_/C DEPARTMENT OF HEALTIH & NUNAN SERVICES Public Heailh Service

Food and Drug Adminisiralion
1401 Rockville Pike
Rockvila, MD 20852-1448

January 8, 2008
Our STN: BL 125251/

Octaphanna Phannazeutikn Produklionsges.m.b.H.
Attenlion: Dr. Barbara Rangctiner

Obcerlaacr Strassc 235

Vicitha A-1100

Austria

Dear Dr. Rangelincr:

We have completed the review ol your submission daled December 12, 2006 1o your biologics
license application (BLA) under section 351 of the Public [ealth Service Act lor Coagulation
Faclor VIIl/von Willebrand Factor Complex (Human}, forthe- . m)[) trentment of
spontanecus and lmuma-induced bleeding episodes . o o ) of
blecding episodes in severe van Willebrund disense (VWD). and in iild and moderale VWD
where use of 1-Desmmino-8d-Arginine Vasopressin (DDAVP) treatment is ineffective or contra-
indicated.

The lollowing identifies the deficiencics and our comments and guesitons hased on our review of
your submission:

CLINICAL PIEARMACOLOGY

1. Of the (hree assays used in phunmacokinetics (PK) studies the VWF:RCo is the most
relevant functional assay, The PK data {plasma concentrations vs. time data) ol Wilate
generated by ihe current analylical method are not interpretable. B appears that the
analytical method is not sensitive enough (o appropriately detect Wilate concentrations
(VWF:RCo) in plasma. According 1o you. the melhod is somewhat *coarse” and the .
resulls are limiled to one of a discrete serics of possible concenlrtions, 1%, 6%, 12%.
24%, arl 36%. ete. The result of this analyticnl method is that following adminisiation
o VWD patients measurcd plasma concentrations of VWF;RCo remain unchanged in
many subjects during multiple sampling at difTerent time points, Since these
concenlrations may nat be aceurate. the PK parameters may also be innceurate. Thus, e
PK parmncters determined from the VWIE:RCo assay are wnrcliable and caunol be used in
the package insert for dosiay recommendations, Therelore. FDA recommeunds 1hat you
develop a sensilive analytical medhod o measure he relevant concentrations ol Wilitle in
plasma and then conduct a PK sty of Wilate with a suitable sample size.

t~

Even though the FVIILC dose of Wilate is more than wwice the dose of Humate-P in
Study WIL-12, 1he AUC of FVILC for Humate-P is higher than the AUC of Wilate i all
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VWD type paticnts. This result sugpests thal VWF in Wilale may be less able to stubilize
FVII:C. Please comunent,

3. Two tvpes of hall-lives (lenninal and avernge) have been described as PK parameters for
Wilale and Humate-P in Swdy WIL-12. Please describe the method ol ealeulation of
average half-life and its significamce. 1s average half-lifc more relevant or meaningful
than the tenuinal hal[-life?

CLINICAL

FDA requires both PK and clinical ouicome data on hemostalic cfticacy for appraval ofa VWF
product as a replacement therapy fer VWD. Swudics supporling such an indication should have
the patients dosed according to VWF:RCo poleney and monitorcd using reliable assays (or
VWEF:RCo activity.

You have defined the primary ellicacy endpoinls tor the fowr VWD clinical studies supporling
hemostatic efficacy (TMAE-103,-109, =104, nnd -106) based on PK dala or plasma level
paramcters. The PK data in all your studics were gencrated by dosing based on VWEF:RCo
netivity. I contrasy, the clinical doses used in all these sindies were based on FVILL:C activiry.
The information pravided by vou indicate that the ratio of VWF:RCo w FVIII:C varicd Irom 0.6
to 1.1 in the clinical study lots. We have determined that (he PK parameters obtained from
VWF;RCo assays in your K studics are not reliable (plense see comment 1 above).
Accordingly. your duta generated on VWI:RCo plasnin levels associated with the clinical
informalion on hemostatic efficacy are not sufliciently veliable. Witheut reliable plasma level
dhata on the active lactor w be replaced. as meosured by VWEF:RCo. the 2uidance for dasing lor
Wilate in the clinical indications o' VWD cannol be established al this lime.,

Pivolal suklies in support of an indication must be designed with a clearly stated hypothesis and

provide measures to minimize bias ard uncerininty [or product use and evaluation. There shoukl
be prospectively defined criteria for suceess or failure, Nonc of the clinical studies submitied in

this application meel these regquircments.

