Memorandum gn Clinlcal Scction of BLA STN 1252561

Date: January 25, 2007  (zeprovED
o . _f K.., p,m-nur.-umm:tmr]
From: Hon-Sum Ko, Medical Offlcer, Clinlcal Review Branch
To: Nancy Kirschbaum, Chalr for BLA Commlftee
Thy R Zhwow, 4D
C.c.: Toby Sliverman, Chlefof CRB  [MP8¥ED @ @ e

Franklin Stephenson, Project Manager for BCA STN 125261

Re: Flling comments

Descriptlon of the BLA Submission
This BLA is a paper submission of 80 volumes and includes two CDs: (a) draft |abeling, and (b} elecironic

dataset in jmp files. it is in IGH Common Technlcal Document {CTD) format and was submitted on
12112108, received by FDA an 12/14/06. A separate volume requesling priority review of this epplicalion
was submitted and received on the same dates.

As with ICH CTD submissions, Lhis application has five modules. Modules 3 and 4 being information on
product quality and nonclinical studies, they will be addressed by the CMC and P/T Reviewers,
respectively. This Memorandum will address parts of Module 1 and 2 that are perinent to clinical review,
end Module 5, which contains the clinical data.

Muodula 1 includes the following which are relevant to clinical review:
» Financial disclosurefllst of investigators (1.3.4)
» Draft labaling {1.14)

Module 2 includes 1he following clinfeal sections:
= Clinical cverview (2.5)
¢ Clinlcal summary {2.7)

Module 5 censists of the clinical study reports, data from comblned analyses, post-marketing safety
updatss, and references, Il has 35 volumes, distributed as follows:

Informaticn Lacatlon
Summary of clinical studies (VWD and hemophilla A) Volume 1
[ Biopharmaceutles sludies Volums 1
CSR for VWD sludies
=  PKstudles: TMAE-105/NIL-12/TMAE-106 Volume 1/Volumes 1-5N\olume 6
*  Uneantrolled siudies: TMAE-~105 {completed) Volumes 7-9
TMAE-108 (compleied) Volumes 10-12
TMAE-104 (ongoing} Volumes 13-16
TMAE-106 (ongoing) Volume 17
= Immunogenicity siudy: — WIL-14 {ongeing) Volume 17
GCSR for Hemophllla A sludias
s  Uncontroled sludies: TMAE-101 {compleled) Volumes 18-21
TMAE-102 {compleled) Volumes 22-24
TMAE-108 (completed) Volumes 25-26
TMAE-1 10 (completed) Volumes 27-29
TMAE-103 (ongeing) Volumes 30
TMAE-111 {(engoing} Volumes 30
Cross sludy analyses
« VWD Volume 31
«  Hemophilia A Volume 32
» __PK comparison Volume 33
Pos!-merketing repors = PSURs 01, 02, 03 Volume 33
Ralerences Valumes 34-35




Priority Review Request is a one-volume submission with the Applicant's rationafe and references. The

argumeants for this request are slated in the cover lefter:

s  WILATE is indicated In adult and pedialric patlents forthe freatment . “{b)4) . .. of spontaneous
and trauma-Induced bleeding episodes in severe von Willebrand diseasa (VWD), and in mild and
moderate von Willebrand disease where use of DDAVP (i-deamino-6-D-arginine
vasopression/desmopressin) treatment is ineffiective or conlraindicated. Besides this, WILATE is the
first concentrate, which has been proven safe and effectiveinthe ' ().

Sy -

WILATE is the first concentrale mlroduc:ng double virus safety and high purity for patients with VWWD.
Double virus Inactivallon and a high purity represant new product features in Ihe VWD-indicalion and
lhus provide a new safety level for VWD-patients, especially when compared to an earller product
Humate-P, which Is of Intermediate purity and with only one virus inaclivation step.

»  WILATE contains both functional VWF and FVIIl in physiclegical amounts wilh similar and
physiological pharmacokinetic propertles, which can helpto avold over- of underdosing of FVill or
VWF, Besldes double virus ineclivation and high puiity, these product atiributes represent significant
improvemnenis, which make a major ¢antribution to VWD palient care.

