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Farmacocinética/dinamica

Tromboembolismo Venoso

S Fibrilacion Auricular

— Manejo Practico




INTRODUCCION

B Los DOACGs son los anticoagulantes de eleccion en fibrilacion auricular y tromboemboliamo venoso.

B Caracteristicas de los DOACs:
*  Mecanismo de accién directo
* Respuesta “predecible”
* Rapido comienzo del efecto anticoagulante
* Vida media corta
* Antidotos especificos
* (No) requieren control de laboratorio periddico

* Dosis fija (# dosis Unica)

B Los DOACs difieren entre si en sus propiedades farmacocinéticas.



DROAGAS ANTICOAGULANTES ORALES

MECANISMO DE ACCION

Ac. monoclonal Intrinsic pathway Extrinsic pathway
(abelacimab) Xl Inhibicion de
+ Viia* sintesis

Milvexian

Xlla —p Tissue factor Jactivacion
Xla X
S ) -ty IXa '
Prothrombin (II)
DOACs: Rivaroxaban v
Bloqueo enzimético de Apixaban | Xa ———p
actividad del Factor Edoxaban
Thrombin (lla) Dabigatran
Fibrinogen l Fibrin

VKAs: antagonistas de la vitamina K (dicumarinicos: warfarina- acenocumarol)



;QUE PACIENTE ES CANDIDATO A DOAC?

DROGAS ORGANOS ACTIVIDAD CONDICION PACIENTE

* Farmacocinética * Funcion Renal e Sangrado Activo e Embarazo ® Peso

® Farmacodinamica e Funcion Hepatica * Anemia e Valvula Mecanica e Preferencias del

e Adherencia e Costos paciente



Farmacocineética

Apixaban Dabigatran
~73% esterase-mediated
hydrolysis
AL
t=12h ' — Dabigatran

Bio-availability:
3-7%

Rivaroxaban

~50%
X (~4% Cyp3ad)

Bio-availability:
* 66% (without food)
* =100% (with food)

Bio-availability:
62%

Steffel J..2021



FARMACOCINETICA DE LOS DOACS

DABIGATRAN RIVAROXABAN APIXABAN EDOXABAN
Blanco lla FXa FXa FXa
Biodisponibilidad (%) 6,5 Con alimentos, > 80 50 62
T. max (h) 0,5-2 2-4 3-4 1-2
Unidn a proteinas plasmaticas (%) 35 92-95 87 55
Metabolismo por CYP P450 (%) No 66 25 <4
Interaccidn con transportadores GP-P GP-P, BCRP GP-P
Eliminacién renal (%) 85 66 (33 metabolito inactivo) 27 35
Vida Media (h) 12-14 5-9 (jovenes); 12 10-14
11-13 (ancianos)

Interacciones con farmacos Inhibidores/inductores Inhibidores/inductores potentes de la GP-P y del CYP3A4 Inhibidores potentes de

potentes de la GP-P la GP-P

T. max: tiempo hasta alcanzar las concentraciones plasmaticas maximas- GP-P: glicoproteina P- BCRP (ABCG2): proteina de resistencia de cancer de mama, Ferri N. 2022- Tamargo J. 2016



2021 European Heart Rhythm Association
Practical Guide on the Use of Non-Vitamin K
Antagonist Oral Anticoagulants in Patients with

Atrial Fibrillation

JanSteffel'*, Ronan Collins?, Matthias Antz?, Pieter Cornu®, Lien Desteghe®®, Karl Georg Haeusler’,
Jonas Oldgren®, Holger Reinecke®, Vanessa Roldan-Schilling®®, Nigel Rowell'!, Peter Sinnaevel?,
Thomas Vanassche'?, Tatjana Potpara®3, A. John Camm?*, and Hein Heidbu chel>®

Qualifies

Assess for NOAC specific dose reduction criteria

l Does not qualify

Assess for bleeding risk factors and drug-drug
interactions with effect on NOAC plasma level

