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EVOLUCION DEL TRATAMIENTO
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PLASMATICOS RECOMBINANTES




FVIII PLASMATICO
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PRESENTE: FVIII RECOMBINANTE

Primera Segunda Tercera generacion

Kogenate® (Bayer)
Helixate® (CLS Behring)®

Medio X X /

Recombinante” (Baxter)® Advate® (Baxterf ReFacto AF* (Wuyeth)

N\

de cultivo Con albamina Con albumina Sin albumina Sin albumina

Proceso de .4 .4 » v~
urificacion

P Con MADb murinos Con MAb murinos Con MAb murinos Sin MAb murinos

Formulacién X / / /

final

Con albumina Sin albamina Sin albumina Sin albumina

Nanofiltracion X X X /

Sin nanofiltracion Sin nanofiltracion Sin nanofiltracién Con nanofiltracion




SITUACION ACTUAL

EFICACIA

SEGURIDAD
LIMITACIONES

ACTUALES

Inhibidores

1l IIG)\(S)TH A
o - Infusiones frecuentes

Coste
Célula Plasmdtica

Tratamiento de profilaxis

Lunes Miércoles Viernes

TRATAMIENTO e TRATAMIENTO kD TRATAMIENTO

El tratamiento es continuado varias veces por semana
Suelen realizarse de 2 a 3,5 inyecciones por semana
en dias alternos




BIOINGENIERIA DE FVIII

Aumento de eficiencia en la
produccion:

v" FVIII con ausencia de dominio B (FVIII-BDD)

v Modificacidn en vias de secrecidn
* Intrén 1 truncado
* Interaccion chaperonas RE
* Transporte RE-Golgi

Aumento de la actividad
funcional:

v" IR8
v DBS-FVIII (puentes disulfuro A2-A3)

Disminucion de la
Antigenicidad:

v FVIlIr-BDD hibrido humano/porcino
v FVIlIr porcino
v" Cultivo células humanas (HEK293F)

Aumento de la vida media:

v'Polimeros Hidrofilicos
* Polietilenglicol-PEG
* Polisacaridos-PSA (polisialic acid)
* Liposomas-PEG
v'Moléculas de Fusion
* FVIII-Fc




TUROCTOCOG ALFA

FVIIl con dominio B

truncado, Turoctocog

Full length FVIlI

HC (1-740) B (741-1648) LC (1649-2332)
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New recombinant FVIII (N8)

Aumento de eficiencia en la
produccion:

v' FVIII con ausencia de dominio B (FVIII-BDD)
v Modificacidn en vias de secrecion
. Intrén 1 truncado
. Interaccién chaperonas RE
Transporte RE-Golgi

PO 2228 Surgery with Turoctocog Alfa: Efficacy and Safety in Bleeding Prevention During Surgical Procedures -
Results From the guardian™ Trials. 54th ASH Annual Meeting Atlanta GA 8-11 December 2012



Disminucion de la
Antigenicidad:

v FVIIIr-BDD hibrido humano/porcino
v FVIlIr porcino

rFVI I I PO RCI NO v’ Cultivo células humanas (HEK293F)

PO 2224 Recombinant B-Domain Deleted Porcine Factor VIII (OBI-1) Safety and Efficacy
in the Treatment of Acquired Hemophilia A: Interim Results

54th. ASH Annual Meeting and Exposition. Atlanta, GA. Dec 8-11, 2012

CULTIVO DE CELULAS HUMANAS

I_I;iiel'l'lat()logy

European Journal of Haematology

ORIGINAL ARTICLE

The first recombinant human coagulation factor VIl of
human origin: human cell line and manufacturing
characteristics

Elisabeth Casademunt’, Kristina Martinelle®, Mats Jernberg?®, Stefan Winge®, Maya Tiemevyer’,
Lothar Biesert®, Sigurd Knaub?, Olaf Walter?, Carola Schroder’

'Dctaphar'r'na, Munich, Germany™; ’Octapharma, Stockholm, Sweden:; 3C)Cta;:vl'\arr\na, Frankfurt, Germany; 4Dctapharr‘ma, Lachen, Switzerland




Aumento de la actividad

IRS funcional:
v IR8
A v DBS-FVIII (puentes disulfuro A2-A3)
* FVIII WT
s cijc2
L — L —
b IIa
—_ - B
90/73 -
2
B . Inactivation-Resistant

