw patient 
encounter reporting data for 2001 through 2006 did not reveal a reliable pattern, so a 
conclusion about trend would not be reliable. 

Similar Products or Alternative Therapies 

Von Willebrand Disease Type I and Type 3 are associated with a quantitative deficiency 
ofvWF, whereas Type 2 is a qualitative abnonnality ofvWF. Type 3 is the rarest and 
most severe. It also tends to be refractory to the most common therapy, DDAVP. 

The mainstays a/therapy/or vWD are DDAVP, which induces secretion a/both vWF and 
FVIII, and replacement therapy with vWF.containing plasma concentrates. The choice of 
treatment in any given patient depends upon the type and severity ofvWD. Ihe clinical 
selling, and the type a/hemostatic challenge thor must be mel. Type J patients are most 
often treared with DDA VP a/one, types 2A and 2B with a combinalion 0/DDAVP and a 
vWF-containing FVIII product, and type 2N and type 3 patients with vWF-containing 
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concentrates. A previous history oftrauma or surgery and the Slfccess ofprevious 
treatment are important parameters to incillde in Ihe assessment ofrisk ofbleeding. 
Prophylaxis generally is not used except in anticipation afhemostalic challenges. such os 
dental extractions. and in Ihe most severe type 3 IIWD patients who exhihil recurrent 
hemarthroses or gastrointestinal bleeding. (Williams Hematology - 7th Ed. (2006) 

In addition, Alphanale (Antihemophilic Factorlvon Willebrand Factor Comple" 
(Human» manufactured by Grifols Biologicals, Inc" is an allemative producllo Wilsie. 

Prc-clinical Studies 

No pharmacokinelic J;tudies were performed in animalsfor WlLATE itself. as 
pharmacokinetic stlldies with human proteins in animals arc nol predictive of 
Ihe situation in humans. Animal experiments on pharmacodynamics would not add any 
jurther information. Single-dose Toxicity studies in animals -Ihe heterologous recipients 
-seem to be nol very informative. Antibody formation and consequently occurrence of 
anaphylactic reactions are strong arguments againsl repeal dose toxicily stlldiesfor 
WILATE in animals. WlLATE is welliolerated in humans. andfurther animal 
experiments are therefore not justified. Pregnancy Category C. Animal reproduction 
studies have not been conducted with WlLATE. FVIJI and VWF in Wi/ale are normal 
constiluents ofthe human plasma and ac/like the endogenous FVl//IVWF. 

Wilale contains trace amounts ofthe chemicals lri(n-butyl)phosphate and Ocroxynol 
([riton X-IOO). which are usedfor solventlde/ergent (SID) viral inactivation during 
mantl/ac/uring. However. preclinical data revealed no special hazard/or humans based 
on conventional studies ofrepeated.dose toxicity. genotoxicily and embryo-Joetof 
development. 

Market Experience 

Note that the product has been approved for use in Europe, but not yet in th~ Ulliled 
Siaies. 

ElCperience in the Ireatment ojpregnant or laclaling "omen is not availoble. Likewise, 
no completed trial has involved children under six yean; ofage. CUnical experience 
provides no hint/or tumorigenic and mutagenic effects o/hIlman FVIIUVWF. 

In February 2005, WILATE received marketing approvoljor the trealment of 
all types 0/ VWD and hemophilia A in Germany. There were 2 spontaneously 
reported ADRs by June 2007 (non-serious hypersensitivity reactions), 

According to the sponsor, no new CIreas ofconcern beyond the safety information already 
included in the currenl product data sheetllabel [have been] identified. 
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Data Available for Safety 

Ongoing Studies (copied from the BLA) 

Study Design; Evaluation Endpoints 
No. Population; No. or Study Sile; Criteria 

pllti~llt5 Location; 
enrolled/plllnned; Study 

Period; 
WIl.·11 inhcril,d VWD."", I)'p:: P""~iv•• opon. cm~.Lmm_ Jo:p1"'CfmUpoINslURUUl.1II Df 

15112·20.6 rom or'I~) 161;w;l.lIgn­ ,.r';!'ilr. Io\f'ry. bl,ct!i"l: cpi>Odr:s: 
'''''IIOII.d. jlll:n:mcnwlab",lulc RCII~c:»' or 
Gcm=y. Polond. FVIII:c. VWi;RCo. VWI':Ag. 
Fnncc. Cz<dl 
Rcpubli·o...so;nl:' 