Via Dabigatran Apixaban Edoxaban Rivaroxaban
etexilate
Immune-modulating agents
Ciclasporine Strongto-moderate Pgp +73% AUC
inhibition, moderate CYP3A4 d St
inhibiton; CYP3A4/P-gp ﬂqmﬂt;
competition by label)

Dexamethasone

Moderate CYP3A4 induction;
CYP3A4 competition

Tacrolimus

Strong-to-moderate Pgp
inhibition, mild CYP34A4
inhibiton; CYP3A4/ Pgp
competition

Prednisone

Moderate CYP3A4 induction;
CYP3A4 competition

Temsirolimus, Sirolimus

Mild CYP3A4 inhibition;
CYP3A4/P-gp competition

Everolimus

CYP3A4 competition; no
relevant interaction anticipated

None or max.
one yellow factor
(see Tabs. 5-9)

L 2
Concerned about
disproportionate and non-
modifiable bleeding risk?

No

Yes

v

Red, orange or
22 yellow factors \

(see Tabs. 5-9)
y

Suitable NOAC with less interactions? Yes

Tyrosine kinase inhibitors

Alternative for interacting medication?

J'No

Concerned about No

Imatinib, Crizotinib

Strong P-gp inhibition,
moderate CYP3A4 inhibition;
CYP3A4/P-gp competition

disproportionate and non-
modifiable bleeding risk?

{ Yes

- Dabigatran 110 mg BID, or

- Edoxaban 30mg / 15mg (but unapproved and 41%
ischemic stroke risk* vs. well-controlled VKA), or

- Assess alternative strategy for stroke prevention

- Assess alternative strategy for stroke prevention, or
- Off-label NOAC dose reduction based on available
PK information (Tables 5 - 9).
And/or, if possible, combined with
- Plasma level assessment (in center with expertise)*

Important: Use of reduced doses outside the tested dose reduction criteria are “off-label” and without RCT
outcome data, and hence generally discouraged.

> ’ - ’ . . &
> <

Nilotinib, Lapatinib

Moderate-to-strong P-gp
inhibition, mild CYP3A4

inhibition; CYP3A4/P-gp

competition

Vemurafenib Moderate CYP3A4 induction; / /
CYP3A4/P-gp competition /
Dasatinib Mild C¥P3A4 inhibition;

CYP3A&/P-gp competition

Vandetanib, Sunitinib

Strong P-gp inhibition; CYP344
competition

Europace (2021) 23, 1612-1676

Erlotnib, Gefitinib

CYP3A4 competition; no
relevant interaction anticipated
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INTRODUCTION

The risk of epilepsy Is double in patsents with atrial fibrillation
(AF), possibly knked to sdent stroke. Thus, a high proportion
of patients with Af require the concomitant long-term
administration of oral anticoagutation and antiepileptic
therapy.

Antieplleptic drugs (AED) are inductors of CYP3AL and/or
Giycopeotein-P

Ewropean guidelines do not recomenend the concomitant use
of direct oral anticoagulants {DOACs) with antiepileptic drugs
because of an increased risk of thrombotic events

The clinical value of this interaction Is currently under study.

Clinical outcomes of Direct Oral Anticoagulants in patients with concomitant use of antiepileptic drugs in the real-world registry MACACOD

Cur registry included 1475 patients, of which 1392 had at least one follow-up (1344 AF and 48 VTE).

A total of 25 patients were on AED (16 with levetiracetam, 3 with valproic acd, 2 with carbamazepine, 1 with phenytoin, 1 with phenobarbital,
1 with topiramate, and 1 with levetiracetam and carbamazepine) concomitantly with DOACs (14 with edoxaban, 4 with dabigatran, 4 with
rivaroxaban, and 3 with apixaban).

To assess the incidence of thrombotic and bleeding
events in patients treated with DOACS&AED in a real-
world registry.

METHODS

The patients were assessed by means of clinical
records, laboratory tests, and rigorous education in the
MACACOD registry (Clinical Application Model of
Direct Oral Anticoagulants, NCT04042155) from 07/19
to 05/23.