AL A2 | A3 el L R

v La molécula pierde los residuos 794-1689 del dominio A2.
v' Mads resistente a la proteolisis de trombina, FXa, FIXa y proteina C.
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Aumento de la vida media:

v’ Polimeros Hidrofilicos
Liposomas-PEG
Polietilenglicol-PEG
Polisacaridos-PSA (polisialic acid)
v Moléculas de Fusién
FVIII-Fc

Hurman Factor VIl

Heany Chain onnecting Fegion Light Chain

Cromosoma X

o I IENATTHE

Xq28

1. UNION A LIPOSOMAS.
UNION A POLIMEROS DE PEG
3. UNION A ACIDO POLISIALICO

N

4. UNION A Fc DE INMUNOGLOBULINAS.



1. LIPOSOMAS PEGILADOS

Consensus sequence \gn
SIT-X-LIV-l/QIS-SITIQ-X-X-E
OR ¢ @3\
KD (nM) ‘na’! c.’ ,‘\: il‘
FVIIl 1787 S SLISYEE 1794 45 L ﬁ
1635 T TLQSDQE 1660 1.9 ,
FVila 378 TRVSQYIE 385 0.4
{% o, DSPE-PEG 2000 %
oo RS
Y % ‘ BN

oo W - o
) Protein
0

PEGLip-formulated protein

No hay modificacidn de la proteina transportada (rFVIIl 6 rFVlla)
por lo que no aumenta la inmunogenicidad.



MECANISMO DE ACCION PEGLip-FVIII

Blood vessel

Vessel injury

4. Faster clotting
and stronger clot

£
Platelet
activation

y /3. Platelets are

recruited to the
wound site and
activated
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2. Non-activated
platelets carrying

PEGLip-FVlla/FVIll 4

Activation of coagulation cascade

FVilla+FlXa  FVlla

S/

FX——» FXa

Pro-thrombin ——3 Thrombin

|

Fibrinogen T —» Fibrin

\/\ 1. Injected material: A

PEGLip-FVlia/FVIIl

Hipotesis:

v'Proceso de formacion
del coagulo mas rapido
y eficiente, debido a la
alta afinidad de
PEGLip-FVIII por las
plaquetas inactivas.

v'Interfiere su unién con
el reticulo
endoplasmico,
retrasando su
eliminacion.



ENSAYOS CLINICOS PEGLip-FVIII

= Spira, J., et al., Prolonged bleeding-free period following prophylactic infusion of recombinant factor VIl reconstituted
with pegylated liposomes. Blood, 2006. 108(12): p. 3668-73.

= Powell, J.S., et al., Safety and pharmacokinetics of a recombinant factor VIl with pegylated liposomes in severe
hemophilia A. ] Thromb Haemost, 2008. 6(2): p. 277-83.

=  DiMinno, G., et al., Longer-acting factor VIl to overcome limitations in haemophilia management: the PEGylated
liposomes formulation issue. Haemophilia, 2010. 16 Suppl 1: p. 2-6.
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Randomization

BAY 79-4980 estudio
doble ciego disenado
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evere
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para demostrar la no
rFVIII-FS 3x/week 25 1U/kg n=125 inferioridad.

(FVIIl <1%) (1x rFVIII-FS-POPC + 2xrFVII-FS-WFI)
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-Interim analysis



2. PEGILACION DIRECTA
DEL FVIII

- ™
Vil || (| FVIILPEG
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PEGILACION “DIRIGIDA” DEL FVIII

L491

LRP/Ab
(484-509)

Phospholipid
membrane

FIX/HSPG
(558-565)

FIX/LRP/Ab
(1811-1818)

v" FVIII BDD modificado con mas

cisteinas en su superficie, unidas
especificamente a polimeros de PEG
por una reaccion PEG-maleimida.

Conserva su capacidad coagulante y
de unidn al FvW. Parametros de
eficacia y pKa eran superiores a la de
rFVIII sin modificar.

Se ha completado el fase I. Abierto
fase lI/11l.

Mei B et al. Rational design of a fully active, long-acting PEGylated factor VIl for hemophilia A treatment.

Blood 2010;116:270-9.

Coye TE et al. WFH congress 2012 oral speech, phase 1 study of a directly PEGylated rFVIII.



