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Anticoagulantes orales de accion directa en FA:
novedades del ultimo ano

Un nuevo anticoagulante para la FA: Edoxaban (Estudio ENGAGE) .
Ensayo clinico Fase Il



Features of novel oral anticoagulants

Dabigatran? Rivaroxaban?2 Apixaban!3 Edoxaban*®
Target lla (thrombin) Xa Xa Xa
Hours to Cmax 1.25-3 2-4 3-4 1-2
CYP metabolism None 32% Yes Minimal (<4%)
Bioavailability 6% 80% 60% 62%
Transporters P-gp P-gp/BCRP P-gp/ BCRP P-gp
Protein binding 35% 93% 87% 50%
Half-life 14-17 h 7-11 h 8-15 h 810 h
Renal elimination 80% 33% 25% 50%

BCRP, breast cancer resistance protein
CYP, cytochrome P450; P-gp, P-glycoprotein
NR, not reported

1. Eriksson et al. Clin Pharmacokinet 2009;48:1-22; 2. Xarelto [package insert]. Titusville, NJ: Janssen Pharmaceuticals, Inc.; 2011; 3.

ELIQUIS Summary of Product Characteristics. Bristol Myers Squibb/Pfizer EEIG, UK;
4. Ruff et al. Hot Topics in Cardiology 2009;18:1-32; 5. Matsushima et al. Am Assoc Pharm Sci 2011; abstract;

6. Ogata et al. J Clin Pharmacol 2010;50:743-53




Effective aNticoaGulation with factor xA
next GEneration in Atrial Fibrillation

Anticoagulacion efectiva con el factor Xa
de nueva generacion en la fibrilacion auricular

TII\/\I 48




TIMI 48
[ J ~N [ J
Diseno del estudio: ENGAGE AF-TIMI 48
Aleatorizado, doble 4 PACIENTES A
ciego, doble FA documentada en registros eléctricos en los uUltimos 12 N=21.105
simulacion, dirigido meses '
por eventos Anticoagulantes orales planeados
CHADS, 22
L ’ %
ALEATORIZACION

La aleatorizacion 1:1:1 se estratifica por CHADS, puntuacién 2-3 frente a 4—6
y la necesidad de una reduccion de la dosis de edoxaban*

Régimen Edoxaban Régimen Edoxaban Warfarina

30 mg QD 60 mg QD (INR 2,0-3,0)

[ Duracion media del seguimiento de 2,8 afos ]

*Dosis reducida al 50% si CrCl 30-50 ml/min, peso corporal <60 kg

o el paciente recibe verapamilo, quinidina o dronedarona. .
FA=fibrilacidn auricular; CrCl=aclaramiento de creatinina DU176b-C-U301 Protocol ver 8.0 07 Nov 2011. Daiichi Sankyo Inc

INR=razén normalizada internacional Giugliano et al. N Engl J Med 2013; publicacién en linea previa a la impresion.
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Caracteristicas unicas del estudio B

Estudio aleatorizado y controlado con mayor numero de pacientes (n=21.105)
para la prevencion del ictus en la FA con un AAD

el seguimiento mas extenso (mediana de 2,8 anos).

Régimen de dosis una vez al dia.

Posibilidad de modificacion de las dosis durante y después de la aleatorizacion,.

Pérdida minima de datos.

Terapia con warfarina con buen manejo, mediana de TRT del 68,4%.

Giugliano et al. N Engl J Med 2013; publicacién en linea previa a la impresion.




Resumen de los endpoints clave ). *AF

TIMI 48
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Giugliano et al. N Engl J Med 2013;
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administrados una vez al dia, no fueron inferiores a la warfarina,
bien manejada, para la prevencion del ictus y el embolismo
sistémico.

» En comparacion con la warfarina, edoxaban se asocié con una
reduccidon, mas constante y relacionada con la dosis, del sangrado
(por ejemplo : mayor, intracraneal o el sangrado con riesgo para la

vida).

» Edoxaban una vez al dia, con reduccidn de la dosis especifica para
cada paciente, es una opcion terapéutica nueva, eficaz y mas
segura en comparacion con la terapia estandar con warfarina.

Giugliano et al. N Engl J Med 2013; publicacién en linea previa a la impresion.