Please conduct appropriate siudics with adequate design to acquire elficacy data in suppon of the
inchications sougshl, ttking into considermtion the comments below on the deficicncics in the
VWD clinical studies ol the enrrent submission. Plense specify in the protocols, the analyses ol
efficacy as a function ol dosc admimsiered and plasina levels of VW :RCo achicved in the
subjects treated for cach indication in order o establish the intended effeet of the praduct. as well
ay the dosing recommendations for labeling,

Comments Refated To . {(0)@) Treatment of Bleeding Episodes:
Far the (b)4) treatment o bleeding episodes. your studies were not adequately

designed o provide data lor drawing meaningful conelusions abowt cffective use ol your product
il your proposced dosing regimens. The following are awr comments:
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4. Bleeding episodes were not clearly defined in the VWD studies ol this submission. The
number ol infirsions per episode and the duration ol veatment within avy episode are
defined by the length ol the “episode™ arbitrarily assizned by the patieat or luvestigator.
Wiihout an appropriate defrnition to be used consistently by all Investigalors and patieuts
in all the sludics, the number of intusions and duration of treatment are subject to bias.

The 4-point VRS grading scale used by Investigators and palicnts for clinical efficacy
cvaluation s inadequately delined.

L

a. It would be appropdate 1o have miore precise language separately for bleeding
episacdes- - pg4). - ¢ Forinstance, the definition of good includes the term
~oozing” which would not be expected 10 accur with spontancous or frauma-
induced bleeding in soft tissue or joints. Bleeding into Lhe joint should be
classified according o swelling and pain. nol visible oozing. 1n addition, the
definitions should not include the term to be defined. e.u., the term “modemnte™
should not be used to define moderate severity. ‘Fhe lack of definition lor
bleeding episode soverity (minor, moderate. severe) in the protocols makes
interpreiation of the dosing data difficult. Your study protocols did ot include
apprapriate instructions o Tovestigators and sudy subjects in the grmding of
severity, taking ino consideration 1he quantity and rapidity of bload loss, as well
as e significance of the bleeding location.

b. The term “addutional product™ for the grades “"good™ and “maderate™ can be
misleading o paticits and Invesligators. You have allirmed in previous
comniunications that ~additional product™ refers 1o a2 non-Wilale product.
However, in Study WIL-14 {protocol but not da included in 1his submission),
lhe definition used instead for ~additdonal produet™ is ~additional injcctions of
IMP (investigational medicinal produet) or oiher styptic treatment.” Tuis diflicult
Lo expect consislency in spplying the curent 4-point VRS without additional
clavification to the patients and Investigators. including:

« delinition and criteria [or using “additional praduet”,

o i fime-fmme before the wse of the “addilionai product™. and

= dillerences between “hemosiasis achieved™ (as in excellent) in contrast
(o “adequate control of bleeding™ (as in good).

c. Incontrast 1o the 4-point scale ellicacy rating lor each infusion, ny overall
assessment termed “oulcome™ was recorded for each bleeding episode in Studies
TMAE-109, -104 and -106. with gradings of “recovered ™. “ongoing™ and
“unknown.” This pammeter 18 uncicar, because in the absence of a definition for
“bleeding episodde™. its duration may be adjusied o fit the ouicome. hence making
the terms “recovered™ and —“ongoing™ mther indistinet. depending on how the
“episade™ has been recorded.

6. The dillercatiation ot bleeding episodes into “minor”, “moderate™ and “severe™ was not
defined in the study protocols {alse sec comment 5.a). The instructions given (o palients
lo grade severily were not provided. In proposed lubeling, bleeding episwles weve divided
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7.

8.

9.
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into “minor” and "major” for the purpese of dosing.  As the term “minor™ may cary
dillerent meantag in the clinical trials vs. that in the proposed dosing reconmimedations
for dosc labeling, potential canfusion may result from excrapolating the clinical trials
doses to labeling recommendations,

In your submission, the VWD swdy pralocols provide [or the administcation of product
based on I'VilE cantent, and only general dosing guidelines were provided. As staled
before, as replacement therapy for VWD, il is appropriate to dose according lo
VWE:RCo activity. This may also mitigale underdosing arising {rom (he variability in
the ratio of VWF:RCo: FVIII:C in the product iots.

For the VWD studies in this submission, Lhe recommended dosing intervals arc usually
once daily or every other day, whereas you propose dosing every [2 to 24 hours in the
package inscrt. Please expluin the dosing differences bewween the protocol requirements
and whal was actually done i the studies. The dosing interval should be based on the
pharmacokinctics of the acljve entifies o be replaced.