GLICOPEGILACION

< - The Official Journal of the World Federation of Hemophilia,
a e l I . O I I a European Association for Haemophilia and Allied Disorders and
the Hemostasis & Thrombosis Research Society

Haemiophbilia (2012), 18, 941—-947 DOI: 10.1111/j.1365-2516.2012.02896.x

ORIGINAL ARTICLE Gernzetics

Pharmacokinetics and pharmacodynamics of turoctocog

alfa and IN8-GP in haemophilia A dogs

H. AGERSO.,*" H. R. STENNICKE.” H. PELZER.* E. N. OLSEN.,* E. P. MERRICKS., ¥

N. A. DEFRIESS.,T T. €. NICHOLSY and M. EZBAIN®

*Biopharirt Research Ugit., Novo Nordisk A/S. Maaloev., Dermrnark: and TDepartiierit of Pathology and Laboratory Medicirie.
Uysziversity of North Carolina., Chapel FHill, NC, USA
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3. PSA: “POLISIALIZACION”

0 o COONa PSA (dcido polisidlico) son polimeros
HO> 707 0 COONa lineales de dacido N-acetilneuraminico.
A = : COONa
s el N S v Ampliamente distribuido en los
i AgHN tejidos de mamiferos.
i J, HO v’ Biodegradable.

v" Menos inmundgeno.

Estudios en animales demuestran que su t1/2 es 4 veces mayor
que la de rFVIILI.

Gregoriadis, G., et al., Improving the therapeutic efficacy of peptides and proteins: a role for polysialic acids. Int J Pharm,
2005;300(1-2): 125-30.

Fogarty, P.F., Biological rationale for new drugs in the bleeding disorders pipeline. Hematology Am Soc Hematol Educ
Program 2011:397-404.



4. rFVII-Fc

metal ion-mediated noncovalent bond

T glycosylated asparagine @ sulfated tyrosine 1 disulfide bridge | free cysteine

v" Proteina de fusién BDD FVIII unida a la Fc de la IgG1.

v’ Utilizado en otras moléculas bioldgicas como: etanercept, abatacept,
belatacept, alefacept, rilonacept, romiplostim.

v’ Sitio de unién diferente, no afectando a la formacién del complejo
protrombinasa.



MECANISMO DE ACCION rFVIII-Fc

5 A

Maternal blood =\
(physiological pH) K

Syncytiotrophoblast

Early
endosome

Acidified
endosome

Fetal circulation
(physiological pH)

Blood (physiological pH)

Serum Bkge

proteln

\ Endocytic
| vesicle

ﬁU [y

( Acidified \

endosome
FcRn binds O
1gGin

acidified
endosome Q

\“

Monocyte or
endothelial cell

Recyclin—gi
endosome

a\ Sorting of
FcRn-1gG
%¥ Jk | complexes

FcRn K&

IgG dissociates
at physiological pH

7?/@%(\

%
&

Non-receptor bound proteins
are degraded in the lysosome

N et

®9 |- e |

\ /‘e Qn /

-w W
Lysosome

Roopenian DC et al. “FcRn: the neonatal Fc receptor comes of age”. Nature Reviews Immunology 2007; 7, 715-25.



ENSAYOS CLINICOS FVIII-Fc

Dumont JA et al. Prolonged activity of a recombinant factor VIlI-Fc fusion protein in
hemophilia A mice and dogs. Blood 2012;119:3024-30.

Estudio para comparar eficacia y seguridad con rFVIlIFc, rDDB FVIll (Refacto®) y rFVIil (Advate®)
v'Similar eficacia inmediata para prevenir el sangrado.
v’ Afinidad por el FcRn (murino, canino y humano) mediante SPR. A mds afinidad mayor t1/2.
v’ Por su t1/2 mds prolongada (2 veces mds), la eficacia total era mayor y tenia menos
resangrado.
v'Otras propiedades: Tolerancia inmune.

Powell JS et al. Safety and prolonged activity of recombinant factor VIl Fc fusion protein
in hemophilia A patients. Blood 2012;119:3031-37

Primer estudio en humanos para investigar la seguridad y pKa de rFVIliFc.
v'N: 16 PTPs recibieron una dosis de rFVIIl (Advate®) a 25 6 65 Ul/kg sequido de la misma dosis
de rFVilicFc.
v Los efectos adversos no fueron relacionados con el férmaco.
v No se han descrito desarrollo de inhibidores ni Ac contra rFVIlicFc.
v't1/2 de rFVIIIFc de 1.5 a 1.7 veces mayor.



