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IO Figura 1. Modelo de la activacion de la coagul'.:x" : 6n : '

IX basado en el inicio de la misma a partir de las células
endoteliales y el factor tisular.
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FARMACOS
ANTICOAGULANTES

* Nos permiten manejarnos bajos dos
estrategias terapéuticas distintas una
preventiva llamada TROMBOPROFILAXIS y
otra terapéutica llamada ANTICOAGULACION

Anticoagulantes
Inyectables Orales
Heparina no Inhibidores Antagonistas Inhibidores
fraccionada Indirectos del Fxa Vitamina K Directos del FXa
3 : Fondaparinux Acenocumarol Rivaroxabdn
Heparinas de Bajo ldraparinux Warfarina Apixabdn
Peso Molecular Idraparinuxbiotinilado Edoxabdn
Eanapa".na Inhibidores
Nadroparina Di et
Daltagerine irectos de la
Bemiparina Trombina

Tinzaparina

Dabigatran
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Los anticoagulantes conlleva beneficios como reduccion de la extension de un
trombo y riesgos como hemorragias potencialmente fatales

b " Es importante reconocer y
mitigar el riesgo de danos de
los anticoagulantes

Por lo que el objetivo de la presentacion es centrarnos en el manejo optimo de la
anticoagulacion para prevenir y tratar enfermedad tromboembolica venosa
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Table 2 - Recurrent VTE Risk Stratification

20210 mutation
and factor V Leiden

or homozygous
factor V Leiden)

High Risk Moderate Risk
VTE within past 3 | VTE within past
months 3-12 months
Confirmed defi-
ciency of protein | Heterozygous
C, protein S, or factor V Leiden
antithrombin

: - Heterozygous pro-
Antiphospholipid

: thrombin 20210
antibody syndrome mutabion
Multiple thrombo-
philic abnormalities | History of recurrent
(e.g., compound  |VTE
heterozygous
for prothrombin

Active cancer

Low Risk

Mo VTE within the

last 12 months
and no other VTE

risk factors
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CRITERIOS DE HOSPITALIZACION PARA TVP
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Dolor intenso en el miembro afectado;
Signos de flegmasia ceruleans;
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- ... b4 Signos de isquemia en el miembro inferior;
b Alto riesgo de sangrado con la terapia anticoagulante;
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En pacientes tratados con ETV de forma ambulatoria vs hospitalaria se reduce el riesgo de TEP RR 0,64;95% IC 0,44-0,933
Y se reduce el riesgo de sangrados RR 0,67; 95% 1C 0,33-1,36
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CRITERIOS DE SEVERIDAD TEP

Existen los criterios del score de seguridad de
tromboembolismo pulmonar con Score PESI y PESI
simplificado

Tabela 1. Pardmetros utilizados no Pulmonary Embolism Severity Index para a estratificagdo de risco de mortalidade
geral em 30 dias apos um episddio de tromboembolia pulmonar aguda.

Parametros Versao original Versao simplificada
Idade, anos + N anos 1 ponto (se > 80 anos)
Sexo masculino + 10 pontos -
Cancer + 30 pontos 1 ponto
Insuficiéncia cardiaca + 10 pontos 1 ponto
DPOC + 10 pontos
FC > 110 bpm + 20 pontos 1 ponto
PAS < 100 mmHg + 30 pontos 1 ponto
FR > 30 ciclos/min + 20 pontos -
Temperatura < 36°C + 20 pontos
Estado mental alterado + 60 pontos -
Sp0, < 90% + 20 pontos 1 ponto
Estratificac@o de risco (somatorio de pontos)
Classe | < 65 pontos 0 ponto
Classe Il 65-85 pontos
Classe lll 86-105 pontos > 1 ponto
Classe IV 106-125 pontos
Classe V > 125 pontos

PAS: pressao arterial sistolica.

En pacientes tratados con ETV de forma ambulatoria vs hospitalaria se reduce el riesgo de TEP RR 0,64;95% IC 0,44-0,933
Y se reduce el riesgo de sangrados RR 0,67; 95% IC 0,33-1,36
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CONSIDERACIONES ANATOMICAS

* Pacientes con TVP en miembros inferiores de predominio distal sin sintomas
severos ni factores de riesgo se sugiere: estudio ecografico seriado a las dos
semanas del diagndstico

* Sia2semanas en la ecografia control no hay extensidon del trombo NO se
recomienda la anticoagulacidn; S| hay progresidon proximal del trombo se
iniciara tratamiento con anticoagulacion

e Pacientes con TEP con datos clinicos de inestabilidad hemodinamica
ameritan fibrinolisis en la atencion aguda del paciente




OBIJETIVOS DE

Antithrombotic Therapy for VTE Disease (@ cwsiomss]
Second Update of the CHEST Guideline and Expert Panel Report Optimal Management of Anticoagulant Therapy

El tratamiento inicial del tromboembolismo e o seed oo o e e v
venoso (TEV) persigue 3 objetivos: e . £ i W0; P . W 4 1, '

H . ASH CLINICAL PRACTICE GUIDELINES
“N@)®: VENOUS THROMBOEMBOLISM (VTE)

CHEST

Js

i Bounameaux, MD; Educational Slides Set
Kearon, MD, PhD;

in, MD; @

American Society of Hematology 2021

, MD; Philip S. Wells, MOD; a

* Limitar el crecimiento del trombo fresco
(minimizando el riesgo de embolismo)

ESC GUIDELINES
@ ESC European Heart Journal (2020) 41, 543603 RO

CLINICAL GUIDELINES ¢ blood advances o Coriiag " doH01093leurhearehzios g’
e Reducir la ca rega trombodtica actual 2019 ESC Guidelines for the diagnosis and
American Society of Hematology 2020 guidelines f t of .
(aliviando o sintomas) Amrcn Sty f ey 2020 el o g management of acute pulmonary embolism
pulmonary embolism developed in collaboration with the European
Respiratory Society (ERS)
* Facilitar la lisis del trombo residual Pulmonary embolism of the Earopean Sociey of Cardielogy (ESC)
(reduciendo la incidencia de sindrome
postrombotico).
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Ventajas de la heparina de bajo peso molecular

sobre la heparina no fraccionada

e Vida media mas larga (8-12 h en administracion subcutanea)

* Mejor biodisponibilidad por via subcutanea (90%)

® Pueden administrarse a dosis fijas, ajustadas en funcion del peso del
paciente, sin necesidad de monitorizacion (con la posible excepcion
de insuficiencia renal)

Menor riesgo de osteoporosis, trombocitopenia y hemorragia
Permiten el tratamiento ambulatorio

Menor coste econdmico

CLINICAL GUIDELINES

Osakidetza

American Society of Hematology 2020 guidelines for management of
venous thromboembolism: treatment of deep vein thrombosis and
pulmonary embolism

Enoxaparina dosis 1 mg/kg cada 12 horas por 3 dias seguido de
Antagonistas de Vitamina K hasta obtener un valor de INR de 2-3.