VWF:CB.I""""",'j:.''''''''>'
mdpoinls Dc1cm1ln1l1l~n or 

Iln=Q121lO6 iMlbilMSagGImi VWI'.nd FVlII 
&>/dyrmlp<tUIIs- Pdv•.,c CIII'OI 
II);Inll1,""S. Mr.ry. Lobon\OoI)' 
~'IC~ ph~•....,.s D:>d 
p:nicnfs uscwn,m Drldonbiliry 

WIL·15 illUritod VWD.""y Iype: "PC'" nan­ .rrlC'><)' J4/"1y 
4512:)0 cgnlrllll.<1,. oplioNl! 1'10:: 

olH~or.al 

study: GcnMny: 
O/lgolns since Q{ 
'lOOS: 

Fff1~cy fI/JplllIII. B1l~ 
musmml arWlLAn;:;1I bI.rding 

_<:Ilbodo:s.. b(4) __ . 
b(4) llilh ~,rnlal:cor 

-e>:o:ellcl\llgood'lIS plillll!ly 
• ndpoiat ••'ilIfi'i' tiJIJ{'OlfJI% 
Tol.ttJ!JJIIf)' PjiJy«ll1ltU "'lIb 
pacrrrlg~r n['ClIecllcntltood" aild 
IUlcor ADR lIScn~polnl5 

After discussions with Dr. Hon Sum Ko, an OBRR medical reviewer, I understand that 
• (b){.:!) _ • may not be adequately supported by data. Although lack of 

effect can be both an efficacy and a safety issue, it is beyond the scope of this 
memorandum. 

Newly Analyzed Studies 
TMAE-I03: 
The study started in Jllly 2002 and was completed in April 2007. This Phose III 
in(emotional. mlliticemre. prospecfive. /'Ion-controlled. open·labeled smdy 
was conducted in 8 centres in Germany. Russia. Be/arlls. Ukraine and Tatarstan. 

The primary objective ofthe study was to assess the immunogenicily ofWILATE in 
previously untreated patients (PUPs) by mOnJ~ori"g the levels a/inhibitor against FVlII 
(by (b)(4) assay) every 3 to 1/ exposure days lmtil the 20th exposure day Qnd thereafter 
every 10tb exposllre day or every 3 months. whichever was the soonest. 
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When recovery data were analyzed according to whether or not/he subjec/ developed an 
inhibi/or. a mean recovery ofJ.36 :1;0.4J% (N= 57) !Vas found for subjecfs withou( 
inhibitors and O. 66 :;1;- O. 74% (N=2J) for subjects with inhibitors. 

99.4% oJ cases tiJe efficacy war considered to he good or excellent (99.8% when subjects 
with inhibitors were excluded). The mosfjrequent reason/or odminislralion was/or 
trealment ofbleedinf! eDisodes (/.271 infusions on 1.020 exoosure d{(llsJ __ ._ 1;)(4) 

b(4) _ 

Ofimportant nole is tile fact that oflne 28 subjects evaluable for safety: 26 (92.9%) 
ex.perienced at least one adverse event (AE), and II of them (39.3% oflhe 28) 
ex.perienced at least one serious adverse event (SAE). Halfoflhe 28 subjects had 
asymptomatic seroconversions to Parvovirus B19, with no apparent clinical 
consequences. However, 8 of the 28 developed inhibiting antibodies to fVIII, which 
could have important implications for subsequent tnerapy. 

Planned Studies 
There are lhree planed studies. Two with efficacy end points, and one of these will also 
include "tolerability" as an end point. The third is a pharmacokinetic study. 
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Safety Database 

The product has not been approved for use in the United Stales. All of the following data 
were obtained outside of the United States. 

1. The Periodic Safety Update Report (PSUR) covering the period February 1,2005-
July 31, 2005 reported the foIlowing: 

Serious Adverse Events: 7 year old female with VWD type 3 experienced post-Wilate 
prophylax.is prolonged bleeding at a catheter inscnion site and required hospitalization. 

The TMAE-I04 was reported as follows: 37 enrolled, witA 35 adverse events in 8 
palients. These included asymptomatic B 19 seroconversion in a 7 year old (no gender 
provided); and, the Wi late batch was also found to be positive for B I 9. 

The TMAE-I 06 was reported as follows: 22 year old female e:<perienced an allergic 
reac/ion, and B 60 year old (no gender provided) expereinced asymptomatic n19 
seroconversion. 