BIOINGENIERIA FIX

A. GLICOPEGILACION DIRECTA DE LA MOLECULA
B. UNION A LA Fc DE LAS INMUNOGLOBULINAS

C. UNION DE FIX A ALBUMINA



2011 118: 2695-2701
Prepublished online May 9, 2011;
doi:10.1182/blood-2011-02-335596

Enhanced pharmacokinetic properties of a glycoPEGylated recombinant
factor IX: a first human dose trial in patients with hemophilia B

Claude Negrier, Karin Knobe, Andreas Tiede, Paul Giangrande and Judi Ma@ss
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blood

2012 119: 666-672
Prepublished online November 22, 2011 ;
doi:10.1182/blood-2011-07-367003

Recombinant factor IX-Fc fusion protein (rFIXFc) demonstrates safety
and prolonged activity in a phase 1/2a study in hemophilia B patients

Amy D. Shapiro, Margaret Wv. Ragni, Leonard A. Valentino, Nigel S. Key, Neil C. Josephson, Jerry S.

Powell, Gregory Cheng, Arthur R. Th

ompson, Jaya Goyal, Karen L. Tubridy, Robert T. Peters,

Jennifer A. Dumont, Donald Euwart, Lian Li, Bengt Hallen, Peter Go=zz=zi, Alan J. Bitonti, Haiyvan Jiang,
Alvin Luk and Glenn F. Pierce

AN

Fase 1/2a en PTPs. Multicétrico.
Obijetivo:
e SEGURIDAD con un
seguimiento de 30 dias.
e pKaenlos 11 pacientes que
recibieron dosis de 25, 50 6
100 Ul/kg.
No efectos adversos graves ni
desarrollo de inhibidor.
Los incrementos en la actividad del
rFIXFc fueron dosis dependiente.
t1/2 tres veces mayor que con el
actual rFIX. Y mejor recuperacion
que con rFIX
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UNION DE FIX
A ALBUMINA

rix<-FP: advanced concept
§§ Activation cleavages

PN =

Linker

WR/\L MvFRPDN\N

Sample In-vivo recovery (%) Terminal half-life (h)
FIX FIX-"
mice Rats Rabbits mice Rats Rabbits
rFIX 39.1 27.6 46.7 12.85 5.13 9.14
pd FIX n.t. 41.7 9 n.t. n.t. 443 n.t.
rIX-FP/ncll n.t. 47.7 9 n.t. n.t. 148 9 n.t.
rIX-FP/cl I (HEK) 56.3 9 38.09 55.6 s [5.01 s 1749 29.6%
rIX-FP/cl [ (CHO) n.t. 47.1 9 7349 n.t. 24.1 © 36.29
rIX-FP/cl2 n.t. 4939 n.t. n.t. 16.7 9 n.t.
(" Ratio of rIX-FP/cl (HEK) | .44 1.38 [.19 [.17 3.39 3.24
to rFIX
Ratio of rIX-FP/cll(CHO) g [.71 [.57 1. 470 3.96
\_to rFIX

Metzner, H.J., et al., Genetic fusion to albumin improves the pharmacokinetic properties of factor IX. Thromb
Haemost, 2009. 102(4): p. 634-44.



Activation cleavages

-5 £

ClinicalTrials.gov

1 A service of the U.5. National Institutes of Health
FXla or FVilasTF

1 Aldlbumin

FIiIX
I+ - -

Safety and Pharmacokinetic Study of a Recombinant Coaqulation Factor IX Albumin Fusion
Protein in Subjects With Hemophilia B.

CO 47 Resultados de un ensayo clinico internacional de fase | (PROLONG-9FP), con una proteina
recombinante de fusion entre factor IX de la coagulacion y albumina (rIX-FP), en pacientes con

hemophilia B. LIV Reunion Nacional de la SEHH y XXVIIl Congreso Nacional de la SETH. Salamanca,
18-20 de octubre de 2012

P1121 Efficacy, PK and Safety Results of a Phase I/ll Clinical Trial of Recombinant Fusion Protein Linking
Coagulation Factor IX with Albumin (rIX-FP) in Previously Treated Patients with Haemophilia B
(PROLONG - 9FP). 54th ASH Annual Meeting Atlanta GA 8-11 December 2012

A Safety and Efficacy Study of a Recombinant Fusion Protein Linking Coaqulation Factor IX
With Albumin (rIX-FP) in Patients With Hemophilia B.

Multicentrico.

Fase 2/3. En fase de reclutamiento.
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Recombinant factor Vila analog (vatreptacog alfa [activated])
for treatment of joint bleeds in hemophilia patients with
inhibitors: a randomized controlled trial
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v N: 51 pacientes (HG con inhibidor). 97 sangrados.

<

Se evaluaron efectos adversos, inmunogenicidad, pKay
eficacia.