Tratamiento de la enfermedad tromboembolica venosa. Equivalencias.

Bemiparina Dalteparina Enoxaparina Nadroparina Tinzaparina Fondaparinux
(HIBOR R) (FRAGMIN ®) (CLEXANE ®) (FRAXIPARINA) | (INNHOEP ®) (Arixtra ®)
Posologia 100UI/kg/12h 1mg/kg/12h 85,5Ul/kg/12h
recomendada 115 0 0] 0] 175UVKg/24h s mg/24h
Ul/kg/24h 200Ul/kg/24nh* 1,5mg/kg/24h | 171Ul/kg/24h (0,6 ml/24h)
(*Max. 18.000UI)
PESO Bemiparina Dalteparina Enoxaparina Nadroparina Tinzaparina | Fondaparinux
(HIBOR ®) (FRAGMIN R) (CLEXANER) (FRAXIPARINAR) | (INNOHEP R) (Arixtra R)
< 50Kg 5.000 Ul 5.000 Ul (0,2 5 mg/24h
(0,2ml/24h) ml/12h) 0,4 ml (3.800 (0,4 mi/24h)
10.000 Ul ul)/12h
(0,4ml/24h)
60 mg (6.000 UI)
50-70Kg 7.500 UI 12.500 Ul (0,6ml/12h) 0,6 ml (5.700 | 0,5mi(10.000 | 7,5 mg/24h
(0,3ml/24h) (0,5ml/24h) ul)/12h ul)/24h (0,6 ml/24h)
100 mg (10.000 Ul) |F 0,6 mi (11.400
(1 ml/24 h) Ul)/24h
>70Kg 71-100 kg: 7.500 UI 80 mg (8.000 UI)
10.000 (0,3ml/12h) (0,8ml/12h) 0.8mi(7.600 [ O0,7mi(14.000| 7,5 mg/24
Ul{0,4ml/24h) 15.000 Ul 120mg (12.000 UI) ul)/12h ul)/24h h**
101-120 kg: (0,6ml/24h) (0.8ml/24h) F 0,8ml (15.200 (0,6 mi/24h)
12.500 UI (0,5 Max.: 18.000 Ul ul)/24h
mi/24h ) (0,72ml/24h)
>120 kg
115 Ul/kg/24h)
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Tabla orientativa de ajuste de la Dosis Total Semanal (DTS) segin INR

siempre que no exista un sangrado significativo

Aumentar la DTS un 10%, subiendo la dasis el primer dia
y control en 1-2 semanas.

lgual DTS, y control en 2 semanas

lgual DTS, y control en 2 semanas

No tomar la dosis el primer dia o reducir laDTS un 10% y
control en 1-2 semanas.

INR<18

INR1,8-19
INR3,1-3,4

INR3,5-49

INRS-8

INR >8

Suspender acenocumarol 1 o 2 dias, y realizar un control
en 2-5 dias; ajustar la dosis cuando el INR esté en rango.
Siexiste riesgo hemorrdgico (sangrado significativo previo
con INR en rango o HAS-BLED =3) no tomar 1 dia y dar
vitamina K 1-2 mg vo y control en 1-2 dias

Suspender acenocumarol, dar vitamina K 2 mg wo vy
control en 24-48 horas; ajustar la dosis cuando el INR
esté en rango.

Si presenta complicaciones hemorragicas graves enviar
al Servicio de Urgencias del Hospital.
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RE-COVER I y Il ~ EINSTEIN DVT y PE . Hokusai |

.Crlterl.(fs de IRy T,EP confirmada TVP y TEP confirmada TVP y TEP confirmada TVP y TEP confirmada
inclusion Tratamiento 6 meses
Trombectomia / Trombolisis | Trombectomia / Trombolisis
Trombectomia / Trombolisis Trombectomia / Trombolisis Otra indicacion de VKA Otra indicacion de VKA
Otra indicacion de VKA Otra indicacion de VKA CrCl <25ml/min Cr >2.5mg/dL CrCl <30ml/min
Sintomas > 14 dias CrCl <30mli/min Sangrado (riesgo de) Sangrado (riesgo de)
CrCl<30ml/min Sangrado (riesgo de) Enf. Hepética activa Enf. Hepatica activa
Criterios de Sangrado (riesgo de) Enf. Hepética activa Embarazo (riesgo de) Embarazo (riesgo de)
5 Enf. Hepatica activa Embarazo (riesgo de) <6m de tratamiento Heparina >48 horas
exclusion Embarazo (riesgo de) Expectativa de vida <3m Céancer Warfarina 1 dosis
Inest. Hemodinamica Inhibidores / Estimuladores Expectativa de vida <6ém Cancer
Expectativa de vida <6m de CYP3A4 Trombocitopenia Antiagregante plaqg.
Antiagregante plaquetario Heparina >48 horas Anemia <9mg/dL ASA >100mg
Aspirina >100mg Warfarina 1 dosis Heparina >36 horas Inhibidores P-gp
Warfarina 2 dosis

Antithrombotic Therapy for VTE Disease Second Update of the CHEST Guideline and Expert Panel Report 160#6 CHEST DECEMBER 2021