Ethical approval and Informed consent were previously
obtained,

Primary outcomes:

*  Major thrombotic comphcations: Kchemic stroke and
Systemic Embolsm

e Major hemorrhagic compications: bleeding events
scoring 3 or 5 points on the Bleeding Academic Research
Consartsum (BARC) scale

Secondary outcomes:

*  Cinially Relevant Non-Major Thrombosils (CRNMT)
Superfical thrombophlebitis, peripheral venous
theomboembolism, trandient ischemic attack, and
myocardial infarction

*  Chnically Relevant Non-Major Bleeding (CRNMB):
bleeding events scoring 2 points on the BARC scale

HOSFITAL DE
SANTA CKE
SANT P

LA
U1

CONCLUSIONS

In our experience, the DOACS&AED cohort has a
higher risk of thromboembolism (CHA2DS2-
VAS¢ score) and incidence of previous
thrombotic events. However, no differences
were reported in major complications, relevant

Table 3. Descriptive of patient baseline charactaristics (patients with o least 3 follow-ug)

e = St e CONCLUSIONS
St vl . ™ . In our experience, the DOACS&AED cohort has a

higher risk of thromboembolism (CHA2DS2-
VASc score) and incidence of previous
thrombotic events. However, no differences
were reported in major complications, relevant
non-major complications, or all-cause

W Y > mortality after 1.39 years of DOACS&AED

: ' treatment (IQ-range 0.80-1.90).
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e T In our cohort, biological parameters were
AR 5 e R similar in both groups, including Anti-FXa
activity levels, showing no effect of metabolic
Toble 2. Chrcal Ovecormas bose on GOACS and ALO o induction from AED in the activity levels of
DOACs.
DOAC DOAC &
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non-major complications, or all-cause
mortality after 1.39 years of DOACSEAED
treatment (IQ-range 0.80-1.90).

In our cohort, biclogical parameters were
similar in both groups, including Anti-FXa
activity levels, showing no effect of metabolic
Induction from AED in the activity levels of
DOACs.

DOACs appear to be safe and effective for
patients taking AED.
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valve vl wall endothelium

> | Thrombophilia l

TROMBOEMBOLISMO VENOSO



Caso Clinico

Paciente de 35 anos, sexo femenino.

Trombosis venosa profunda ileo-femoral derecha.
Anovulatorios desde hace 3 meses.

Juega al hockey.

Peso: 50 kg



Tratamiento TEV

DOSIS INICIAL DOSIS A LARGO PLAZO

Dabigatran (Heparina) + 150 mg ¢/ 12 hs.
Rivaroxaban 15 mg c/12 hs. x 3 sem. 20 mg/d
Apixaban 10 mg ¢/ 12 hs. x 7dias 5mg c/12 hs.
Edoxaban (Heparina) + 60 mg/d

(Heparina) + 30 mg/d si CICr 30-50 mL/min, < 60 kg o inhibidores GP-P




Sme. Postrombotico (SPT)

B 3-6 meses hasta 2 afios luego de TVP aguda (5-10 afios)
® Incidencia: 20-50% a 2 afos.

B Hipertension venosa secundaria al reflujo valvular causado
por dafio y/o obstruccién venosa por trombo residual,

fibrosis venosa. Respuesta inflamatoria a trombosis aguda.

® Anticoagulacion subterapéutica T 2-3 veces riesgo SPT.

>
Cd

Valve damage

!

Valvular reflux

Blood clot l

con mayor SPT o trombosis venosa residual (TVR)? Venous hypertension

v

Thrombus resolution

Inflammation/fibrosis

éEn TVP proximal, el tratamiento con DOACs, sin HBPM se asocia

Residual vein obstruction

v

Fibrosis/trabeculation of the vein wall

HBPM: heparina de bajo peso molecular Sggaard M.2018-Li R. 2020-Karathanos C. 2021- ten Cate-Hoek AJ. 2018