Menos trombogénico.
No anticuerpos frente al analogo.

Mas eficaz 98% para el analogo vs 90% para el rFVlla.

D N N NN

Mas rapido en alcanzar buenas concentraciones pero
mas rapido en eliminarse.




rFVila. BAY 86-6150

Additional
N-glycans

- 

Aumenta su
vida media.

Cinco a diez veces
Gla

domain

mas potente que
el rFVlia.

Aumenta su
union a
plaguetas.

Mahlangu JN et al. “rFVila. BAY 86-6150. Phase |, randomized, double-blind, placebo-controlled,single-dose
escalation study of the recombinant factor Vlla variant BAY 86-6150 in hemophilia”J Thromb Haemost. 2012
May;10(5):773-80.
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RESUMEN

Utilizado
anteriormente
(IFNa,PEG-
filgastrim, etc)

T t1/2 al disminuir el
aclaramiento.
linmunogenicidad.
Ampliamente
distribuido en tejidos
de mamiferos.
Biodegradable.
T11/2 al proteger el
FVIIl de las enzimas
proteoliticas y
disminuir el
aclaramiento.

1T t1/2 al FcRn en la
células endoteliales.

T t1/2 al unirse a
albumina
recombinante.

1 actividad
hemostatica.
1 inactivacién
proteolitica

Anticuerpos anti-
PEG.

Acumulo de PEG
en los tejidos.

Podria interferir la
actividad
enzimatica de las
proteinas con las
que se conjuga.

No se han
comunicado
anticuerpos
neutralizantes.

No se han descrito
anticuerpos
neutralizantes.

Posible
trombogenicidad.

Fase 1 (PEG-
BDD-rFVIII,
glycoPEG-rFIX)
Fase 2/3 (glico-
PEG-rFVlla)

Soélo en modelos
animales (PSA-
rFVIII)

Fase I/1l (rFVIII-Fc
y rFIX-Fc).

Ensayos
preclinicos
(rFVlla) y fase I/l
(rFIX).

Fase | (rFVlla) y
fase Il (rFVIlla).




Anti-TFPI

COAGULATION CASCADE

Xl
Xla—Xlla
ix—Xla
Tisste s IXa
factor * +
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TFPI LI Xa Va <—><> APC
Tissue Prothrombinase  Activated
factor complex protein C
pathway
inhibitor
Prothrombin \
AT 4 Thrombin
Antithrombin +
———
Platelets Fibrinogen\

Maroneya S et al. “Absence of hematopoietic tissue factor
pathway inhibitor mitigates bleeding in mice with hemophilia”
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Erhardtsen E et al. “ Blocking of tissue factor pathway inhibitor
(TFPI) shortens the bleeding time in rabbits with antibody induced
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Gorczyca ME et al. Inhibition of tissue factor pathway inhibitor by
the aptamer BAX499 improves clotting of hemophilic blood and
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Biological Explanation of Clinically Observed Elevation of TFPI
Plasma Levels After Treatment with TFPI-Antagonistic Aptamer
BAX 499 PO1104 ASH 2012

activator

fibrin clots
kb inhibitor complex
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PO 2222 Pharmacokinetics, Efficacy and Safety of BAX326, a Novel
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Severe (FIX Level < 2%) Hemophilia. Windyga BJ.

PO 2225 1B1001, an Investigational Recombinant Factor IX,
Pharmacokinetics in Pediatric Patients with Hemophilia B. Gomperts ED
et al. (Inspiration Biopharmaceuticals Inc)



FARMACOS EN INVESTIGACION
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[ On-demand ] [ Prophylaxis ] [ On-Demand ] [ Prophylaxis ] [ On-demand ] [ Prophylaxis ]
Turoctocog alfa ®
5 |: NN7008 ] [ NovoSeven ]
N8-GP N9-GP
» NN7088 NN7999
novo nordisk - - -
sc Anti-TFPI sc Anti-TFPI sc Anti-TFPI
NN7415 NN7415 NN7415
FEIBA NF BAX326
[ Advate (3 gen. rFVIIl) J [ Prophylaxis ] [ me-too rFIX ]
; BAX817
[ Recombinate (1 gen. rFVIII) J [ ]
me-too rFVila
Baxter
BAX855
LA PEG-rFVIII
BAX499 BAX499 BAX499
sc TFPI inhibition sc TFPI inhibition sc TFPI inhibition

Kogenate FS (2 gen. rFVIII) [ rFVIIIBe;A;(nXIIégue }

Kogenate PF (3 gen. rFVIII)