The avallabllity of WILATE will help secure Ihe supply of VIWF-concenlrates also in the fulure, when
the number of diagnosed and prophylaclically-treated VWD patients will increase.

+ Qctapharma has submitted an Crphan drug applicatlon for WILATE (n ihe Indication inherited von
Willebrand disease on November 16, 2006. Within the orphan deslgnation appileation, clinlcal
superiority of WILATE has been addressed and is also attachad 1o {his document.

Comment CBER's standard operaling procedures specify that a biolegical product original or
supplemental applicalion will receive priority review if the preduct, If approved, “would be a significant
improvement in the safely or effectiveness of the lreatrnent diagnosis or prevention of a serious or lifa-
{hrealening disease.” (SOPP B405)

» The Applicant's first reason {prospective trials to demonstrate safety and efficacy) does not camport
with SOPP 8405's criteria, which require significant imprevement in safely or effectiveness, not simply
improved study design.

s The CMG Reviewsar and Chair of this BLA Committee, Dr. N. Klrschbaum, is of the oplnicn that there
is an approved producl which has yielded no reports of viral transmission since licensure in 1486, and
50 double wral maclwatton is unlikely to further enhance safety. {b)4). {(B)(S)

. (b)) (b)(3) Thus, double viral
inactivation may nut be a viable rational for claiming significant improvement.

» A case has not been made as to how the claimed functional VWF and FVIII in physiological amounts
will enhance safely or effecliveness. Since the plasma VWF or FVII levals may not necessarily ba
available at the lime of dosing for bleeding episodes, product administralion Is generally based on
certaln preset criterla related to potancy in IU of VWF:RCe. Although there is a thecretical risk of
lhiomboembolic phenomenon due to elevated FVII level, a comrelalion between FVIII and thrombosis
In von Willebrand disease petients have not been established (communication from Nisha Jain).

» The “Slatement of Clinical Superiorily” has repealed lhese same arguments, Even though it is
possitia thal the Applicant has developed an improved product In terms of purily and polential viral
inaglivation, il does not appear that they have demonstraled that this translates into signlficant
improvement in salety or effectiveness.

In conciusion, Octapharma has not adequalely supported the requirement for “a significant improvement
in lne safety or effeclivensss” in the treatmant of VWD In their request, and this prlority review request
should be denied.

Reqguested Indlcations snd Recommeanded Doslng:

1. Indication{s} belng sought
Under “Highlights of Prescribing Information®, the proposed package Insert has the following as

Indications and Usage -
WILATE is a human coagulaticn factor Vil {(FVIil) and human von Willebrand factor (VWF) indcated

for the control ;| . "(p)(4) -... of bleeding In spontaneous ~ (py4).. . Silualions in
2



v von Willebrand disease (VWD)

The Indicatiens and Usage seclion in the proposed package inssrt (Section 1.1) says, under "Van

Willebrand Disease (VWD)" -

»  WILATE |5 indicated In adull and pediatri¢ patlents for the treatment
spontaneous and trauma-Induced bleeding eplscdes in sevara VWD, and [n mlid and moderate
VWD where use of DDAVP (1-deamino-3-D-minine vasopressin/desmopressin) treatmant is
Ineffective or contra-indicated. ’ '

 (b)4)
2. Recommended Dosing

(b4}

(b}4) of

Under "Highllghts of Prescribing Informallen®, Ihe proposed package insert has the following Dosage and

Adminisiration recommendations -

* Minor hemorhages: loading dase 20-40 1Ufkg, mainlenance dose 20-30 |U/kg every 12-24 hours;
+ Major hamomhages; loading dose (b)(4) 1UKg, maintenance dose 20:k){41U/kg every 12-24 hours;

(b}(4)

The dosage should be adjusted according to the extent and location of the bleeding {b)i4)
)4y In VWD type 3 patients, espaclally in thoas with gaslro-intestinal {Gl) bleedings, higher

doses may be required.