2. Fourth Adver.se Experience Repor/ covering the time period February 3, 2008 until 
June 1,200& reported the following: 

Adverse Events: I. Hypersensitivity; 2. Rash 
Serious Adverse Events: Factor VTII inhibition 

All were deemed ex.pected by the sponsor and according to the label. They involved three 
individuals, but no gender or age was provided, and the report failed to idenlify which 
individuals had which adverse event. 

3. The remaining available PSUR's identified no new safety risks. 
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Adverse Events 
There have been five completed studies with a tolal of 160 individuals. There ha.ve been a 
totaJ of23J adverse events in 43 individuals with VWD b(4) 

b{4) 

The following adverse events were reported by the sponsor and considered related to 
Wilate for the VWD indication: 

Dizziness (n=2) 
Headache 
Dyspnoea 
Abdominal discomfort 
Nausea 
Dysgeusia 
Vertigo 
Rash 
Urticaria (n=2) 
Anemia 
Po.rvovirus 
B19 serology positive (n=4) 
Hypersensitivity 

Note that the above is from the draft labeling text (BLA section 1.14.1.3), but elsewhere 
in the BLA additional serious adverse events are reported (BLA section 2.7.4). These are 
described below. 

Bleeding 
While Wilate is intended to be beneficial in stopping bleeding, and the indication sought 
is for a population in which bleeding is a primary issue ofconcern, ofthe 160 clinical 
trial patients (treated with Wi late for a definite or potential bleeding diathesis), 31.9% 
developed any bteeding event where a causal associa.tion with Wilatc cou Id not be TU led 
out. Such events could reflect suboptimal dosing, inhibiting antibodies (but none were 
detected in this Irial), or potentially other factors that m·lght tead to less 1han expected 
therapeutic effect ofa product. 
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Mosl common adverse events (BLA section 2.7.4 pg. 7): 
Gastrointestinal: including 41 episodes (BLA section 2.7.4.2.1.1 pg. 73) or 34 episodes 
(BLA section 2.7.4.2.1.3 pg.7S) orGI hemorrhage. There appears to be a contradiction in 
the number being reported. It is possible that the 41 includes botll individuals with VWD 
and those with Hemophilia A, while the 34 includes only individuals with VWD. 
(Although Ihis ambiguity was identified in the mid-cycle review memorandum, it remains 
unresolved al this date.) 

The GI hemolThage events also included onc death. According to the information 
provided by the sponsor, it appears that the Wilate was used as attempted treabnent after 
the bleeding had started rather Lhan before the bleed began. This does not rule out the 
Lheoretical possibility that the Wilale may have somehow exacerbated the bleed. 

Other bleeding (BLA section 2.7.4.2.1.3 pg.7S) included epistaxis (n-=6), melena (n=14). 
ulcer hemorrhage (n=I), mOllth hemorrhage (n=I), and heamaturia (n=2). This makes a 
tolal of5 1 GI bleeds involved with the VWD indicntion. 

Frequency oFTreatment Related Adverse Events. by System Organ Class (All Studies) 
(MEDDRA primary system organ class MEDDRA preFerred lenn, as provided by tile 
sponsor): 

Blood and Lymphatic System Disorders Any Event I: Anaemia I 
Immune System Disorders Any Evcrli I: I-Iypersensitivity I 
Psychiatric Disorders Any E.vent I: Sleep Disol'del' I 
Nervous System Disorders Any Event 5: Headache 2. Dizziness 2. D}'.~gel1sia J 
Ear and Labyrinth Disorders Any Event I: Vertigo I 
Respiratory. thoracic and mediastinal any event I: Disorders Dyspnoea I, 
Gasfrointestinal Disorders Any Event 2: Abdominal discomfort I, Nausea I 
Skin and Subcutaneous Tissue Disorders Any Event 5: Rash I, Urticaria 2, Pruritus 2 
General disorders and administration any event 2: Site conditions Pyrexia 2 
Investigations Any Event 4: Parvovirus 819 Serology Positive 4 

Pharmacovigilancc Planning 

Summary of Safety Issues 

Viral and Prion: 

There have been multiple instances ofasymptolnatic parvovirus B 19 scroconversions. 

None required medical intervention. This is in spite offollowing: 

Two specific virus inactivation steps, i.e. the SID treatment and tel'minal dry-heating, are 
parr oJthe production process ofWILATE. Furthermore, (he protein precipitation and 
chroma/ographic s/eps included remove pathogens such as the prion causing veJD and 
nonenvelopedvirllses. All steps have been validated/or (heir ability 10 inactivatelremoves 
pathogens in conformity with the nOlefor guidance on such studies. The results ofthe 
virusandprion validatfons studies are summarized in Module 3.2.A.2.5 . ... [it] seems 
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pruden/To mainTain an adequaTe warning st(Jtement/or parvovirj/s BJ9 in the package 
insert. 