DOACs y Sme. Postrombotico

M ETA-ANALlSlS: Odds Ratio Odds Ratio
i ' ixed, 95% Cl IV, Fixed, 95% Cl
. N de Athayde 2019 14524 0436 7.9% 0.23[0.10, 0.55] ——
¢ 7 estudios (2016—20): N= 2364 pac (833 con ST 12379 05432 51%  0.29[0.10, 0.84]
Jeraj 2017 12379 0597 42%  0.29[0.09,0.93] =
. . Prandoni 2019 07133 0.1573 60.7%  0.49 [0.36, 0.67]
rivaroxaban y 1531 con AVK) -3 cross-sectional, Utne 2018 06931 02606 22.1%  0.50 [0.30, 0.83] ——
3 cohortes prospectivas y 1 RCT. Score de Total (35% C1) 100.0% 0441035, 0.56] > : :

Heterogeneity: Chi? = 3.88, df = 4 (P = 0.42); I?= 0%

Test for overall effect: Z = 6.66 (P < 0.00001) i5 0.2 1 3 —

Favours [rivaroxaban] Favours [VKAs]

Villalta.
Experimental Control Weight  Weight Qdds Ratio Qdds Ratio
Study Events Total Events Total (fixed) (random) IV, Fixed + Random, 95% C1 IV, Fixed + Random, 95% CI
: S Jeoraj L 15 61 19 39 51%  51%  0.34(0.15081 ——
° 8 estudios (hasta junio 2020) N=59.119 pac. Coloman C 10463 26494 00%  0.0% l ' |
Soogard M . 8567 11390 00%  00% |
Ule K 71161 B8 148 184% 184% 054034085 .-
(19.840 (33.5%) con rivaroxabany 39.377 pac il 2 % 7 4 se 1% 7% 048102209 2. 21
Cheung W 45 162 66 174 17.8% 178%  0.63(0.40;1.00] -
Soares R 4 46 11 38 24% 24%  023{007:081]
0, 1 ;
(665 A’) con LMWH + warfa rma)' 2 RCT-6 Total (fixed effect, 95% CI) 19840 39377 100.0% - 052[0.43; 063 -
Total (random effects, 95% CI) - 100.0% 0.52 [0.43; 0.63] : > . |

Heoterogeneity: Tau® =0; Chi' = 3.28, ¢t =5 (P = 086k I = 0%

retrospectivos. Score de Villalta.

Li R. 2020-Karathanos C. 2021



DOACs y Sme. Postrombotico

Registro Danés: incidencia SPT en cohorte de pacientes con TVP anticoagulados con rivaroxaban vs. warfarina. Registros nacionales
daneses (diciembre 2011-marzo 2017).

Seguimiento Sexo TEV SPT a 3 afos HR
0,
N (%) (afios) Edad femenino TVP/TEP Provocado (100 pac/afio) (95% IC)
. 11.390 2.6 6231 (54.7)/ 2747
+
Warfarina (57) (IQR 1.3-3.9) 64.2+17.2 5504 (48.3) 5159 (45.3) (24.1) 0.55 088
. 8567 1.8 54.3 (4654)/ 1670 (0.66-1.17)
+

Rivaroxaban (43) (IQR 1.0-2.9) 64.4+17 4000 (46.7) 45.7 (3913) (19.5) 0.53

Cohorte prospectiva: 309 pac ambulatorios con TVP proximal, tratados con DOACs (84% rivaroxaban, 12% apixaban, 4% dabigatran).
Seguimiento: 3 afios. Comparados con cohorte histdrica (N=1036 pac. AVK- 2003-09)

SPT SPTen TVR OR (95% Cl)

Cohorte prospectiva DOACs 87 (28.2%) 43.8%

0.60 (0.40- 0.88).
Cohorte histérica (AVK) 443 (42.8%) 56.5%

TVR en TVP proximal: DOACs vs. AVK: OR 0.63 (95% Cl 0.48-0.81) a 3 meses y 0.17 (95% Cl 0.11-0.26) a 6 meses.