Phase Ill AF trials: ITT efficacy

m NOAC m Warfarin

Non-inferior
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Patients with stroke or SEE (%)

RE-LY RE-LY ROCKET-AF ARISTOTLE ENGAGE ENGAGE
150 mg 110 mg 60 mg 30 mg

1. Connolly et al. N Engl J Med 2009;361:1139-1151; 2. Patel et al. N Engl J Med 2011;365:883—-891
3. Granger et al. N Engl J Med 2011;365:981-992; 4. Giugliano et al. N Engl J Med 2013; e-pub ahead of print




Phase lll AF trials: major bleeding

®m NOAC m Warfarin
P=NS

P<0.001 P<0.001
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Patients with major bleeding (%)
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RE-LY RE-LY ROCKET-AF ARISTOTLE ENGAGE ENGAGE
150 mg 110 mg 60 mg 30 mg

1. Connolly et al. N Engl J Med 2009;361:1139-1151; 2. Patel et al. N Engl J Med 2011;365:883—-891
3. Granger et al. N Engl J Med 2011;365:981-992; 4. Giugliano et al. N Engl J Med 2013; e-pub ahead of print




Phase Il AF trials: intracranial hemorrhage

Patients with ICH (%)
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RE-LY RE-LY ROCKET-AF ARISTOTLE ENGAGE ENGAGE
150 mg 110 mg 60 mg 30 mg

1. Connolly et al. N Engl J Med 2009;361:1139-1151; 2. Patel et al. N Engl J Med 2011;365:883—-891
3. Granger et al. N Engl J Med 2011;365:981-992; 4. Giugliano et al. N Engl J Med 2013; e-pub ahead of print




Anticoagulantes orales de accion directa en FA:
novedades del ultimo ano

Informacion en subgrupos particulares: Anciano, IC, DM, IR etc....
Analisis de subgrupos
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Comparison of the efficacy and safety of new oral S J7AY)
anticoagulants with warfarin in patients with atrial .
fibrillation: a meta-analysis of randomised trials

Christian T Ruff, Robert P Giugliano, Eugene Braunwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,
Jeffrey | Weitz, Basil S Lewis, Alexander Parkhomenko, Takeshi Yamashita, Elliott M Antman

NOAC (events) Warfarin (events) RR (95% CI) P
RE-LYS* 134/6076 199/6022 L 066 (053-0.82)  0.0001
ROCKET AF*t 269/7081 306/7090 L 088(075-103) 012
ARISTOTLE § 212/9120 265/9081 —-— 0-80(0-67-0.95) 0012
ENGAGE AF-TIMI 48% 296/7035 337/7036 —— 0-88(075-102) 010
Combined (random) 9129312  1107/29229 e 0.81(073-091) <0-0001
1
I 1
05 1.0 2:0
Favours NOAC Favours warfarin

Figure 1: Stroke or systemic embolic events

Pooled NOAC Pooled warfarin RR (95% CI) P
(events) (events)
Efficacy
Ischaemic stroke 665/29292 724729221 e 0-92 (0-83-1.02) 010
Haemeorrhagic stroke 130/292092 263/29221 —e— 0-49 (0-38-0-64) =0.0001
Myocardial infarction 413/29292 432729221 —e p——— 0-97 (0-78-1-20) 0-77
All-cause montality 2022/29292  2245/29221 <> 0-90 (0-85-0-95) 0-0003
Safery
Intracranial haemorrhage  204/29287 425729211 _@_ 048 (039-059) <0-0001
Gastrointestinal bleeding ~ 751/29287 59129211 ——<—— 1-25 (1-01-1-55) 0.043
02 o5 2
- R —
Favours NOAC Favours warfarin
Figure 2: Secondary efficacy and safety outcomes
NOAC (events) Warfarin (events) RR (95% CI) P
RE-LY** 375/6076 397/6022 ; 094(082-1.07) 034
ROCKET AF*t 395/7111 386/7125 ! 1.03 (0-90-1-18) 072
ARISTOTLE': 327/9088 462/9052 —m—— 071(0-61-0-81)  <0-0001
ENGAGE AF-TIMI 48°§ 444/7012 557/7012 ——— 0-80 (0-71-0-90) 0.0002
Combined (random) 1541/29287 1802/29211 —$— 0-86 (0-73-1.00) 0.06
0‘5 . 1.0 2|0
Favours NOAC Favours warfarin