Far the VWD studics in this submission. the guidelines for repeating the use of the test
procluct, as well as eriteria lor sdmiesiering rexcue products and/or blood transfusions

have not been included.

by

We note thal the doses used Jor blceding episades in the VWD studics on Wilale appear
to be lower than those reported in the literature for ather products and the labeled
recornmendations of the U.S. licensed product for blecding cpisodes in VWD. Since
there are only limited data provided on VWF:RCo plasma levels autained afler Wilate
infusion in the treatment ol bleeding cpisodes, and their measurement aceuracy is in
question, the dosing information derived from the treatment of bleeding episodes of
VWD paltients in lhe clinical stdies (which mirrors those in the proposed package insert)
may vesult in underdosing for the bleeding episodes. Please camment

(oK)
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(b)(4)

Additional Clinieal Commenits:

20. Although the protocols in your VWD studies suggest analvsis using an intent-to-treat

-

[

-

approach, you have actually excluded subjects with major protocol violatians in the
actunl analysis. Pleasc cnsure that analyses will be based on ihe iatent to weat principle.
Plense also ensure that all subjects enrolled inlo the study have the diagnosis of VWD
conlirmed prior o cotry, ond the method for adminisiation of Wilale slandardized across

study centers.

. Please provide {a) the instruclions for patients and Investigators for using the tolerability

assessient insuument in the form of 2 4-point scale in your clinical studies of VWD bi4)
T by " and (b) validation of this instrument. In your future studics please
incJutle appropriate criferia for assignnient Lo Lhe graces ol this seale,

Please provide a cross-study analysis of subjects. who participated in more than one
VAYD clinical study. to include. bul not be limited 1o the following :

a, clanges in disease manifestation pattern, such as severity and location ol
bleeding. and

b.  changes in [he pattern of product usc, such as dosing. concomitant medications,
routine prophylaxis vs. ireatmean eic.

Pleasc also address the selection bins for enrolling patients who participate in mare than
one study,

- With respect 1o dosing in the proposed packuge insert we have the Iollowing prelimivary

commenis:

a.  Please explain why the dosing recommendations in ihe proposed packaze insert
are not consislent with those in the clinjeal studics:

e The clinical swlics use FYIC activity lor dosing whereas labeling uses
VWF:RCo activivy,

= The proposed labeling recommendutions include usc of loading and
mainlenance doses, which were not in the protocals ol the VWD wrials.

s The distinetton of “minor™ and “mnjor” bleeding episades is different feom
the grading lor biceding severity in the VWD trials, which use scores of
“minoc”. Umoderate”. aml Usevere”,

b. Please explain the lollowing in the proposed package insert:

(04

¢ 1he basis of the dosing intervals in 1he labeling recommendations,
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" (b)4)

¢. Please also note that under “DOSAGE AND ADMINISTRATION in the
Highlights section u [ the package insert, there is no indication on which
congulation lacior activily the dosing should be based (FVIL:C or VWF:RCo),

This should be elarified.

24, Please provide the case report forms and all investigations including those in the hospital
records for Patienbygn Center 5 in Sudy TMAE-104. during his scrious adverse event of

right atrial thrombus,

25. The mean incremental recovery of VWIRCo [ram the Buropean VWD clinical studies
(1.5 - 1.9%/[U/kg) is hixher than thar in the US. PK study (WIL-12Y (1.1 — 1.2 %/
1U/kg). Please address this dilference, especially in lerms of the issues relating to
VWF:RCo assay as cliscussed above under the section on Clinical Pharmacology and i
impact on dosing.

26. You have an ongaing study with data collection in pediatric paticnts having VWD, In
your response o this letier. please update your Pedianwic Plan, and data pertaining to
pediatric snbjeets for the proposed package inserl. il such data become available.

27. ’

{bX4)-

CMC

28. Please establish as a release speeification the ratie of VWEF:RCo to Facror VIIT clotting
activily. and propose an alcceplance criterion based on your manufacturing and chinical

experiences. The proposcd ratio of (b)) ratio 35 acceplable at this time but
should be re-evalunted annually and if possible 1ightened as more information 1s
available.

29, Regarding the determinalion of residual moistuye i the [inol drug product:

a. The specilication for imer-method correlttion ol b4y docs nol reflect your
expericace in practice with r= 098, Pleuse comment.

b. It is noted that in the ealibration. results from 13 specoa were tejected as auliers
out of()4) speetra obtained rom )4y samples. Please deseribe the criteria lor
outlier rejection.
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30.