TRATAMIENTO DE TROMBOSIS VENOSA
PROFUNDA....Papel de DOACs

RE-COVER Il

EINSTEIN DVT | EINSTEIN PE

RE-COVER |

W D w D yhe ./ VKA./ Lo ‘/ Warfarina E
Heparina Heparina Heparina
Aleatorizado doble ciego Aleatorizado abierto Aleatorizado doble ciego | Aleatorizado doble ciego
Enfermedad TVPy TEP TVP TEP TVPy TEP TVPy TEP
15mg ¢/12hrs X 21 dias 10mg ¢/12hrs X 7 dias
150mg ¢/12 hrs = 20mg ¢/24hrs > Smg ¢/12hr 60mg c/24hrs
7 meses 3-6-12 meses 7 meses 12 meses
No. de pacientes 1266 1273 1288 1280 1718 1731 2413 2419 2704 2691 4122 4118
Edad (afios) 54.4 550 | 551 54.7 564 55.8 575 579 56.7 57.2 55.9 55.7
+16.2 #1558 #1631 £162 | X163 £164 | 72 | £/3 +16.0 +16.0 +16.2 +16.3
exo (% hombres) 58.9 58 61.2 61 56.3 574 517 541 59.1 58.3 57.2 57.3
Anticoag. Parent. Si Si Si St Si No Si No Si No Si Si
Ol.netn.vo Rismanio ge ETV recurrente y muerte a 6 meses ETV recurrente EIVTecliTRiRe Y Inde e ETV recurrente
Eficacia relacionada
Hemorragia mayor / Hemoragia mavor Hemorragia mayor /
No mayor relevante No mayor relevante

No inferioridad de A vs W en el
desenlace de TVP recurrente o
muerte
2.3% vs2,7 % p <0,001
AMPLIFY ext. Dosis de 2,5y 5 mg
cada 12 fueron efectivas en eficacia
con mayor riesgo de sangrado con
5mg

No inferioridad de E vs W,
3,2% vs3,5% p <0,004

Objetivo Primario de Hemorissta Mavor
Seguridad X
No inferioridad de D vs W
2.4% vs 2,1% p <0,001 o inferioridad de R vs W
2.1% vs3% p <0,001

EINSTEIN ext. Superior eficacia
sin aumento de sangrado mayor
pero con aumento de sangrado

no mayor

Antithrombotic Therapy for VTE Disease Second Update of the CHEST
Guideline and Expert Panel Report 160#6 CHEST DECEMBER 2021
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American Society of Hematology 2020 guidelines for management of
venous thromboembolism: treatment of deep vein thrombosis and
pulmonary embolism

DURACION DEL TRATAMIENTO
ANTICOAGULANTE

Diagnosis of DVT/PE
Decision point for (1) stopping anticoagulation,

or (2) continuing for secondary prevention
Initial Management

il l

Primary Treatment Secondary Prevention

€~ 3 t0 6 months =———————3p € Planned indefinite duration =——3

\

First 5-21 days after diagnosis

Table 3. Risk factors and venous thromboembolism

Transient risk factors (risk factors that resolve after they have provoked VTE)*

Major transient risk factors (occur within 3 mo of VTE diagnosis); examples
include:

Surgery with general anesthesia for =30 min
Confined to bed in hospital for =3 d with an acute illness (“bathroom privileges” only)
Cesarean section

Minor transient risk factors (occur within 2 mo of VTE diagnosis); examples
include:

Surgery with general anesthesia for <30 min

Admission to hospital for <3 d with an acute illness

Estrogen therapy (eg, oral contraceptives, hormone replacement therapy)
Pregnancy and puerperium

Confined to bed out of hospital for =3 d with an acute illness

Leg injury associated with decreased mobility for =3 d

Chronic (persistent) risk factors (risk factors that persist after the development
of VTE)t

Active cancer (eg, ongoing chemotherapy; recurrent or progressive disease)
Inflammatory bowel disease

Autoimmune disorders (eg, antiphospholipid syndrome, rheumatoid arthritis)
Chronic infections

Chronic immobility (eg, spinal cord injury)

Patients may present with =1 transient risk factor or a combination of transient and
chronic risk factors. Nonenvironmental risk factors for VTE include hereditary thrombophilia,
older age, and male sex. These variables typically exhibit a low relative risk for VTE but may
be useful in combination with acquired risk factors when considering an individual patient’s
risk for recurrence. Other acquired variables that confer a very weak risk for recurrence
(OR < 2), such as obesity, varicose veins, or laparoscopic surgery, are not considered
significant risk factors individually, but they may have an additive effect when combined with
other risk factors listed above. Adapted from Kearon et al*®” and Konstantinides et al*®®
with permission.

*For patients with VTE and a major transient risk factor =3 months prior to the VTE or
a single minor transient risk factor =2 months prior to the VTE, clinical judgment is
essential when considering the contribution of this variable to the initial VTE and the risk of
recurrence.

tChronic risk factors may fluctuate over time (eg, curative treatment of cancer or clinical
waxing and waning of an autoimmune disorder), which may impact the relative risk of
recurrent VTE. Active cancer is addressed in a future guideline document from ASH and is
not considered in this article.



’I'] Check for updates

CLINICAL GUIDELINES ¢ blood advances

El riesgo de recurrencia de un paciente con enfermedad
trombombdlica venosa y diopatica y un dimero D

American Society of Hematology 2020 guidelines for management of negativo al final de tratamiento es de 3,5%

venous thromboembolism: treatment of deep vein thrombosis and El riesgo de recurrencia si el paciente tiene un dimero D
ulm mboli

PHITONALY EmBOtsm elevado es de 8.9%

CONSIDERACIONES PARA DEFINIR | |
TERAPIA PROLONGADA g de recurroncia de enformedad

tromboembdlica sin embargo dichos hallazgos no
han sido coincidentes en distintos estudios

’
- D- Dimero
Residual vein thrombosis for assessing duration of anticoagulation

after unprovoked deep vein thrombosis of the lower limbs:

The extended DACUS study
- - Sergio Siragusa,'* Alessandra Malato," Giorgia Saccullo,' Alfonso lorio,? Mauro Di lanni,?
r0| I l OS|S re5| u a Clementina Caracciolo," Lucio Lo Coco,' Simona Raso,' Marco Santoro,’ Francesco Paolo Guarneri,*
Antonino Tuttolomondo,* Antonio Pinto,* lliana Pgepe," Alessandra Casuccio,” Vincenzo Abbadessa,’
Giuseppe Licata,* Giovan Battista Rini,® Guglielmo Mariani,’ and Gaetana Di Fede’
’ 2 S These results indicate that in patients without RVT, a short period of treatment with a VKA is sufficient; in
G u la S d e o red 'CC' O n those with persistent RVT, treatment extended to 2 years substantially reduces, but does not eliminate, the risk
of recurrent thrombosis. Am. J. Hematol. 86:914-917, 2011. © 2011 Wiley-Liss, Inc.