The Dosage and Administration seclicn in the preposed package Insert (Secilon 2) begins with: " Each
vial of WILATE ¢ontalns the labeled amount in International Units {IU) of factor Vill {FVII) aclivity
measured wilh the chromogenic assay (FVll:C) and von Willebrand factor (VWF) activity as measured
with lha Ristocetin cofactor assay (VWF:RCo)", followed by more detailed elaberalions of the dosing
scheme (based on above) and adminisiration methods.

Cllnical Studfes to Support Von Willebrand Disease Indlcatlon

Wil-12. A progpeclive, randomizad,
canlrolled, oper-abeled, two-arm
cross-over sludy invesligating the
pharmacokinetlc propertias of WILATE
and Humale-P@ in aubjects wilh
Inherited von Wilebrand disease

Batcheg
435 005 181 at 500 U

Inherdted VWD, any
lype

n=22
M/4F
Ages 12-68, m=34

Study 1D & Title Populalion Deslqn/Dogsa Efficacy Endpoints
Product Batches Used & Strength {N=patients in Sitesil ocalipn
1t FVIN sludy; n=new
[ndlvidual} TIma frama

Phase 2, open,
randomized, conlral-
ked, X-over, Salely-
efficacy-PK study/
240 U VWF:RCof
kq iv bolus injection

G-centersfUS
Jun 05~ Apr 06

Primary.

In vivo 14 of WILATE,
calculated for FVIIILC.
VWF:Aq, VWF.CB, VWF.RCo

Qther PK paramatars
Incremental recovery of
FVIIEC, VWF:RCo, VWF:Ag, &
VIVF:CB

multimeric patiems

TMAE-105, Pharmacokinelic
propertles, safety and afficacy of
WILOCTIN in patienis with inherited
von Willebrand disease

Balches

942 014 18D at 1000 IV
943 015180 at 1000 IV
948 016 180 at 500 I
©48 018 180 at S00 1V

Inhented VWD, any

type: not responding
la DDAVP

N=14; n=14
BM/BF
Agas 13-64; m=36

Phase 2, open,
vnconirolled, Salely-
efficacy-PK study/

150 U VWE.RCof
kg single iv injeclion
2: ? dose regular v

njection or conin-
uous infugion

{surqery)

2-conters/Poland &
Bulgaria

Dec B8 =Jul 00

PK profile (AUC, AUCrom, T4,
MRT, Vid, CL} for VWF:Ag,
VWF:CB, VWF:RCo

plasma levels of FVIILC

Secondary.

PK profile {Coax & Tous) for
VWF:Ag, VWF.CR, VWF.RCo,
racovery of FVIILC, VWFAg,
VWF:RCo

plasma lavels of VWF:Ag,
VWF.CB, VWF:RCo

blegding lime

multimeric pattem
Invastigator ovarall efficacy



http:Wlilebr.md

TMAE-109, Clinlcal study lo
investigata eficacy and safety of

human Facler VIIAVWE TMAE SEC in
patients with inherted von Willebrand
dlzease. Phase 2 sludy

Inherited VWD, any
type; nol responding
o DDAVP

N=16; n=5
10MIGF

Phase 2, apen,
uncontiolled, Salely-
efficacy siudy/

? dose ragular v in-

asseasment

Prmary,
plasma levels of FVINC,

VWF:Ag, VIWF:RCo

Sacondary.

achion ar confinua
infusion {sumger

bleeding lime
multimesic patte ms

Balches Ages 14-63; m=37 = Investigator pverall efficacy
007 002 18D at 500 1U Z-cenlers/Paland & assessment
011 405 130 at 1000 1U Bulgaria
017 Q07 180 at 1000 [U
038 008 180 21 500 1U Aug 00 — May 01
TMAE.104. Internationzl clinkcal sludy [ Inherled VWD, any | Phase 3, apen, Prmary,
to invesfigate the sefely end eficacy of | type: not mspending | uncontreled, Salely- | »  Plasma lavsls of FVIILC,
WILATE in subjecls with Inherdled van | lo DDAVP efficacy studyf VWF:Ag, VWF:CB, VWF.RCo
Willebrand disease 2 dose regular iv in-
N=35; n=31 jection or continuous | «  bieeding time
Baiches . ] 14MI21F infuston {surgary} » [nvesiigator and/or patient
23 balches ingluding — Ages 26 - <65 overall efficacy assessmant of