TVR: Trombosis venosa residual Sggaard M. 2018- Prandoni P. 2019- Prandoni P. 2017



DOACs y Sme. Postrombotico

B US MarketScan (base datos comercial + Medicare)
B N= 10.463 TVP tratados con rivaroxaban
B N=26.494 pacientes con TVP tratados con AVK
B Rivaroxaban: ¥ 23% incidencia de SPT
Subgroup HR (g5%cCl)
All patients —— 0.77 (0.70, 0.84)
Age
Age 6o+ R 0.76(0.69, 0.85)
Age <60 —B— 0.68(0.61, 0.77)
Initial diagnesis
PE . 0.60(0.51, 0.72)
DVT —— 0.84 (0.76,0.93)
Sex
Male + 0.85 (0.75, 0.96)
Female — R 0.72 (0.64, 0.B1)

05

Favors Rivaroxaban

1

Favors Warfarin

2.0

Cumulative Incidence

0.10-
0,08
0.06-
0.04™
.02 HR=0.77, 95%Cl=0.70-0.84, p<0.0001
-~ '"Warfarin
I Rivaroxaban
0.00™
T T T T T
200 400 600 8oo 1000
Days

Coleman CI. 2018




DOACs en Poblaciones “Especiales”

Pooled DOAC Pooled VKA Risk ratio (95% CI
{n/N) (n/M) [ } RR (36%CI) P (C) DOACs VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
INDEX EVENT AMPLIFY 6 225 10 232 147% 062023167 —
EINSTEIN-DVT 12 494 21 524 289% 061 [0.30,1.22) —
PE + DVT 12805784 (2.4%) 1535775 (2.8%) 083 (0.71-112) 0,32 EINSTEIN-PE 17 653 10 621 239% 162[0.75, 3.50] e —
HOKUSAI 15 524 18 519 309% 083[0.42,1.62) —_——
DVTonly 1987655 (26%) 2137654 (28%) 083 (0.77-113) 049 RECOVER-18) 0 28 1 31 15% 0.40[0.02,9.31] ¢ +
BODY WEIGHT Total (95% C1) 1922 1927 100.0% 0.84 [0.57, 1.24) .
Total events 50 60
572146 (2.7% 1 : : F )
<100 kg (@TH) 622157 (29%) 0200.77-1.00) 022 Heterogeneity: Tau®= 0.01; Chi*= 4.18, df = 4 (P = 0.38), F= 4% 53 5 3 3
=100 kg 27811354 (24%) 30511282 (2.7%) 082 (0.64-1.32)  0ES Test for overall effect Z= 0.88 (P = 0.38) "Favors DOACs Favors VKA

AGE

SEGURIDAD

<75 years 20611572 (2.6%) ZDO/11635 (26%) 0.99 (0.85-1.1T} 0.895

I{{{Hl

= TSyears  3901858(21%)  GEME0T (3.8%) 0,56 (0.38-0.82) 0003
CANCER ISR RAU0 aSK KaU0
1M, Random, 95% CI M-H, Random, 95% CI
Mo 30512625 (2.4%) 321712666 (2.5%) | 0.96 (0.62-1.12) 063 015[0.02,122 +¥————+
1 1.21 [0.82,1.80] —t=—
¥ : ! — 0.57 (0.36-0.91 ! X
es RTIB0S (3.4%) 46776 (5.9%) ! { ) oo 0.86 [0.63,1.16) — -
0.2 1 5 0.60 [0.41,0.88) —
Favors DOAC Favors VKA 0.80 [0.54,1.20) -
02 05 2 1

Favors DOACS Favors VKA

Van Es N.. 2014-Di Minno MND. 2015




DOACS EN MUJERES

¢ Se deben suspender los AO/TRH en una mujer que tiene TEV asociada a terapia hormonal?