CONSIDERACIONES PARA

Residual Venous Obstruction, alone and in
Combination with D-Dimer, as a Risk Factor for
Recurrence after Anticoagulation Withdrawal

DEFINIR TERAPIA PROLONGADA  feroonstudy o oror oo

Score DASH
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5 § 0.2 -
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% $ 0.9
3
E 005+
© m

Score Vienna

B. Cosmi ™*, C, Legnani®, A. lorio®, V. Pengo ©, A. Ghirarduzzi ®, S, Testa®,
D. Poli’, A. Tripodi ¥, G. Palareti *, for the PROLONG Investigators
(on behalf of FCSA, Italian Federation of Anticoagulation Clinics)"
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Figure4 Cumulative incidence of main outcomes according to the combination of residual venous obstruction (RVO) and

D-dimer (D).



CONSIDERACIONES PARA DEFINIR TERAPIA
PROLONGADA

Men and Vienna Risk
HERDOO Model

Gender
D-Dimer X X X
¢ A 2

CLINICAL GUIDELINES blood advances Signs of Post-Thrombotic X

Syndrome
American Society of Hematology 2020 guidelines for management of Obesity X
venous thromboembolism: treatment of deep vein thrombosis and
pulmonary embolism Age X

Location of DVT/PE X
Provoked? X

CMAJ 2008;179:417-426
Circulation 2010; 121:1630-1636
J Thromb Haemost 2012; 10: 1019-1025



* Para la terapia extendida las guias proponen mantener un INR entre
2 — 3 cuando el paciente utiliza AVK

CONSI DERACION ES * En el estudio RIETE se investigd el uso de anticoagulantes directos
PARA EL TRATAM I ENTO versus anticoagulacion estandar en pacientes fragiles; definiendo

como fragilidad a todo paciente mayor de 75 afios, con un peso menor
DE I VP de 50 kg y una TFG menor de 50 cc/min

* Sin embargo estudios EINSTEIN CHOICE y AMPLIFY

EXTENSION documentaron que no existia inferioridad con respecto a
los AVK cuando se disminuia la dosis de Rivaroxaban 10 mg OD y
Apixaban a 2,5 mg cada 12 horas.

CHEST
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[ Pulmonary Vascular Guidelines and Consensus Statements
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Christopher S. King, MD; Andrew J. Knighton, PhD; E Susan Murin, MD; @

Janine R. E. Vintch, MD; Philip 5. Wells, MD; and Lisa K. Mooras, MD
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How | Treat

How I assess and manage the risk of bleeding in patients
treated for venous thromboembolism

Frederikus A. Klok and Menno V. Huisman

Depanment of Medicine-Thrombosis and Hemostasis, Leiden University Medical Center, Leiden, The Netherlands

Risk factors
Age
Age =60 y
Age >65y
Age >75y
WHO grade 1
WHO grade 2 to 3
Low physical activity*
Previous bleeding
Recent major bleeding
Active cancer*
Metastatic cancer
Renal failure/insufficiency*
Liver failure*
Thrombocytopenia*
Previous stroke
Diabetes*
Anemia*
Hemoglobin level*
Antiplatelet therapy*

Poor anticoagulant
control*

Comorbidity and reduced
functional capacity

Recent trauma or surgery

Frequent falls*

Alcohol abuse*

Nonsteroidal anti-
inflammatory drug*

Male patient with
uncontrolled
hypertension*

History of hypertension*

Blood pressure >160
mmHg*

Male patient with anemia*

History of cardiovascular

disease
Body surface area <2 m?

Female sex
Black or Asian race
Clinically overt PE

ACCP risk

table®

X

X X X X X X X X

xX X

x

xX X X X

VTE-

1.5 points

1.5 points
2 points

1.5 points

1.5 points

1 point

1.6 points

2.2 points

1.3 points

RIETE*®

1 point

2 points
1 point

1.5 points

1.5 points

1 point

Einstein
model**

Hokusai
model**

1 point

1 point

1 point
1 point

1 point

Nieuwenhuis®

1 point
2 points

2 points

1 point

2 points

Score according
to Seiler®”

2 points
1 point

1 point

1 point

1 point
1 point

Risk stratification
Low risk
Intermediate risk
High risk

0 risk factors
1 risk factor
=2 risk
factors

<2 points

=2 points

0 points
1.3 to 2.9 points
>2.9 points

0 points
1 to 4 points
>4 points

Model provided
by the authors

No threshold
provided

0 to 2 points
2 to 4 points
=5 points

0 to 1 points
2 to 3 points
=4 points

Bleeding event

Definition of major
bleeding

Bleeding events formally
adjudicated

N/A

N/A

ISTH major’”

Yes

=2 g/dL drop in
hemoglobin, requiring
transfusion of =2 units
of blood, intracranial or
retroperitoneal
location, or warranting
permanent treatment
discontinuation

Yes

Investigator-reported
overt bleeding
requiring transfusion of
=2 units of blood,
intracranial or
retroperitoneal or
spinal location, or
leading to death

No

ISTH major””

Yes

ISTH major”

Yes

Bleeding that leads to
death, to interruption of
treatment, to blood
transfusion, or to a
decrease in hemoglobin
level of >2.42 g/dL (1.5
mmol/L)

No

ISTH major””

Yes




ANTICOAGULACION EN FIBRILACION
AURICULAR NO VALVULAR

CHADS; and CHA,DS,-VASc score for stroke risk and HAS-BLED

score for bleeding risk on oral anticoagulation in atrial fibrillation (AF)

HAS-BLED acronym
CHADS; acronym CHA;DS,-VASc acronym Bleeding risk of patients on
for risk of stroke for risk of stroke anticoagulation for stroke
prevention
Feature Score Feature Score Feature Score
(Congestive) Heart failure 1 Congestive heart failure 1 ( Sysgﬁgzr}es%sig:m 9) 1
Hypertension 1 Hypertension 1 Abnormal renal function 1
Aged 265 years 1 Age 275 years 2 Abnormal liver function 1
Diabetes mellitus 1 Diabetes mellitus 1 Stroke in past 1
Stroke/ TIA 2 Stroke/ TIA/ Thrombo-embolism 2 Bleeding 1
Vascular disease 1 Labile INRs 1
Age between 65 and 74 years 1 Elderly (age 265 years) 1
Eerale 1 Drugs ’(\?g;ijpolz;elet or 1
Alcohol intake at same time 1
Maximum score 6 Maximum score 9 Maximum score 9

INR: International normalized ratio; NSAIDs: Nonsteroidal anti-inflammatory drugs; TIA: Transient ischemic attack

« <65 ylo, CHADS,;score =0 ; with NO coronary, aortic or peripheral arterial disease: NO antithrombotic therapy required

« <65ylo, CHADS,score =0 ; plus arterial disease (coronary, aortic or peripheral arterial disease): Consider ASA 81 mg daily

« 65 ylo or CHADS,score 21: Start NOAC (either apixaban, dabigatran, rivaroxaban, edoxaban or warfarin [INR 2-3])

« CHA,DS,-VASc score: >1: Start OAC Start OAC; either dabigatran or apixaban or rivaroxaban or edoxaban or warfarin [INR 2 — 3]

« HAS-BLED Score > 3: Significant enough increased one year bleeding risk on anticoagulation to warrant caution, and review of
risk/benefit ratio.