435 005 181 al 500 IU (ss in WIL-12)
& 5 other balchas uged in TMAE-106

(see below)

Multicenler/Europe

Started Q1 2002

overall clinlcal efficacy

TMAE-106. Phamacokinellc
properties, 3afaly and efficacy of
human Faclor VIll TMAE-SEC In
patienls with inherited von Willebrand
disease, Phase Il sludy

as
036 008 180 at 1000 1U*
204 G017 181 at 500 IU*
249010 161 at 500 |U*

Inherted VWD, any
fype; not suflicienlly
responding (o
DDAVP

n=i3
IMAOF
Apes>12 -<65

Phase 2, open,
unconlrolled, Safety-
efficacy-PK study/

2 2 dose regular iv
ous nfusion

{surgery)

Primary,
PK pmfila {AUC, T4, MRT,

Vd,,, CL) for VWF:Ag.
VWF:CB, VWF:RCo

plasma levals of FVIILC

Secondary.

Incremental racovery of
FVII:C, VWF:RCo. VWF:Ag
plasma lavels of VIWF:Ag,

VWF.CB, VWF:RCo

318001 181 at 1000 1L Muliicanter/Gemmany | «  plgeding time

337 00% 160 at 50D 1U* + closure lime

436 006 181 s1 500 1U" Started Q1 2002 «  mullimeric pattema

451_) 008 181 a1 1000 IV »  [nvestigator overall efficacy
{* = balches elso used in TMAE-1°4) assessment

WIL-14. Clinical sludy te Investigate Inheriled VWD, any | Phase 2, open, Bamary.

lhe etficacy, safety and
immunogenicily of Wilale in chifdren <
& years of age with inherited van
Willsbrand disease. A Phase 2 sludy

Batches [?)

type: known or
suspedled lo be
inadequate for
DDAVP treatmanl

N=20 plann=d
n=5 (enrolled)
Age <6

uncontralled, Safety-
efficacy-Immuniogen-
icity” siudy/

2 dosa regutar iv In-

jection or conllnucus
[nfusion (surgerv}

Multicenler/Germany |

& Poland
Starled Apr 2006

»Efficacyin’ b4y

menl of bieeding episodes; no. of
bleedings, aml of IMP rqd, no.

exposures to stop bleeds,
assessmen of response Lo freat-
ment of bleeding eplsodes
» Querall efficacy 4-point verbal
raling scale

bd)

7 mmunogenicity & salety evalualed by inhibitors vs VWF and FVTII, AEs, vaal signs, 1ab parameters, viral salaly

Discussion of Submiiled Materlal for BLA STN 125251

"treat-




1. The material |s subritied in paper and appears to be leglble and well organized, Including the
presentailen of draft (abeling with annotation. The proposead labeling is consistent with the newly required
format for package inserts.

2. Thera ara no adequate and well cantrolled trials to demensirate safely and effecliveness. Howevar, the
Indlcation sought concerns a rare disease for which conducting adequate and well conirolled trials would !
not be easily achisvable. The currenlly licensed product, Humalte-P, was approved on Ihe basis of - :
retrospective analyses on data from patients who used the product.

3. Allhough the BLA centains -

{a) an open-label, randomized, controlled, cross-over study comparing WILATE with the licensad
praduct, Humate-P, for PK properties,

{b) two completed, uncontrolled studies that enroliad smell numbers of VWD patients {14 and 16
subjects, but only 19 individuals, as TMAE-109 has 11 cul of 16 patients coming from TMAE-106), and
{c) fwo ongaing, uncontrolled studles that also enrglled small numbers of VWD patients not
overapping with those in previcus studies (31 and 13 subjects),

the Applicant has not specified which are the pivotal clinical rials intended to provide subsiantial evidence
of efficacy for licensure, The data from actual clinical studles supporting the YWD Indlcation are limited.
However, as the comparalive PK study between WILATE and thas licensed product, Humate-P, Is a
conlrolied krial, and it uses objecllve criterla as endpolnls {PK parameters), this should be considered the
plvotal study to eslablish effecliveness in the treatment of VIWD.