TEV intra-terapia

TEV asociada a AO/TRH: continuar durante anticoagulacién
Sub-analisis EINSTEIN: Mujeres <60 afios- AO/TRH a eleccidn:

TEV recurrente (% /afio)

hormonal

No T. hormonal T. Hormonal
Rivaroxaban 5.4 (3.3-8.2) 3.1%(0.6-8.9) #3/98 vs. 4/89
eventos/afios-paciente
Enoxaparina-AVK 4.0 (2.4-6.5) 4.5%(1.2-11.5)

AO: anovulatorios- TRH: terapia reemplazo hormonal

Cohen H. 2016 - Martinellil. 2016




METRORRAGIA

Sub-estudio de pacientes mujeres de los EINSTEN DVT/PE:

=  Rivaroxaban: HR 2.13, IC 95% 1.57-2.89; independiente de tratamiento hormonal concomitante
=  Periodo de tratamiento de 30 mg/d.

=  Anemia previa y/o patologia ginecoldgica > riesgo

AMPLIFY VTE:

=  Menstruaciones mas prolongadas (OR 2.3 1C95% 0.5-11) no mas abundantes y sangrado vaginal mas
frecuente (x 3) con apixaban.

RECOVER:

= Sangrado uterino anormal 5.9% (vs. 9.6% con warfarina. OR 0.59 95%Cl 0.39-0.90)
HOKUSAI-VTE

= Edoxaban 628 8 (1.3%) vs Warfarin 665 3 (0.9%)

Beyer-Westendorf J. 2020- Boonyawat K. 2020



DOACS EN MUJERES

CONTRAINDICADOS
EMBARAZO Y Suspender DOAC — Rotar a HBPM

LACTANCIA Abortos/malformaciones ~ poblacion general
No es indicacidon de terminacién

Informar riesgos y modo de proceder si embarazo
EDAD FERTIL ¢ Test embarazo previo a inicio?
Interrogar sobre patologia ginecoldgica (metrorragia), anemia

MENSTRUACION Anovulatorios- acido tranexamico- DIU levonorgestrel- Cambio de DOAC?

AQO: anovulatorios- TRH: terapia reemplazo hormonal Cohen H. 2016 - Martinelli I. 2016



FIBRILACION AURICULAR




MANEJO DEL PACIENTE CON FA

reat AF: The ABC pathway

A

Anticoagulation/
Avoid stroke

1. Identify low-risk patients
CHA,DS,-VASc 0(m), 1(f)

2. Offer stroke prevention if
CHA,DS,;VASc 21(m), 2(f)

Assess bleeding risk, address
modifiable bleeding risk factors

3. Choose OAC (NOAC or VKA
with well-managed TTR)

Better
symptom
control

Assess symptoms,
Qol and patient’s
preferences

Optimize rate
control

Consider a rhythm
control strategy
(CV, AADs, ablation)

C

Comorbidities/
Cardiovascular
risk factor
management

Comorbidities and
cardiovascular risk
factors

Lifestyle changes
(obesity reduction,
regular exercise,
reduction of alcohol use,
etc.)

©ESC —

Hindricks G. 2020- Gorog DA. 2022



ANTICOAGULACION EN EL PACIENTE CON FA

EVALUACION FORMAL DEL RIESGO F

1ni
(HASBLED): valiables History of bleeding
- Alta puntuacién no contraindica ACO Concomitant antiplatelets or NSAID use
A _ _ i o Excessive alcohol intake
Anticonsulation - Historia de caidas no contraindica ACO
Avord Stroke . o Uncontrolled hypertension
- > HASBLED > beneficio clinico neto Increasing age
- HASBLED = 3: Seguimiento: evaluacion o Cancer
modificacion de factores de riesgo Prior stroke, small vessel disease, amyloid
1. Identify low-risk patients angiopathy
CHA,DS,-VASc 0(m), 1(f)
2. Offer stroke prevention if Diabetes
" CHADSVAS: >1(m), 2) CONTRAINDICACIONES ABSOLUTAS e
Ass§§s bleeding risk., address ) ) ) ) Biological ascular disease
3mc:fblchng0Azftvm o Hemorragia activa o reciente (especialmente Markers Poor anticoagulation quality (reduced TTR)
e mansed TR hemorragia intracraneal, ICH) L lvardyefisction
o Trombocitopenia <50 plaquetas/L Rarial#ysmuriction
0 Anemia severa Anaemia

Reduced platelet count or function

Hindricks G. 2020- Gorog DA. 2022



Standard dose
Lower dose
Reduced dose

Dose-
reduction
criteria

Dabigatran
150 mg b.i.d.
110 mg b.i.d.