BAY94-9027
LA PEG-rFVIII

LA rFVII LA rFIX

 biogen idec

Xyntha/Refacto AF (3 gen. rFVIIl) rFVlla analogue

[ CB813d ] [ Benefix (rFIX) ]

=<

Helixate FS (2 gen. rEVIII)

CSL689 CSL654
rFIX:Albumin fusion, LA rFIX

rFVlla:Albumin fusion, LA rFVila

CSL

CSL627
Single-chain rFVIII

)
)
)
rFVIII:Fc fusion } [ rFIX:Fc fusion }
)
)
)

[ Launched } [ Clinical pipeline } LA: Long-acting, sc: subcutaneous

Fuente: Competitive Intelligence, Junio 2012
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Un total de 14 lanzamientos dentro de los préximos 5 anos

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

BAX817 - SF rFVIIa, me-too (Baxter) $
OBI-1 - rpFVIII, acquired H. (Inspiration) $
OBI-1 - rpFVIII, congenital H. (Inspiration) ‘
BAY VII — rFVlla analogue (Bayer) ‘
CB813d - rFVlla analogue (Pfizer) ‘
CSL689 — rFVIila:Albumin fusion (CSL) ‘

Octagenate - rFVIII (Octapharma) &
Kogenate PF - rFVIII (Bayer) ‘
rFVIII:Fc (Biogen Idec) & gl
BAY94-9027 - PEGylated rFVIII (Bayer) 0 L g
BAX855 - PEGylated rFVIII (Baxter) j

CSL627 - Single-chain rFVIII (CSL)
GreenGene F - rFVIII (Green Cross) L ¢

IB1001 - FIX (Inspiration/Ipsen) ® &
BAX326 - rFIX (Baxter) ® ¢
rFIX:Fc (Biogen Idec) & o
CSL654 - rFIX:Albumin fusion (CSL) & *

Haemophilia with

inhibitors

i
=
S«
1S
9]
©
I

* o

Potential launch times as assessed by Competitive Intelligence. The applied assumptions can be obtained from the responsible analysts.
No attrition rate applied

®UsS &EU
Regulatory review time of 12 months (8 months for rFVIII:Fc & rFIX:Fc) is applied + 3 months to launch

Sources: Company reports, CI estimates, ClinicalTrials.gov




CLINICAL TRIALS AND OBSERVATIONS

Recombinant factor XIII: a safe and novel treatment for congenital factor XIII
deficiency

Aida Inbal,! Johannes Oldenburg,? Manuel Carcao,® Anders Rosholm,* Ramin Tehranchi,5 and Diane Nugent®

1Thrombosis and Hemostasis Unit, Rabin Medical Center, Petah Tikva and Sackler Faculty of Medicine, Tel Aviv University, Tel Aviv, Israel; 2Institute of
Experimental Haematology and Transfusion Medicine, University Clinic, Bonn, Germany; 3Haematology/Oncology, Hospital for Sick Children, Toronto, ON;
“Biostatistics, Novo Nordisk A/S, Copenhagen, Denmark; Medical and Science, Haemostasis R&D Portfolio, Novo Nordisk A/S, Copenhagen, Denmark;
SDepartment of Hematology, Children’s Hospital of Orange County/University of California, Irvine Medical School, Orange, CA

BLOOD, 31 MAY 2012 - VOLUME 119, NUMBER 22

El primer rFXIll para pacientes con déficit congénito de la
subunidad A del FXIII.

Ya esta finalizado el fase 3 con muy buenos resultados.

Submission for a market authorisation was made in Feb
2011 in the US, and in May 2011 for the EU
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Turecek PL, Schrenk G, Rottensteiner H, Varadi K, Bevers E,
Lenting P, llk N, Sleytr UB, Ehrlich HJ, Schwarz HP.
Structure and function of a recombinant von Willebrand
factor drug candidate. Semin Thromb Hemost. 2010

Jul;36(5):510-21.

Pharmacokinetics, Safety and Efficacy of Recombinant I .
Von Willebrand Factor (rVWF) in the Treatment of CllnlcalTrlals.gov

Bleeding Episodes in Von Willebrand Disease (VWD) R ——



CONCLUSIONES

* Multiples farmacos a punto de ser
comercializados

* Ensayos muy avanzados en farmacos con mayor
vida media que favoreceran la adherencia a la
profilaxis y el mejor desarrollo articular

* Mas dificil resolver los problemas de
inmunogenicidad y el elevado coste del T@
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