Ref: Andrade JG, MD, Verma A, Mitchell LB. 2018 Focused Update of the Canadian Cardio' lar Society Guidelines for the M: of Atrial
Fibrillation Can J Cardiology 2018; 34: 1371-1392
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Gregory ¥. H. Lip, MD; Amitava Banerjee, MD, DPhil; Giuseppe Boriani, MD, PRD; Chemn en Chiang, ™MD, PhD;
Ramiz Fargo, MD, FCCP; Ben Freedman, MD, PhD; Deirdre A. Lane, PhD; Christian T. Ruff, MD, MPH;
Mintu Turakhia, MO, David Werring, PhD; Sheena Patel, MPH, and Lisa Moores, MD, FCCP

Step 1 Identify low-
risk patients

*Address modifiable bleeding risk factors in all AF patients.
Step 2
SO Calculate the HAS-BLED score.
in all AFm;;ﬂ(i:ngAw?m o ﬁ?LEDm;:a' rmrai oW ::: W I e e T TABLES | The SAMe-TTR; Score' "'
=1 additional stroke pa o jin.is Acronym Risk Factors Paints
risk factors® S Sex (female) 1
High bleeding risk scores should not be used as a reason to withhold OAC. A Age (< 60 y) 1
- J Me Medical history (= 2 from: hypertension, diabetes mellitus, coronary artery 1
CLOIAITOIT ISP SPE SIS et LL SRS DO 03 S S U O L S £ LB R S ST UG LI L0 E R A S L SR T S S P IS LR T L L disease/myocardial infarction, peripheral arterial disease, congestive heart
{} a P . failure, previous stroke, pulmonary disease, and hepatic or renal disease)
NOACSs generally SAMe-TT,R, T Treatment (interacting drugs [eg, amiodarone]) 1
recommended as first score >2 T Tobacco use (within 2 y) 2
;np;ns corvia | L line therapy for OAC SAMe-TT,R, NOAc R Race (non-white) 2
AR —————— score 0-2 .. Otherwise, regular Maximum score 8
thera;h)g‘mc ) i [f considering VKA, ! VKA treatment review/frequent INR
g i calculate —— (eg, warfarin) checks/ counselling for
\  SAMe-TT,R, score ' ... or NOAC VKA users
: Rationale: < r : H
' Step 1: CHA,DS,-VASC score has superior sensitivity and thus can identify low risk patients reliably ; Acenocumarol 2-4 mg/dla + Enoxaparina 1 mg/dla
' (see Recommendations 1 and 2 for further rationale). )
| Step 2: Higher bleeding risk scores lack specificity given the dynamic nature of bleeding risk. Highrisk | cada 12 horas en caso de CHA2DS2VASC >7 puntos
scores should be used simply to identify potential modifiable factors and patients who may need more :
frequent follow-up. )

Step 3: We recommend NOACS as first line therapy for OAC. If VKA therapy is being considered, the
SAMe-TT,R, score can be used to identify patients who are good candidates for this approach.
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Stroke %
Volume 31, Issue 4, April 2000; Pages 817-821 a’:‘;‘“""
https://doi.org/10.1161/01.STR.31.4.817 Association. Table 3. Outcome of Conventional- and Low-Dose Groups (Table view)
Conventional- Intensity Group | Low-Intensity Group
ORIGINAL CONTRIBUTIONS (n=55) (n=60)

Optimal Intensity of Warfarin Therapy for Secondary

Prevention of Stroke in Patients with Nonvalvular Atrial

Fibrillation

A Multicenter, Prospective, Randomized Trial

Takenori Yamaguchi and ! for Japanese Nonvalvular Atrial Fibrillation—Embolism Secondary

Prevention Cooperative Study Group
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* En pacientes que inician tratamiento con AVK con bajos niveles de INRy TTR menor de 65%
recomendamos la intervencion para la mejoria del INR o el switch a un anticoagulante directo.

* En pacientes en los cuales se documenta un sangrado no provocado o asociado a warfarina con
alto riesgo de sangrado se sugiere el cambio Apixaban, Edoxaban o Dabigartan porque han
documentado menor riesgo de sangrado en comparacion con la AVK

* Se sugiere hacer vigilancia para mantener INR entre 2 — 3; pero brindarle atencién al TTR
(Tiempo de Rango Terapeutico) que idealmente debe ser por encima de 70%

bjh EEErE

Comparison of international normalized ratio audit parameters
in patients enrolled in GARFIELD-AF and treated with vitamin
K antagonists
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Gregory Y. H. Lip, MD; Amitava Banerjee, MD, DPhil; Giuseppe Boriani, MD, PhD; Chern en Chiang, MD, PhD;
Ramiz Fargo, MD, FCCP; Ben Freedman, MD, PhD; Deirdre A. Lane, PhD; Christian T. Ruff, MD, MPH;
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TABLE 4 | Phase 3 AF Trials of NOAC vs Warfarin: Summary of Key Efficacy and Safety Results