4. The requesled indicalion for VWD includes.  bia} . ireatment of bleeding eplsodes. b(4) -

bea), = As the clinical trials used petlents that overlapped across sludies, an accurate count of the
number of patients exposed 1o WILATE under different situatlons (treatment of bleeding eplsodes,
prophylaxis, surgical procedures) was requested from the applicant, who has provided lhe informalion in
ihe following Table,

TMAE-105, 109, 104, and VWD VWD Type 2 VWD
106 together Type 1 A B M N N5* Type 3 Total
L 0
Treatment of bleeding 6 1 1 1 3 12
episodes ONLY
Both . b{4) . - ‘lrealment 1 3 2 12 18
use, but NOT surgical use
. . : R 3 3 B
3 2 1 1 5 12
1 1
r 1 8 7
i 1 2 3
: 1 1
Total __ - T g 3 1 2 1 3z &0

From this Information, Wilale has been administered to 91 subjects {Including 22 patients in the PK sludy
In the 11.S., WIL-12, 3 patients who only recelved product In the PK part of Study TMAE-106, and 6 in the
ongoing lmmunogenlclty study, WIL-14), with 921 bleedlng episodes among {he 80 patienis in studies
,_TMAE-105 109.104and106. - U b
) b(4), o |n|s aatanase 18 comparable to ihat descnbed In e tabel
for ‘Humate-P. There are a lolal of 11 type I, ‘I? type It and 32 type Nl VWD sublects enrolted [ the four

studles (60 individuals).




» For comparison, the Humale-P® package insert information states: “Humate-P® was
administered to 57 subjects, [n 530 treatment courses: 73 for surgery, 344 for ireatmant of
bleeding and 20 for prophylaxis of bleeding. For 93 "other” uses, 1he majority involved dental
precedures, diagnostic procedures, prophylaxls prior to a procedure, or a test dose.”

It Is noled that Humate-P is not labeled for prophylaxis of bleeding episodes or surgical procedures.
Octaphama should be informed that licensure of WILATE for each of Ihe requested indications will be
based gn the adequacy and quality of the data supporting each indication,

5. This BLA has not presented ils approach with respact to the submission of required pedialric data
under the PREA. Although pedlatric dala are avallable, lhe anly presentallon in an organized fashion for
VWD is for patients aged 6 or under in the combined analyses seclion. It is noted that the indication baing
sought includas adulte and pedlatric patlents,

6. Based on the above discussions and considering the requirements of SOPP 8404, this BLA |s fileable,
with commants Lo be conveyed to Octapharma.

7. As discussed above, prornty review for this BLA Is not recommended.

Comments to be Conveyed to Applicant

1. We consider the study for pharmacokinetic corparison between WILATE and Humate-P, the U.S.
licensed product, in von Willebrand disease palienls (Study WIL-12) as lhe pivolal controlled tial in this
BLA, and {he data from the uncontrolled trals in von Willebrand diseass as supportive. Although at the
present time, this BLA is fileable, licensure for each indication (treatment (b)(4) of spontaneous
and Irauma-Induced bleeding episodes, (0)(4) -+ willbe
based on the adequacy and quallty of lhe data supportlng each of those uses.

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

3. Please present your approach to fulfill the requirements for the submission of pediatric data under lhe
Pedlatrlc Research Equity Act. You would need lo address use of your product in pedlatric
subpopulalions by age. If waiver or defermal Is to be requested for certain subpopulallons, please provide
your ratlonale. .

4_ Ta facliitate the clinical review, please provide electronic verslons in Microsofl Word for Seclions 2.5
and 2.7 of Module 2, as well as the following parts of clinical sludy reporls on von Willebrand disease in
Module 5: .
= \WIL-12 pp 1-125
= TMAE-105pp 1-77
» TMAE-108 pp 1-63
« TMAE-104 pp 1-67
»  TMAE-106 (protocol) pp 1-63
In addilion, please provide Section 5.3.5.3.1 of Module 5 in adobe acrobat format.