Figure 3: Major bleeding
Published online December 4, 2013 http://dx.doi.org/10.1016/50140-6736(13)62343-0



Comparison of the efficacy and safety of new oral = J7AY0)
anticoagulants with warfarin in patients with atrial :
fibrillation: a meta-analysis of randomised trials

Christian T Ruff, Robert P Giugliano, Eugene Braunwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,
Jeffrey | Weitz, Basil S Lewis, Alexander Parkhomenko, Takeshi Yamashita, Elliott M Antman

Ilctus y embolismo sistémico

A Pooled NOAC Pooled warfarin RR (95% CI) " —
(events) (events)

Age (years)

<75 496/18073 578/18004 — 0-85 (073-0-99) 038
t 415/11188 532/11095 —_——— 078 (0-68-0-88)

Female 382/10941 478/10839 - 078(065-004) |
—Male 531/18371 634/18390 e 0-84 (0-75-0-94)

Diabetes

No 622/20216 755/20238 e 0-83(074-0-93) } 073

Yes 287/9096 356/8990 e 0-80 (0-69-0.93)

Previous stroke or TIA

No 483120699 615/20637 < 078 (0-66-0-91) } 0.30

Yes 428/8663 495/8635 - 086 (076-0.98)

Creatinine clearance (mL/min)

=50 24975539 311/5503 & 079 (0-65-0-96)

50-80 405/13055 546/13155 —_—— 075 (0-66-0-85) } 012

>80 256/10626 255/10533 - 098 (079-1.22)

HALDS. score

0-1 69/5058 90/4942 < 075 (0-54-1-04)

2 2479563 290/9757 - 0-86 (070-1.05) } 076

3-6 596/14690 733/14528 —— 0-80 (0.72-0-89)

VKA status

Naive 386/13789 513/13834 —_— 075 (0-66-0-86)

Experienced  §22/15514 597/15395 S 0.85 (070-1.03) } 031

Centre-based TTR

<66% 509/16219 653/16297 T 077 (0-65-0-92)

=66% 313/12642 392/12904 —_—— 0-82(0-71-0-95) 060

05 1 2

Published online December 4, 2013 http://dx.doi.org/10.1016/50140-6736(13)62343-0



Comparison of the efficacy and safety of new oral

anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

Christian T Ruff, Robert P Giugliano, Eugene Braunwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,

Jeffrey | Weitz, Basil S Lewis, Alexander Parkhomenko, Takeshi Yamashita, Elliott M Antman
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Female 751/8682
Male 1495/14530
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Figure 4: Stroke or systemic embolic events subgroups (A) and major bleeding subgroups (B)

Published online December 4, 2013 http://dx.doi.org/10.1016/50140-6736(13)62343-0




Dabigatran, Rivaroxaban, or Apixaban versus Warfari nin
Patients with Nonvalvular Atrial Fibrillation: A Sy stematic
Review and Meta-Analysis of Subgroups ( (AEMPS)

5. Conclusion

The NOAC seem no_more effective than warfarin in pre-

venting nonhemorrhagic stroke and SEE in NVAE However,
they are generally associated with a lower risk of ICB than

warfarin, The net benefit of the NOAC seems better than that
of warfarin in situations in which quality of oral anticoag-
ulation is poor, given that thromboembolic complications,
major bleeding, and mortality may be decreased, as well
as_patients with_prior _stroke or transient ischemic attack,
as the absolute risk reduction in ICB may be particularly
significant. However, the absolute benefit of the NOAC tends
to be of a lesser magnitude in Europe than in other regions,
which might be due to regional difterences in quality of oral
anticoagulation and overall management of associated risk
factors for thrombosis. These findings would deserve further
investigation.

Antonio Gomez-Outes,et al. Thrombosis. 11 September 2013



Anticoagulantes orales de accion directa en FA:
novedades del ultimo ano

Informacion sobre practica clinica. Registros.
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Seguridad en practica clinica
(Mundo real)

Consistente con la encontrada en
ensayos clinicos




RE-LY® and RELY-ABLE™ Long-term
Follow-up of Patients with Non-valvular
Atrial Fibrillation Receiving Dabigatran

Etexilate for up to 6.7 Years

Michael D Ezekowitz!, Anthony P Kent!, Janice Pogue?, Paul A Reilly?3,

Martina Brueckmann?, Christine Duffy3, Andreas Clemens?,
Salim Yusuf?, Lars Wallentin’, and Stuart J Connolly?