Trial
RE-LY" ROCKET-AF ARISTOTLE™ ENGAGE AF-TIMI 48"
Dabigatran Dabigatran Warfarin Rivaroxaban Warfarin Apixaban Warfarin Edoxaban Edoxaban
150 mg 110 mg (n= 20/15 mg n= 5/25mg (n= 60/30 mg 30/15 mg Warfarin
tcome (n = 6,076) (n = 6,015) 6,022) (n = 7,131) 7,133) {n = 9,120) 5,081) {n = 7,035) (n = 7,034) (n = 7,036)
Efficacy
Stroke/SEE
Event rate 1.11 1.54 1.71 2.1 2.4 1.27 1.60 1.57 2.04 1.80
(%/y)
HR (95% CI) | 0.72 (0.58-0.90) | 0.90 (0.74-1.10) NA 0.88 (0.75-1.03) NA 0.79 (0.65-0.95) NA 0.87 (0.73-1.04) | 1.13(0.96-1.34) NA
P 004 .29 NA 12 NA .01 NA .08 .10 NA
Ischemic stroke
Event rate 0.92 1.34 1.22 1.34 1.42 0.97 1.05 1.25 1.77 1.25
(%/y)
HR (95% CI) | 0.76 (0.59-0.97) | 1.11 (0.88-1.39) NA 0.94 (0.75-1.17) NA 0.92 (0.74-1.13) NA 1.00 (0.83-1.19) | 1.41(1.19-1.67) NA
P .03 .35 NA .58 NA 42 NA 97 < .001 NA
Hemorrhagic
stroke
Event rate 0.10 0.12 0.38 0.26 0.44 0.24 0.47 0.26 0.16 0.47
(%/y)
HR (95% CI) | 0.26 (0.14-0.49) | 0,31 (0.17-0.56) NA 0.59 (0.37-0.93) NA 0.51 (0.35-0.75) NA 0.54 (0.38-0.77) | 0.33(0.22-0.50) NA
P < .001 < .001 NA .02 NA < .001 NA < .001 < .001 NA
MI
Event rate 0.81 0.82 0.64 0.91 1.12 0.53 0.61 0.70 0.89 0.75
(%/y)
HR (95% CI) | 1.27 (0.94-1.71) | 1.29 (0.96-1.75) NA 0.81 (0.63-1.06) NA 0.88 (0.66-1.17) NA 0.94 (0.74-1.19) | 1.19(0.95-1.49) NA
P 12 .09 NA A2 NA .37 NA .60 A3 NA
All-cause death
Event rate 3.64 3.75 4.13 1.87 2.21 3.52 3.94 3.99 3.80 4.35
(%/y)
HR (95% CI) | 0.88 (0.77-1.00) | 0.91 (0.80-1.03) NA 0.85 (0.70-1.02) NA 0.89 (0.80-1.0) NA 0.92 (0.83-1.01) | 0.87 (0.79-0.96) NA
P .05 A3 NA .07 NA .047 NA .08 .006 NA
Safety
Major bleeding
Event rate 3.32 2.87 3.57 36 34 2.13 3.09 2,75 1.61 3.43
(%/y)
HR (95% CI) | 0.93 (0.81-1.07) | 0.80 (0.70-0.93) NA 1.04 (0.90-1.20) NA 0.69 (0.60-0.80) NA 0.80 (0.71-0.91) | 0.47 (0.41-0.55) NA
P 31 .003 NA .58 NA <.001 NA < .001 <.001 NA
ICH
Evza::/ra)te 0.32 0.23 0.76 0.5 0.7 0.33 0.80 0.39 0.26 0.85
Y
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Perioperative consultative hematology:
can you clear my patient for a procedure?

Allison Elaine Burnett,' Bishoy Ragheb,? and Scott Kaatz®
'University of New Mexico, Health Sciences Center, College of Pharmacy, Albuquerque, NM; ?Tennessee Valley Health Systems (TVHS) Veterans
Affairs, Nashville, TN; and *Henry Ford Hospital, Detroit, Ml

Cirugia sin criterios de interrupcion de ACO

« Minor dental (eg, 1-2 tooth extraction, cleaning)

« Minor dermatologic or cutaneous

» Cataract

« Cardiac implantable devices (pacemakers, defibrillators)

» Cardiac ablations, cardioversion, electrophysiology studies
» Endovascular procedures (eg, angioplasty)

« Endoscopy without resection or biopsy

« Intramuscular vaccination
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Executive Summary

Perioperative Management of Antithrombotic Therapy: An American
College of Chest Physicians Clinical Practice Guideline

James D. Douketis, MD, FCCP; Alex C. Spyropoulos, MD, FCCP; M. Hassan Murad, MD, MPH, Juan I. Arcelus, MD;
William E. Dager, PharmD, Andrew S. Dunn, MD, MPH; Ramiz A. Fargo, MD, FCCP; Jerrold H. Levy, MD;

C. Marc Samama, MD; Sahrish H. Shah, MBBS, Matthew W. Sherwood, MD, Alfonso J. Tafur, MD; Liang V. Tang, MD;

and Lisa K. Moores, MD, FCCP

TABLE 2 | Suggested Risk Stratification for Procedural Bleed Risk Based on ISTH Guidance Statements"”

High-bleed-risk surgery/procedure” (30-d risk of | Major surgery with extensive tissue injury
major bleed = 2%) Cancer surgery, especially solid tumor resection (lung, esophagus,
gastric, colon, hepatobiliary, pancreatic)

Major orthopedic surgery, including shoulder replacement surgery

Reconstructive plastic surgery

Major thoracic surgery

Urologic or GI surgery, especially anastomosis surgery

Transurethral prostate resection, bladder resection, or tumor ablation

Nephrectomy, kidney biopsy

Colonic polyp resection

Bowel resection

Percutaneous endoscopic gastrostomy placement, endoscopic
retrograde cholangiopancreatography

Surgery in highly vascular organs (kidneys, liver, spleen)

Cardiac, intracranial, or spinal surgery

Any major operation (procedure duration > 45 min)

Neuraxial anesthesia”

Epidural injections

Low/moderate-bleed-risk surgery/procedure’
(30-d risk of major bleed 0%-2%)

Arthroscopy
Cutaneous/lymph node biopsies
Foot/hand surgery

Coronary angiography*

GI endoscopy + biopsy
Colonoscopy + biopsy
Abdominal hysterectomy
Laparoscopic cholecystectomy
Abdominal hernia repair
Hemorrhoidal surgery
Bronchoscopy + biopsy

Minor dermatologic procedures (excision of basal and squamous cell
skin cancers, actinic keratoses, and pre-malignant or cancerous skin
nevi)

Ophthalmologic (cataract) procedures

Minor dental procedures (dental extractions, restorations, prosthetics,
endodontics), dental cleanings, fillings

Pacemaker or cardioverter-defibrillator device implantation

Minimal-bleed-risk surgery/procedure” (30-d
risk of major bleed approximately 0%)

ISTH = International Society on Thrombosis and Haemostasis.

