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ESPASMO VASCULAR

TAPON PLAQUETARIO
(Hemostasia primaria)
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El endotelio: envoltura anti-hemostatica

e Mecanismo fisico

Carga eléctrica negativa

e Mecanismos quimicos

Sustancias antiagregantes:
prostaciclina, ON, ADPasa

Sustancias anticoagulantes:

heparan sulfato, PC, TFPI
Profibrinoliticos: t-PA

Endotelio

Luz de la
arteriola

novo nordisk”



El subendotelio garantiza la hemostasia local

@ D

Other

o e El subendotelio es
expuesto a la
circulacion

TF* Collagen

*TF = Tissue Factor
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El subendotelio garantiza la hemostasia local

~
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TF* Collagen fcaJEP:rrs
Thrombin

o

AT

*TF = Tissue Factor

o

TFPI

El subendotelio es
expuesto a la
circulacion

Trombina
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Activacion plaquetar

Granulo o
Granulo denso

FibrinSgeno

Factor de von
Willebrand
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Hemostasia primaria

-

TF* Collagen

/ /

Thrombin Activated Activated cti

platelet platelet la

Activated Activated Activated Activated
platelet platelet platelet platelet

‘p

*TF = Tissue Factor

e El subendotelio es
expuesto a la
circulacion

e Las plaquetas se
adhieren al lugar de
la lesion

e Las plaquetas se
agregan para
formar un trombo
plaquetario o
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“"Cascade, Waterfall Model of Coagulation”

Surface contact ’
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“"Cascade, Waterfall Model of Coagulation”

Surface contact
{1) KII-i- =X 11a
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"but the puzzle remained”

Los pacientes con déficit de sistema de
contacto no sangran

Los pacientes con déficit de FVII sangran

El FT juega un papel predominante en el
inicio de la coagulacion

El complejo VIIa/FT es un potente
activador del X

Entonces épor qué sangran los
hemofilicos?

novo nordisk”



“"Cascade, Waterfall Model of Coagulation”
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Modelo celular de la coagulacion

Thromb Hasmost 20601 ; £3: 93865 1 2001 Schattaver GmbH, Stuttgart

Fewview Article
A Cell-based Model of Hemostasis

Maureane Hoffman, Dougald M. Monroe 1

Pathology and Laboratorny Medicine service, Durham WA and Duke Univarsity Madic al Centers,
Durham, NC, UsA, and Division of Hematology/Oncology, Departmeant of Madicine,
The Univarsity of Morth Carolina, CThapsel Hill, NC, UsA

® Complejo factor tisular-VIIa

® Superficies celulares
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Modelo celular de la coagulacion

PR

Prothromibin
+ activates '

various factors

Throm in\\

Va

Flex(-10" "ssc

eMb: difusion transversa
“flip-flop”

eCambio Fosfatidilserina

VIII. —— VIIIa eAnclaje de cofactor
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Modelo celular coagulacion -
platelet platelet platelet
Complejo Complejo
INa

Tenasa P‘r‘otrqmblna"sa

Explosion
Trombina
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2 ideas importantes

ELSEVIER

HEMATOLOGY

Seminars in

Platelet Tissue Factor:
How Did It Get There and Is It Important?

Nigel S. Key

Recently, the presence of functionally active tissue factor (TF) in platelets has been
reported by several groups. In this location, TF is postulated to play an important role in the
propagation phase of thrombus formation. Although the existence of platelet TF still
remains controversial to some extent, a review of the current literature proposes at least
three distinct sources of "platelet-associated TF" in those laboratories that have reported
its presence: (1) TF that is taken up in the form of circulating microparticles, usually derived
from monocytes: (2) TF stored in the a-granules of platelets that may have been taken up
and/or endogencously synthesized; and (3) TF that is synthesized and expressed on the
plasma membrane of mature platelets. These pathways are not mutually exclusive, and the
dominant mechanism may depend on the state of platelet activation and, possibly, on other
host factors that differ in physiological hemostasis versus pathological thrombosis. This
brief review will summarize the state-of-the-art understanding on the origins and possible
role of platelet TF.

Semin Hematol 45(suppl 1):516-S20 © 2008 Elsevier Inc. All rights reserved.
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Jowrmal af Throwbosl s amd Hamseostad e, 1= 15041514

Otras acciones de la

What is all that thrombin for?