Dabigatran

110 mg b.i.d. in

patients with:

e Age >80 years

e Concomitant
use of
verapamil, or

e Increased
bleeding risk

Rivaroxaban
20 mg o.d.

15 mg o.d.
CrCl 15-49 mL/min

Apixaban
5mg b.i.d.

2.5 mgb.i.d.

At least 2 of 3
criteria:
e Age 280 years,
e Body weight
<60 kg, or
e Serum creatinine
>1.5 mg/dL
(133 umol/L)

Edoxaban
60 mg o.d.

30 mg o.d.

If any of the following:
¢ CrCl 15-50 mL/min,
e Body weight <60 kg,
e Concomitant use of
dronedarone,
ciclosporin,
erythromycin, or
ketoconazole



DOACs en Insuficiencia Renal

CrCl Dabigatran Rivaroxaban Edoxaban Apixaban
90 ml/min Tl B e Eemmasae -
20 mg 60 mgb
50 mi/min ok ARG BIE sl s smgBID/

110mg BID® (- 2.5mgBID°

40 ml/min

30 MI/Min === === m = m e e e s sos e

A IR T T T T T T e T T e T T T T T e e S e T

Dialysis



ALGUNAS CUESTIONES DE MANEJO PRACTICO



SUSPENSION PARA CIRUGIAS

Dabigatran Apixaban - Edoxaban - Day -4 Day -3 Day -2 Day -1 S B4 —
& Rivaroxaban - A A (R R (AR A | (I) Yelz i A A | A p
" X LR — — — ~ ] — — N
Minor risk procedures: - Perform procedure at NOAC trough level (i.e., 12 h / 24 h after last intake). g 'E g
= & |Edo/Ri o =
Resume same day or latest next day. £ i el ‘ D ‘ ) = *g ‘ ) .
Low risk Low risk Edo/RI = g
== o o] o @ « @ eo| e
CrCl 280 ml/min >24h B & i B
‘ I) (I) A A A A
crci50-79mi/min | 236h 224h o . .. ( Lot
: i o
CrCl 30-49 ml/min 96 .E Apix O N — N e (v) o :g * (\_.d) — s
= Z|o
crcl 15-29 mi/min Not indicated Not indicated 236h § e | @ 1) ) (‘) T 9% (‘) 1) ')
Crcl <15 mi/min No official indication for use i D D D e (.) D )
Important: Dabi (I A A 'g ‘g * g A A
(1CrChz 307 |gr Ceci 2 507 of G 2 8 o - g S o It ; _..’3
. Timing of interruption may require adaptation based on individual patient characteristics Apix orrser g) T s g 3 %, * g
In patlents/ situations with risk of NOAC accumulation (renal insufﬁciency, older age, z{m, ‘ . -g 2 :§ é % 'g -g ﬁ ,. § .
' urs earlier may be Tv— 20 e : T %
(PM intake) . . = * B (B .

Important: Timing of interruption may require adaptation based on individual patient characteristics (Fig. 13)

Steffel J. 2021



Manejo del Sangrado: Laboratorio

Dabigatran  Rivaroxaban

Apixaban

Edoxaban

Anti-FXa assays

) 4 No es util

PT/INR x v 4 x x
aPTT v 4 x x x
TT v X X X
dTT v 4 x x x
ECT v 4 x x x
X v % v

v

v

Cuantitativo

HORARIO DE
LA ULTIMA
TOMA



MANEJO DEL SANGRADO: SEVERIDAD Y SOPORTE

EVALUAR:
. Major Bleeding
) Non-major
|. Severidad del sangrado Bleeding Not Life, Limb, or Organ Life, Limb, or Organ
Threatening Threatening

2. Medidas de soporte
P CONTINUE OAC INTERRUPT OAC INTERRUPT OAC
, N o
3. Qué DOAC toma? Cuando tomd la Gltima { ‘ . { ‘ .