1Jefferson Medical College, Philadelphia, PA, USA; 2McMaster University, Hamilton, ON, Canada; 3Boehringer
Ingelheim Pharmaceuticals, Inc., Ridgefield, CT, USA; “Boehringer Ingelheim GmbH & Co. KG, Ingelheim am Rhein,
Germany; *University Hospital Uppsala, Uppsala, Sweden

AHA 2013, November 16—-20 2013, Dallas, Texas




RE-LY® and RELY-ABLE™ Long-term
Follow-up of Patients with Non-valvular

vV v v V9

\4

Los datos resultantes del analisis son consistentes con los observados
en el RE-LY.

No se han observado novedades en el perfil de seguridad de
dabigatran.

Menor tasa de ictus/embolia sistémica con la dosis de 150 BID frente
a 110 mg BID (1,25%/ano vs. 1,54%/ano; HR 0,81; IC95% 0,68-0,96).

Datos de hemorragia mayor consistentes con los del RE-LY, tasa
superior para la dosis de 150 mg BID frente a la de 110 mg BID
(3,34%/ano vs. 2,76%/afno; HR 1,22; IC95% 1,08-1,37).

Tasa de hemorragia gastrointestinal superior con la dosis de 150 mg
BID (1,50%/afio vs. 1,26%/afio; HR 1,19; IC95% 1,01-1,42).

Tasas bajas de ictus hemorragico con ambas dosis (0,11%/afo frente
a 0,13%/ano para 150 y 110 mg BD respectivamente).

No diferencias en tasas de mortalidad entre las dos dosis




Estudios de cohortes presentados con dabigatran

» Comparative Effectiveness of Dabigatran versus Warfarin in Patients With

Non-Valvular Atrial Fibrillation .
Alvaro Alonso et al. Univ of Minnesota, Minneapolis, MN

- In this large patient population, compared to warfarin, dabigatran was associated with lower risk of
intracranial bleeding and similar risk of ischemic stroke and MI. These results are comparable to those
reported in the RE-LY trial, suggesting that effectiveness of dabigatran in the ‘real-world’ is similar to

that described in RE-LY.

» Comparative Effectiveness and Safety of Dabigatran vs. Warfarin in Patients
With Atrial Fibrillation - Evidence From Real World Practice.
Meytal Avgil Tsadok, Res Inst of the McGill Univ Health Ctr, Montreal, QC, Canada

— In the current population-based observational study comparing dabigatran to warfarin
use, we found no difference in the risk of stroke, bleeding, or MI, however, dabigatran

was associated with lower all-cause mortality.

» Monitoring the Safety and Effectiveness of Dabigatran and Warfarin in
Routine Care: An Interim Analysis Using U.S. Healthcare Utilization Data .
John D. Seeger , Brigham and Women's Hosp

— Dabigatran has effectiveness and safety similar to warfarin. Interpretation of these first results is
hampered by a limited cohort size and short follow-up.




Registro internacional, multicéntrico y
prospectivo de pacientes de ambos sexos
con diagnadstico reciente de fibrilacion

auricular

Beca para la investigacion de Bayer a:
Thrombosis Research Institute




Estado de paises de la cohorte 2 de GARFIELD -
inicio de la cohorte 3 (junio de 2013) GGI’ﬁEId

Alemania
Kelno unido
Corea
Espafia

Japon
Republica Checa*
Italia
China
Francia
Paises Bajos
Suecia
Bélgica*
India*
Rusia*
México
Canada
Hungria*
Brasil
Australia
Argentina*
Dinamarca
Sudafrica*
Tailandia
Finlandia
Austria
Chile
Noruega
Singapur*

21.684 pacientes incluidos

11.016 pacientes incluidos en la
cohorte 2

La cohorte 3 comenzo en junio 2013
Inicio de actividades en marcha

en los 4 nuevos paises de la
cohorte 3

Estados Unidos, Suiza, EAU, Turquia

Countriesiniti ©~_ * " >~ " °° - R o) § 84
Paises iniciados durante la cohorte 1

Paises iniciados durante la cohorte 2

EMEA 4324 1744

Asia-Pacifico
1653

América
2 |2:2




Cohorte 1: uso de anticoagulantes por puntuacion

100% - m Ninguno
90% -
m AP
80% -
70% - = aFX/IDT
— 46
3 50% -
c mAVK + AP
2L 40% -
@
o 30% -
20% -
10% -
10,6
0% : ;
Total 0 1 2 3 4 5 6a9