“No residual anticoagulant effect at time of procedure (ie, four to five drug half-life interruptions pre-procedure).

YIncludes spinal and epidural anesthesia or any other neuraxial (eg, pain management) intervention; consider not only absolute risk for major bleeding but
potentially devastating consequences of epidural bleeding and associated lower limb paralysis.

“Somne residual anticoagulant effect allowed (ie, two to three drug half-life interruptions pre-procedure).

“Radial approach may be considered minimal bleed risk compared with femoral approach.

“Procedure can be safely done under full-dose anticoagulation (may consider holding DOAC dose day of procedure to avoid peak anticoagulant effects).
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Allison Elaine Burnett,' Bishoy Ragheb,? and Scott Kaatz®
"University of New Mexico, Health Sciences Center, College of Pharmacy, Albuquerque, NM; TTennessee Valley Health Systems (TVHS) Veterans
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Table 3. Thromboembolic risk stratification and bridging considerations

Indication Mechanical heart valve Atrial fibrillation

VTE

Guideline(s) ACCP 2012, ACC/AHA 2020 ACCP 2012, ACC 2017 ACCP 2012, ASH 2018

Thrombotic risk Criteria Recommendation Criteria* Recommendation Criteria Recommendation
High « All mitral valve Suggest bridging/ CHADS, CHA,DS,-VASc Suggest bridging  « Within 3 CHEST 2012:
» Caged-ball and reasonable to >4 >7 months Suggest
tilting disc bridge « Severe bridging
« Stroke or TIA in thrombophilia ASH 2018: Not
past 6 months addressed
Moderate Bileaflet aortic valve Individualized CHADS, CHADS, -VASc Individualized « Past 3-12 CHEST 2012:
+ risk factors decision based 3-4 Soré decision based months Individualized
« Atrial fibrillation on patient and on patient and « Recurrent VTE decision based
« Prior stroke or TIA procedural procedural « Active cancer on patient and
« Hypertension nuances nuances « Nonsevere procedural
« Diabetes thrombophilia nuances
« Congestive heart ASH 2018: Do not
failure bridge
« Age >75 years
Low Bileaflet aortic Do not bridge CHADS, CHADS,-VASc Do not bridge More than 12 CHEST 2012: Do
valve without risk <2 <4 months ago not bridge

factors

ASH 2018: Do not
bridge

*ACCP 2012 based on CHADS,; 2017 ACC expert consensus decision pathway for periprocedural management of anticoagulation based on CHA, DS -VASc.
ACC, American College of Cardiology; ACCP, American College of Chest Physicians; AHA, American Heart Association.
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Minimal-bleed-risk

Low/moderate-bleed-risk Warfarin*

LMWH**

[ Education and Clinical Practice Guidelines and Consensus Statements ] ES CH EST High-bleed-risk

Executive Summary

Perioperative Management of Antithrombotic Therapy: An American |
College of Chest Physicians Clinical Practice Guideline 7 -6 -5 -4

-3 -2 -1 0 1 2 3
James D. Douketis, MD, FCCP; Alex C. Spyropoulos, MD, FCCP; M. Hassan Murad, MD, MPH, Juan I. Arcelus, MD; —

William E. Dager, PharmD, Andrew S. Dunn, MD, MPH; Ramiz A. Fargo, MD, FCCP; Jerrold H. Levy, MD;

C. Marc Samama, MD; Sahrish H. Shah, MBBS, Matthew W. Sherwood, MD, Alfonso J. Tafur, MD; Liang V. Tang, MD; Legend

and Lisa K. Moores, MD, FCCP *Warfarin can be resumed on the evening of procedure (DO) for most patients, or the day after procedure (i.e., D1) at the
patient’s usual maintenance dose.
**Bridging suggested for high thrombotic risk populations with full-dose, subcutaneous LMWH (e.g., enoxaparin, 1 mg/kg bid or
1.5 mg/kg daily or dalteparin, 100 |U/kg bid or 200 1U/kg daily), with the last dose given the AM of the day prior to the procedure
(i.e., D-1) at half the total daily dose.
TLow-dose LMWH (e.g., enoxaparin, 40 mg daily or dalteparin 5,000 U daily) can be used for VTE prophylaxis for first 24-72 hours
post-procedure, with full dose LMWH resumed 2-3 days post-procedure.
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Dabigatran
(CrCl 250
ml/min)

Executive Summary

Perioperative Management of Antithrombotic Therapy: An American
College of Chest Physicians Clinical Practice Guideline Edoxaban

James D. Douketis, MD, FCCP; Alex C. Spyropoulos, MD, FCCP,; M. Hassan Murad, MD, MPH, Juan I. Arcelus, MD;
William E. Dager, PharmD,; Andrew S. Dunn, MD, MPH, Ramiz A. Fargo, MD, FCCP, Jerrold H. Levy, MD;

Procedure
Bleeding
Risk

Pre-Procedure DOAC Interruption

Post-Procedure Resumption*

Day -6

Day -5

Day -4

Day -3

Day -2

Day -1

Day +1

Day +2 | Day +3

Day +4

High

>

Low/Mod

>

>

High

¥

—

Low/Mod

High

Low/Mod

High

YY

Surgery/Procedure (Day 0)

Low/Mod

High

Low/Mod

.
Y

/3
.
N —
.

C. Marc Samama, MD, Sahrish H. Shah, MBBS, Matthew W. Sherwood, MD, Alfonso J. Tafur, MD; Liang V. Tang, MD;
and Lisa K. Moores, MD, FCCP

l:l No DOAC administered that day

*DOAC can be resumed ~24 hours after low/moderate-bleed-risk procedures, and 48-72 hours after high-bleed-risk
procedures. In selected patients at high risk for VTE, low-dose anticoagulants (i.e., enoxaparin, 40 mg daily or
dalteparin, 5,000 IU daily) can be given for the first 48-72 hours post-procedure.

Figure 2 - Perioperative management of direct oral anticoagulants (DOACs). CrCl = creatinine clearance.