Thrombogenicity 
Venous thromboembolic events have occurred in individuals with VWD. Wilate causes 
an increase in FVTlT lind VW'F and therefore may theoretically contribute to these events. 
Although Octapharma suggests that "(n)ot one single thrombotic evenl has been observed 
with WlLATE during extensive repealed dosirlg, either during the major surgical 
procedures or in patients under long-term prophylactic treatments," [here was a case of 
right alrlallhrombus attributed by the Investigator to have arisen from Yascuport 
infection. 

Immunogenicity 
Patients with type 3 VWD have the potential to develop antibodies against VWF. The 
clinical significance of these antibodies is nOl clear, but it is worth considering the 
sponsor's explanation, "the incidence o/anti-VWF antibodies i;s thought to be similar to 
that reported/or haemophilia B, or about [.5-3%. VWD patients with alloanlihody 
inhibitors directed against VWF may rarely experience seri(JI/S. potentially [ife­
Iht'ealeninganaphylactic reactions when trealedwith VWFIFVIJI concentrales. 
(Manucci's 2009 update - Haemophilia. 2009 Sep;l 5(5):1154·8 - on p. I J56) 

Sponsor's Proposed Pharmacol'igilance Plan (PVP) 

The sponsor has identified three areas of potential safely concern specific to Wilale that 
will be subject to a PVP: pathogen safety, for which the sponsor plans to provide the 
available pathogen safety dala from ongoing clinical trials and from the post-marketing 
surveillance in the PSURs; thrombogenicity in VWD. for which the sponsor plans to 
evaluate Ihe risk in the ongoing VWD studies in patients at risk (e.g., in patients 

(b)(4).:.~ ., .. ' _'.. and to monitor viral safety within the framework of 
post-marketing survei Hance; and, "inSlifficient in/ormalion on children with vwn", for 
which the sponsor plans 10 study the tolerability and efficacy in children < 6 years orage 
with VWD in a clinical study (WIL-14). 

The sponsor has developed generic PVP procedures that appear 10 apply to more than just 
Wilate, but has identified specific aclion plans for these three areas ofconcern: 

1. Pathogen safety: 
The sponsor reports that in the ongoing and future clinical studies. the viral safety will be 
assessed by monitoring Yiral markers for HIV, HBV, HeV. HAY, and B19 at baseline 
and at pre·defined intervals post-infusion. Case safety reports ofsuspecled pathogen 
transmissions derived from post_marketing safety surveillance will be processed 
according to infernal procedllres and regulatory requiremenls. 

2. Thrombogenicity in VWO: 
Case safety reports of suspected 1hromboembolic events from post-marketing safety 
surveillance will bl! processed according to internal procedures andregulalory 
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requirements. MedORA search will be done when PSURs are required and will search 

using the phrase, "Embolic and thrombotic ~v~nls." 


3. "Insufficient inJormalion on children with VWD": 

The :sponsor proposes to continue the clinical study WIL.14, a prospective clinicallrial 

10 (lSsess the efficacy and tolerability ofWILA TE/or.:· . . .. (~i(4l trealment of 

bleedings,;" -_ .... (b)(4) in children <6yearsofage. 


Assessment and Recommcndatiop:5 

There are the main areas ofpotential safety concern: 

• 	 pathogen safety as evidenced by asymptomatic seroeonvcrsion for B 19 

Parvovirus; 


• 	 thrombogenicity in VWD, possible by the mechanism ofaction of the product; 
• 	 "insujJicienl information on children with VWD." when one of the indications 

sought is for use in the pediatric population; and 

In addition to the PVP plan provided by Ihe sponsor we recommend: 

I. Please define, capture, and submit any lack ofeffect events, especially oncs related 10 
the treatment ofGI bleeding. Tilis inFormation should be reported under a separate 
scction in the PSURs. 

2. The BLA submitted does not provide any dala 10 support [he safety (or efficacy) of the 
product in children under 6 years old. Although we are very concerned aboulthe lack of 
sarety (and efficacy) data for use orttle product in children under six years old, PREA 
regulations do not require lhat pediatric studies be conducted for orphan products unless a 
clear safety signal has been identified. In this case, since there is no data to that sugget a 
safety concern in this age group. 
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