(n=10607) (n=305) (n=1345) (n=2093) (n=2471) (n=2180) (n=1311) (n=2902)
Puntuacion CHA,DS,-VASc

Sin prescripcion de anticoagulantes un importante % de los pacientes con puntuacion
CHA,DS,-VASc = 2.

Kakkar y cols., 2013




Adherencia.

Precaucion con la
adherencia...




Patients stop taking warfarin over time

~30% of AF patients treated with warfarin discontinu ed

within 1 year

(from a total population of 41,910 AF patientsint  he UK General Practice Research Database

Patient age
100- — Age 40-64
—— Age 65-69
. — Age 70-74
80 —— Age 75-79
= Age 80-84
P~ — Age 85+
< T T e ————
% .
E 40 -
. 17,4% de los pacientes que han tenido un
ictus abandonan la warfarina al mes
0. _ siguiente. Arch Neurol 2010;67:1456-63
| | | | |
0 1 2 4 6

Time (years after starting treatment)

Adapted from Gallagher et al. J Thromb Haemost 2008 ;6:1500-6



Adherence With Dabigatran Therapy in Patients
With Atrial Fibrillation .

P Results:

— The cohort consisted of 10,644 dabigatran users, 5,922 patients
taking 110mg bid and 4,722 taking 150mg bid.

— Median follow-up was 163 days.

®» Conclusions:

— Approximately 1 in 4 patients discontinues dabigatran within 6
months, among whom, about a third switches to warfarin
therapy. Dabigatran discontinuation rates in clinical practice
are higher than those reported in the RE-LY clinical trial, and
are higher in older patients and warfarin naive patients.




Patterns of Adherence to Dabigatran and its
Association With Outcomes

Supriya Shore et all, Univ of Colorado at Denver

VV VYDV

\ 4

National cohort of AF patients (n=6,256)

at least 1 new dabigatran prescription
based on Veterans Affairs pharmacy records
The average age was 71 years,

93% were males and comorbidities were common, including CHF (40%),
diabetes (45%), hypertension (93%) and prior stroke (21%).

Over three-quarters (81%) of patients had a gap in therapy with a median of 2
gap days.

In multivariable analysis, lower adherence to dabigatran was associated with
higher risk of death/stroke (HR 1.20 per 0.1 unit lower PDC, 95% Cl 1.12 - 1.27)

Conclusion:

— In the year after starting therapy, dabigatran adherence was suboptimal.
Further, lower levels of adherence were associated with adverse
outcomes. These findings suggest that efforts to improve adherence to
dabigatran are needed in routine clinical practice.




Analysis of persistence of OACs using evidence from
two different observational studies.

US database and a German registry
100 —|— —
90 — O —

80 — .

70 —

40 o = Warfarin
30 - Dabigatran
mssmm Rivaroxaban

Patients on treatment (%)

0 | | J | | |
0 1 2 3 - 5 6

Months

Figure 3. Estimated persistence on initial treatment over the first
& months of therapy

P OSte r S E C 2 O 1 3 Alex Diamantopoulos’, Fiona Forster’, Thomas Evers?



Specific Antidotes in development

» Dabigatran:

— monoclonal antibody fragment. First human data AHA
2013.

» Factor X Inhibitors:

— A phase 2 randomized, double-blind, placebo controlled
trial of PRT064446 (Adexanet alfa), a novel universal
anytidote for direct and indirect Factor Xa inhibitors

Casl disponible ya......
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Estudios de coste-efectividad

CEAs of Newer Anticoagulants g

-

= 78 models published \‘
* 73 dabigatran '
* 4 rivaroxaban A

* 4 apixaban

¢
-

18

>

Mark Hlatky
= Almost all found newer agent to be cost-
effective compared with warfarin
- American
‘ Heart