Timing of oral anticoagulant therapy in
acute ischemic stroke with atrial fibrillation:
study protocol for a registry-based
randomised controlled trial

* Estudio de no inferioridad controlado
abierto donde se incluyen pacientes con

FA paroxistica persistente y permanente
tanto diagnosticada como de nuevo ingreso
gue dentro de las primeras 72 horas de un
ictus isquémico se randomiza para inicio de
anticoagulacion precoz menos de 4 dias o
tardio de 4-10 dias

* Con el estudio se demuestra que el inicio
precoz de la anticoagulacion oral tras un
ictus no fue inferior al tardio; con tasas
numéricamente inferiores de ictus
isquémicos recurrente, mortalidad y
ausencia de hemorragias intracaraneales
sintomaticas.
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VTE
Recurrence (%)

10
Comparison of an Oral Factor Xa Inhibitor With Low
5 Molecular Weight Heparin in Patients With Cancer With
- -"'—';'Lﬁ . . . . . Venous Thromboembolism: Results of a Randomized
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Time Since Trial Entry (months) S T T o et M s e ot A s B
No. at risk:
Dalteparin 203 171 139 115
Rivaroxaban 203 174 149 134

Fig 2. Time to venous thromboembolism (VTE) recurrence within 6 months.
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Edoxaban for the Treatment of Cancer-
Associated Venous Thromboembolism

Gary E. Raskob, Ph.D., Nick van Es, M.D., Peter Verhamme, M.D.,

Marc Carrier, M.D., Marcello Di Nisio, M.D., David Garcia, M.D.,
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Minggao Shi, Ph.D., Tzu-Fei Wang, M.D., Erik Yeo, M.D., George Zhang, Ph.D.,
Jeffrey |. Zwicker, M.D., Jeffrey |. Weitz, M.D., and Harry R. Biiller, M.D.,
for the Hokusai VTE Cancer Investigators*

Dalteparin

Edoxaban

Patients with Recurrent Venous
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Days
No. at Risk
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Figure 2. Kaplan-Meier Cumulative Event Rates for the Primary Outcome.
h boembolism or major bleeding. The inset shows

The primary outcome was a composite of recurrent venous
the same data on an enlarged y axis.
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Anticoagulantes orales directos frente a antagonistas de la vitamina Ken M)
pacientes del «<mundo real» con fibrilacion auricular no valvular. Estudio @&
FANTASIIA
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Angel Cequier Fillat®, Inmaculada Roldan Rabadan®, Javier Muiiiz Garcia®, Lina Badimén Maestro,
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Servicio de Cardiologia, Hospital Universitario Reina Sofia, Cérdoba, Esparia

b Servicio de Cardiologia, Hospital Universitario de San Juan, San Juan de Alicante, Alicante, Esparia
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Tabla 2

Tasas brutas de eventos/100 pacientes/aiio en toda la serie y en los grupos de AVK y ACOD

Ictus

Embolia sistémica
Hemorragias mayores
Embolias/hemorragias mayores
Muerte cardiovascular

Muerte por cualquier causa

Ictus, embolia sistémica, hemorragia mayor y muerte

091 (0,68-091)
097 (0,73-1,28)
2,99 (2,55-3,52)
3,88 (3,66-4-47)
2,14 (1,77-2,58)
509 (4,51-5,76)
7,98 (7,22-8,82)

1,07 (0,79-1.46)
1,13 (0.83-1,52)
3,28 (2,75-3,93)
429 (3,67-5,02)
2,45 (2,00-3,00)
5,54 (4,83-6,34)
8,64 (7,73-9,65)

040 (0,17-0,97)
0,48 (0,22-1,08)
2,13 (1,45-3,13)
2,64 (1,87-3,74)
1,20 (0,72-1,99)
3,77 (2,83-5,01)
6,03 (4,79-7,58)

0,032
0,046
0,044
0,012
0,009
0,016
0,005

ACOD: anticoagulantes orales directos; AVK: antagonistas de la vitamina K; 1C95%: intervalo de confianza del 95%.

RESUMEN

Introduccion y objetivos: Comparar los resultados a largo plazo de los anticoagulantes orales directos
(ACOD) frente a los antagonistas de la vitamina K (AVK) en pacientes del mundo real con fibrilacion
auricular no valvular (FANV) en un estudio nacional prospectivo.
Métodos: El estudio FANTASIIA incluyé consecutivamente a pacientes ambulatorios con FANV
anticoagulados con ACOD o AVK desde junio de 2013 hasta octubre de 2014. Se compararon las
tasas de eventos segin el anticoagulante administrado.
Resultados: Se incluy6 a 2.178 pacientes (edad, 73,8 + 9,4 aios; el 43,8% mujeres); de ellos, 533 (24,5%) recibian
ACODYy 1.645(75,5%), AVK. Tras una mediana de seguimiento de 32,4 meses, los pacientes con ACOD tuvieron tasas
mds bajas de ictus —040 (IC95%, 0,17-097) frente a 1,07 (IC95%, 0,79-1,46) pacientes/aiio; p=0,032—,
hemorragias mayores —2,13 (1C95%, 1,45-3,13) frente a 3,28 (1C95%, 2,75-3,93) pacientes/aiio; p = 0,044—, muerte
cardiovascular —1,20 (1C95%, 0,72-1,99) frente a 2,45 (1C95%, 2,00-3,00) pacientes/aio; p = 0,009— y muerte total —
3,77 (1C95%, 2,83-5,01) frente a 5,54 (1C95%, 4,83-6,34) pacientes/ano; p = 0,016—. En el andlisis de Cox modificado
segtin el método de Andersen-Gill para datos con mdltiples eventos, las razones de riesgos instantaneos para los
pacientes con ACOD fueron 0,42 (0,16-1,07) para el ictus; 0,47 (0,20-1,16) para la embolia sistémica en general;
0,76 (0,50-1,15) para las hemorragias mayores; 0,67 (0,39-1,18) para la muerte cardiovascular; 0,86 (0,62-1,19)
para la mortalidad total y 0,82 (0,64-1,05) para el combinado de ictus, embolias, hemorragias mayores y muerte.
Conclusiones: El tratamiento con ACOD se asocia con una tendencia a una menor tasa de todos los
eventos graves, incluida la mortalidad, en relacion con los AVK en pacientes con FANV en Espaia.

© 2019 Publicado por Elsevier Espana, S.L.U. en nombre de Sociedad Espanola de Cardiologia.
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Figura 2. Curvas de Kaplan-Meier para la incidencia de ictus (A), hemorragia mayor (B), muerte cardiovascular (C) y muerte por cualquier causa (D) en
de pacientes. Se muestran los resultados del analisis ajustado. ACOD: anticoagulantes orales directos; AVK: antagonistas de la vitamina K; HR: hazard |

intervalo de confianza del 95%.