31.

c. Please support the correlation between the ™ (i) . imd oydy ... .
T e procedures by more exiensive testing of different samples
(vials) from the sume lot by ihe two techniques. Precision by each rechnique
would inclnde vial-to-vial variability, bul would provide information as 1o lhe
relative accuracy uf cach lechiique in cstablishing n value for residunl moisture
contenl for a given lot.

d. The!(e)4). detcmunation ol waler in a solid must be ealibrated with reference to
the b4 procedure. Please establish the © b4y  procedurc as the
“relercnee™ or official regulntory rethod, and theiip)a)! method as an “altemale™
mcthod lor roulinc lat release.

Sinee you eurremly use recovered plasma frozen withiu - )i4) - alter collection and
recovered plasma frozen within - (834) - uller collection [or the production of Wilae.
please stipulate in the biologics license application that only U.S. recovered plasma under
Lhese 1wo calegorics. and U.S. Source Plasma. will be used for the mannfncture of Wilaie
lols 10 be distribured to the U.S. markel.

You have indicated in your amendment sulunitled o November 13, 2007 that polency
values ol Wilate lois generated using an aulomaed VWE:RCo assny method are lower
than those derived using a manuval assay method. In @ survey conducted by the North
American Specialized Coagulation Laboralory Associntion in 2004, 51% of labortories
use aggregomelry (o deterimine VWF:RCo acuvily, while 42% usc an automated method
und 6% use an ELISA wmethad. The wrend is likely to be moving towards amomtion.

a. Please deseribe how you would address the discrepancies in VWEF:RCo values
derived from the dilterent methods when physicians will depend on VW :RCo
values gencrated from clinical Jabovatories,

b. Wecobtained VWF.RCo values 1hal were lower than Lhe labeled potency values
when canformance lots were assayed in our Jaboratory using an automated
method. Please propose a plau 1o reconcile such dilferences to minintize [ilure
of Wilate batehes through the lot relense program,

. Under section 3.2.P.5.5 of your BLA submission, lhe ralio between (he various VWF

paramelers. VWE:Av, VWL RCo. and VWFE:CB of the conformance lots is quile
consistent and elose o 1. Hewever. in the pharmacokinetics ( PK)} studies, these ratios
did not follow a particular patwern. and elearly diverged (rom 1. For example, the PK
profile lotlowing VWIRCo s dilerent [rom Lhal [ollowing VWF:Ag, indicating that
these pivameters were alleewed diflercally ia vive, Please comment on these
diserepimeics with relerence w the structure ol the VWFE molecule in Wilate. [n
particular, please explain this dillerence i the coolext ol Lhe absenvation that VWF
oultimers in Wilie consistof,  pggy. - = *VWF subunits while ihose in plasnta and
Humate-P have gy, VWF subunits.
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33, Please provide dala 1o demonstrate thal the mal Wilate product reconstituted with
- (b)4): 3 0.1% polysorbate 80 salvent ai the end ol its dating periad still meets
speeilications.

34. Please provide updated stability datr in your response to this action letter,

35. Please provile ar updaiced development repart as the one enclosed under scetion 3.2.P.2.7
of your BLA submission regarding Pharmaceutical Development.

We reserve comment on the proposed labeling until the application is olherwise aceeptable. We
may have comments when we see the linal proposed labeling.

You may request a mecting or (eleconference with us to discuss the steps necessary lor approval.
For PDUFA praducls please submit your mneeting request as described in the FDA Gridance for
Idustrv: Formal Meetngs with Sponsens and Applicents for PDUFA Predecis dated February,
2000 (hup:/vwww. fda.povieber/od Ins/mipdu fr.pdl). For details, please also lollow the
instielions described in CBER's SOPP 8101.1: Scheduling and Conduct of Regulatory Review

Meelings with Sponsars and Applicants (hip:/Avaaw [da.pav/cber/reesopp/8 101 1. him).

Wilhin 14 days afier e date af this Ictter, you should 1ake one of the following actions: (1)
amend the application; (2) notity us of your intent to [ile an amendment: or (3) withdraw the
application.

We slopped the revicw clock with the issuance ol'this letter. We will reset aud start the review
clack when we reecive your complele response,

[[ yon have any questions, please contacl the Regulatory Project Manager. Franklin 1.
Stephenson. at (301) §27-6165.

Sincerely yours.

S-WM

Basil Golding, M.D.
Dircctor
Division ol Hemalology
Oifice of Blood Rescarch and Review
Center lor Biologics
Evalualion and Research