Association
PLOSO"E?O13,8(4)1862183 SCIENTIF1C
SESSIONS

20113

Necesidad de realizar estudio en cada pais.
Tanto mas coste-efectivos cuanto peor el control con AVK




Informes farmacoecondmicos:
evaluaciones positivas NICE

National Institute for
Health and Clinical Excellence

Issue aate: April 2009

Review date: February 2012

Rivaroxaban for the
prevention of venous
thromboembolism after total
hip or total knee
replacement in adults

This guidance was developed using the
single technology appraisal process

National Institute for
Health and Clinical Excellence

Rivaroxaban for the
prevention of stroke and
systemic embolism in people
wwith atrial fibrillation

Issued: May 2012

NICE technology appraisal guidance 256
Suidance nice org. ukRaZSE

National Institute for
Health and Clinical Excellence

Dabigatran etexilate for the
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Cost-effectiveness of apixaban versus other new ora | anticoagulants
for stroke prevention in atrial fibrillation. Lip GY et al.

« OBJECTIVE:

The objective of this study was to evaluate the cos  t-effectiveness of apixaban
against other NOACs from the perspective of the Uni  ted Kingdom National Health
Services.

« METHODS:
Markov model
e RESULTS:

The estimated incremental cost-effectiveness ratio was £9611, £4497, and £5305
per quality-adjusted life-year gained with apixaban compared with dabigatran 150
mg BID, dabigatran 110 mg BID, and rivaroxaban 20 mg  once daily, respectively.
Sensitivity analyses indicated that results were robust over a wide range of inputs.

e CONCLUSIONS:

Although our analysis was limited by the absence of head-to-head trials, based
on the indirect comparison data available, our mode | projects that apixaban may
be a cost-effective alternative to dabigatran 150 mg BID, dabigatran 110 mg BID,
and rivaroxaban 20 mg once daily for stroke preventi on in AF patients from the
perspective of the United Kingdom National Health S ervices.

Clin Ther. 2014 Feb 1;36(2):192-210.



Anticoagulantes orales de accion directa en FA:
novedades del ultimo ano

Indicaciones aceptadas. Recomendaciones del Ministerio



4.2. Situaciones en pacientes con fibrilacion auricular no
valvular en las que los NACO pueden considerarse una
opcion terapéutica en el marco del SNS (excluyendo las
contraindicaciones generales para la TAO; ver seccion 4.3);

4.2 1. Situaciones clinicas:

Pacientes con hipersensibilidad conocida o con
contraindicacion especifica al uso acenocumarol o
warfarina;

Pacientes con antecedentes de hemorragia intracraneal
(HIC) (excepto durante la fase aguda) en los que se valore
que los beneficios de la anticoagulacion superan el riesgo
hemorragico;

Pacientes con ictus isquémico que presenten criterios
clinicos v de neuroimagen de alto riesgo de HIC, definido
como la combinacion de HAS-BLED = 3 y al menos uno de
los siguentes: leucoaraiosis grado III-IV [32] v/lo
microsangrados corticales multiples [33]. Los NACO
podrian representar un beneficio en comparacion con AVK
en estos pacientes debido a su menor potencial para imnducir
HIC [22.23; ANEXOI];

Pacientes en tratamiento con AVK que sufren episodios

tromboembolicos arteriales graves a pesar de un buen

control de INR. Entre ofras opciones terapéuticas. los
NACO podrian representar una altemativa en estos
pacientes;
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Pacientes que han iniciado tratamiento con AVK en los
que no es posible mantener un control de INR dentro de
rango (2-3) a pesar de un buen cumplimiento
terapéutico. Se considerara que el control de INR es
inadecuado cuando el porcentaje de tiempo en rango
terapéutico (TRT) sea inferior al 65% [34]. calculado por el
método de Rosendaal [35]. En los casos en los que este
método no esté disponible, se considerara que el control de
INR es inadecuado cuando el porcentaje de valores de INR
dentro de rango terapéutico sea inferior al 60%. En
cualquiera de los supuestos, el periodo de valoracion es de al
menos los ultimos 6 meses, excluyendo los INR del pnmer
mes (en caso de ajuste inicial de dosis) o periodos de cambio
debidos a imtervenciones quirurgicas o dentales u otros
procedimientos invasivos, etc. que conlleven Ia
modificacion de la pauta de AVK

Imposibilidad de acceso al control de INR convencional.