dosis? Local Measures General measures Reversal/Hemostatic
Monitoring * Compression « VKA: Vit K + 4F-PCC
4, Hay DOAC en circulacion? « Indication, dose, frequency [ © Volume I_ieplacement . Dabi-gat-ran: idarucizumab
* CBC, kidney/liver function * Transfusion support * FXa inhib: Adexanet, 4F-
* Co-medications (e.g. drug Definitive interventions PCC*-, aPCC**
5. Requiere reversion? interactions, antiplatelet Reversal/Hemostatic Adujuntive therapies

therapy, NSAID) * VKA: Vit K * Antifibrinolytics*

6. Estrategias de Reversion

Clinical Reassessment >

7 R I *limited dlinical data regarding efficacy and safety, indluding desing recommendations
. e' I n I C I O ‘2F-poC: £ factor prothrombin complex concentrate; 3aPCC: actvated prothrombin concentrate

Siegal D-& Barnes G 2021



MANEJO DEL SANGRADO: REVERSION

Idarucizumab Andexanet alfa

Structure Humanized Fab fragment Human rFXa variant Anti FXa:
TﬂrEEt Dabigatran FXa iﬂhibitﬂrﬁ Concentra(.jo de
— — —_ complejo
Binding Non-competitive Competitive protrombinico.
L Urgent surgery/procedure Reversal of apixaban or rivaroxaban for
Indicati : . , , . . i :
ndication Life-threatening/uncontrolled bleeding | life-threatening or uncontrolled bleeding Dabigatran:
FEIBA
Dose 5glV Dosing dependent on FXa inhibitor and

timing of last dose

En estudio: Ciraprantag (antidoto “universal”)- VMX-C00| — CytoSorb

Siegal D-& Barnes G 2021



ANNEXA-4 (Andexanet Alfa, a Novel Antidote to the Anticoagulation

Effects of Factor Xa Inhibitors)

B Estudio de cohortes multicéntrico, prospectivo, de fase 3b/4
y grupo unico que evaludé andexanet alfa en pacientes con

85 centros, USA, Europa y Japon

hemorragia mayor aguda (HMA). M 479 pacientes (edad media, 78 anos; 54% varones;
B Criterios inclusion: 218 anos + dosis terapéuticas de DOAC 86% blancos). 81% fibrilacion auricular.
o enoxaparina en las |18 horas previas. B 245 (51%) apixaban, 176 (37%) rivaroxaban, 36
¥ Hemorragia Mayor: (8%) edoxaban y 22 (5%) enoxaparina.
W Compromiso hemodindmico. B Mediana de tiempo desde Ultima dosis: | 1.4
| [3idslim)1inucién de hemoglobina de 22 g/dL (o un hemoglobina de <8 horas.
B gHemorragia en 6rgano critico. B HMA: 69% ICH (n=331) y 23% digestivas (n=109)
W Eficacia:
|.  cambio porcentual en la actividad anti-FXa respecto al valor basal B Disminucion en actividad anti—Fxa: hasta 94%
2. % de pacientes con eficacia hemostatica excelente/buena a 12 horas B Eficacia hemostatica clinica: 80% (95% Cl 75-84)
J Seguridad: M 50 pac (10%) evento trombético
. Muerte B 75 (15.7%) muertes en 30 dias. En ICH: 16.9%

2. Trombosis (56/331 pacientes).
3. Anticuerpos anti andexanet alfa o anti FX hasta 230 dias post infusion.

TrumanJ. 2023



LOS DOACS “SE CONTROLAN”

S idad
i | #Reduccién del
Riesgo
Eficacia H g
Cumplimiento
Calidad de Vida b ¥

Sobrevida libre

Conveniencia

Beneficio
Neto

de eventos

Tratamiento . Paciente

Resultados

Control periodico
Riesgo de sangrado
Riesgo trombdtico
Medicacion
Funcion renal/hepatica
Adherencia
Puede seguir pagandolos?
Valores y preferencias

Educacion

Testa MA. 1996
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