L
tromblna K. G. MANN, K. BRUMMEL and 5. EUTEMAS

Dreparirrent of Blocheniisley, Uhiversily aof VYermond, Colege of Medidne, Sarbnglon, VT, US4

Ta cite this article: Mann K5, Bromemed B Bulenas 5 What i 2l fal thramsin Tar? § Theomd Meemos! 2003 1: 1504-14

e La formacioén de fibrina ocurre al inicio de la fase de propagacion, cuando
la explosion de trombina en la superficie plaguetaria esta tan solo
empezando

e >959% de la trombina se genera tras la formacion del coagulo

e La trombina tiene otras acciones
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Modelo celular de la coagulacion

Surface

Tissue factor
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FXIII: Estabilizador de fibrina

n Fibrinogen —2Mbin__ n Fibrin =3 ® (Fibrin),, clot

oM urea

fibrinogen
3 " “ n ~
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Modelo celular de la coagulacion

x1

Surface

>N
Prekallikrein
HMWK

Tissue factor
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Plasminogen

Plasmin

+

-

Fibrinolysis

Antifibrinolytics
tranexamic acid,
aminocaproic acid

Plasmin inhibitors
aprotonin
{Trasylol®)

Fibrin

Degradation
Products
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TERAPIA SUSTITUTIVA
 Plasma fresco congelado

o PCC

e Fibrindgeno

e Concentrados de factor
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~NUEVAS DIANAS
TERAPEUTICAS
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Métodos para prolongar la vida media

~ Pegilacion
Unidn a
albimina N ,
Unién a _gl l @ —
= — Lty - interast
Fc-1gGl S
Union a Ac. s ~
polisialico i

Modificacidn secuencia
proteica

~ e B —200

e kDa
S0 kDa

MllE-SingleChain
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TERAPIA SUSTITUTIVA
Plasma fresco congelado

o PCC

e Fibrindgeno

e Concentrados de factor
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AGENTES BY-PASS

UEVAS DIANAS o rFVIla
TERAPEUTICAS . PCCa

e rpFVIII
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rFVIIa. Mecanismos de accion

FVlla/TF E d
complex N = 7 tissue factor 2SS = =
- AR AN . A A AT *

Therapeutic
(high) levels of
NovoSeven®

Activated Activated
platelet platelet
E = Tissue Factor / &F = Tissue Factor /

Physiological
levels of
Factar Vila

« NovoSeven® se une al FT expuesto con « Una concentracion mayor activa el complejo
gran afinidad. protrombinasa intrinseco plaquetario
. Dosis “fisioldgicas” . Efecto by-pass con dosis “farmacolégicas”
. Mecanismo de accidén sustitutivo . Perfil de seguridad
Q
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rpFVIII (susoctocog alfa)

e Celulas BHK, medio sin proteinas animales
e Nanofiltracion y solvente-detergente

e Monitorizacion por método coagulativo
e PK. Vida media similar al FVIII. Recuperaciones erraticas

e Reactividad cruzada 33 - 56%
e Inmunogenicidad

e Dosis altas, envases pequenos.
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Nuevas dianas terapéuticas

Presentation title

Product Company Technology Stage of development Main characteristics
rFvlla-FP CSL Behring Fusion protein Phase lIf lll study ongoing Prolonged half-life (8.5 h)
(Marburg, Germany) with albumin
ACE910 Chugai Chimeric bispecific Phase | study ongoing Prolonged half-life (2 wk)
Pharmaceuticals/La humanized antibody (interim analysis published) | 5C weekly administration
Roche Hoffman reduced ABR
(Tokyo, Japan) in hemophiliacs
Concizumab | Novo Nordisk Humanized monoclonal | Phase | studies Prolonged half-life
(Bagsvaerd, Denmark) antibody (Explorer 1-3) (31.1-74.2 h)
SC or IV administration
improved thrombin
generation and reduced
TFPI levels for = 14
d in hemophiliacs
ALN-AT3 Alnylam Pharmaceuticals | siRNA Phase | study SC administration
(Cambridge, MA) (interim analysis improved thrombin
published) generation,
whole blood clot
formation, and reduced
antithrombin levels to 20%
in hemophilia patients

Date 29
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Concizumab

’fconcizumab

i’e

Trombina

2
[ Fibrindgeno ]‘[ Fibrina ]
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Emicizumab Fitusiran

ALn AT it D

[SIRNA GENAC CoNjUGats) /7,—-\_
=3

FVilla

Bispecific antibody

£ 3 &5

Phospholipid membra

. _ ...Silencing Antithrombin gene...
...mimicking FVIII function... &
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2 grandes ventajas de las nuevas moléculas

e Prolongacion de la vida media

e Administracion subcutanea

¥
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Nuevas dianas terapéuticas

Presentation title

e FYa - Bicengineered Preclinical phase Increased thrombin
FVa vanant generation in acquired
hemophilia models
Synergistic effect with
rFVila
Fra'® - Bioengineered Preclinical phase Longer lasting plasma
zymogerlike activity than wild-type
FXa variant FXa (60 min Vs. T min)
Increased thrombin
generation in hemophilia
models
FXI CSL Behring Plasma-derived Preclinical phase Long half-ife (9 d)
(Marburg, Germany) product Improve clot stability
alone or in association
with rFVila

Date 33
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