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• anticoagulación oral 
con antivitaminas K 
(AVK) a largo plazo

• heparinoterapia de al 
menos 5 días.
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• El perfil clínico 
• Evolución posterior 

...los pacientes que 
recidivan tienen 
mayor riesgo de 
seguir recidivando....
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• El perfil clínico 

• Evolución posterior

• Manejo
...100 centros con 100 pacientes al 
año que recidivaran en un 5% para 
poder aleatorizar 500 pacientes al 
año, asumiendo que todos fueran 
incluibles y dieran su 
consentimiento
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1021 consecutive patients with
objectively confirmed symptomatic VTE 

Columbus



recurrent VTE occurred in 58 patients (6%) 

6.3%





80%



• Edad
• Comorbilidad cardiorespiratoria
• Neoplasia pulmonar o digestiva
• En las primeras 3-4 semanas
• Mortalidad ¿elevada?



• ¿Alternativas 
terapéuticas a largo 
plazo?
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A randomized clinical trial of high-intensity warfarin vs. conventional 
antithrombotic therapy for the prevention of recurrent thrombosis in patients 
with the antiphospholipid syndrome (WAPS).
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BACKGROUND: The optimal intensity of oral anticoagulation for the prevention of recurrent thrombosis in patients with 
antiphospholipid antibody syndrome is uncertain. Retrospective studies show that only high-intensity oral anticoagulation 
[target international normalized ratio (INR) >3.0] is effective but a recent randomized clinical trial comparing high (INR 
range 3.0-4.0) vs. moderate (INR 2.0-3.0) intensities of anticoagulation failed to confirm this assumption. METHODS: 
We conducted a randomized trial in which 109 patients with antiphospholipid syndrome (APS) and previous thrombosis 
were given either high-intensity warfarin (INR range 3.0-4.5, 54 patients) or standard antithrombotic therapy (warfarin, 
INR range 2.0-3.0 in 52 patients or aspirin alone, 100 mg day(-1) in three patients) to determine whether intensive 
anticoagulation is superior to standard treatment in preventing symptomatic thromboembolism without increasing the 
bleeding risk. RESULTS: The 109 patients enrolled in the trial were followed up for a median time of 3.6 years. Mean 
INR during follow-up was 3.2 (SD 0.6) in the high-intensity warfarin group and 2.5 (SD 0.3) (P < 0.0001) in the 
conventional treatment patients given warfarin. Recurrent thrombosis was observed in six of 54 patients (11.1%) 
assigned to receive high-intensity warfarin and in three of 55 patients (5.5%) assigned to receive conventional treatment 
[hazard ratio for the high intensity group, 1.97; 95% confidence interval (CI) 0.49-7.89]. Major and minor bleeding 
occurred in 15 patients (two major) (27.8%) assigned to receive high-intensity warfarin and eight (three major) (14.6%) 
assigned to receive conventional treatment (hazard ratio 2.18; 95% CI 0.92-5.15). CONCLUSIONS: High-intensity 
warfarin was not superior to standard treatment in preventing recurrent thrombosis in patients with APS and was 
associated with an increased rate of minor hemorrhagic complications.
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Para los pacientes 
con EP



The probability of recurrent
thromboembolism at six months was 17 

percent in the oral-anticoagulant group and
9 percent in the dalteparin group. 
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• Todos fueron tratados con 200 UI/Kg de Dalteparina, 
independientemente del INR.

• 15/32 fallecieron antes de finalizar el tratamiento de 12 
semanas de Dalteparina.

• los otros 17/32 regresaron a las AVK tras períodos de 6-36 
semanas;  3 (9%) presentaron recurrencia durante el 
tratamiento HBPM.
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• un 9% de recurrencias 
con tratamiento 
HBPM a largo plazo 
es muy aceptable

• no tuvieron sangrados 
mayores durante el
ttmto HBPM



M.I.

Hm.
C.V.

Neu



Clinical characteristics, treatment details and outcome of 15,862 VTE patients, 
according to the existence of prior VTE and AVK therapy.

0.7 (0.5-1.0)0.8 (0.6-1.1)6159 (46%)1043 (44%)69 (39%)Symptom PE

1.7 (1.2-2.3)†2.0 (1.4-2.8)‡2772 (21%)426 (18%)54 (31%)Cancer

0.9 (0.6-1.2)0.7 (0.5-0.9)*9713 (73%)1848 (78%)125 (71%)Body weight 
>65 kg

0.7 (0.6-1.0)*0.6 (0.5-0.9)†8545 (64%)1590 (67%)101 (57%)Age >65 
years

1.6 (1.2-2.2)†1.4 (1.0-1.9)*6532 (49%)1243 (53%)107 (61%)Gender 
(males)
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1.5 (1.1-2.0)*2.1 (1.5-3.0)‡4531 (29%)490 (21%)63 (37%)LMWH

0.6 (0.5-0.9)†0.5 (0.3-0.6)‡9145 (72%)1802 (78%)107 (62%)AVK drugs

8.0 (5.1-13)‡7.1 (4.2-12)‡255 (1.9%)51 (2.2%)24 (14%)IVC filter

3.1 (2.1-4.4)‡2.8 (1.9-4.1)‡994 (7.5%)193 (8.2%)35 (20%)UFH

0.3 (0.2-0.4)‡0.3 (0.2-0.5)‡12143 (91%)2143 (91%)135 (76%)LMWH
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AVK
HBPM

¿Utilizamos poco las 
HBPM como ttmto
a largo plazo?



¿Qué pudo mover a uno u otro Ttmto?

0.0820.4 (0.1-1.1)18 (17%)5 (7.6%)IVC Filter    

0.0611.9 (0.97-3.6)61 (57%)47 (71%)A Protromb >40%

0.0610.5 (0.3-1.0)46 (43%)19 (29%)A Protromb <40%

P valueOdds ratio 
(95% CI)

AVK
(n=107)

LMWH
(n=66)



0.7701.2 (0.4-3.3)47 (80%)32 (82%)Proximal DVT 
(N=98)

0.9541.0 (0.5-1.8)41 (38%)25 (38%)Symptomatic PE

P valueOdds ratio (95% 
CI)

AVK
(n=107)

LMWH
(n=66)



¿Qué pudo mover a uno u otro Ttmto?

0.0013.2 (1.6-6.3)22 (21%)30 (46%)Cancer

0.2241.6 (0.7-3.7)14 (13%)13 (20%)Abnormal creatinine

0.4430.6 (0.2-2.3)8 (7.5%)3 (4.5%)Chronic heart failure

0.7590.9 (0.3-2.3)13 (12%)7 (11%)Chronic lung disease

P valueOdds ratio (95% 
CI)

AVK
(n=107)

LMWH
(n=66)



2.9 (1.5-5.0)†2.9 (1.5-5.5)†330 (2.5%)57 (2.4%)12 (6.8%)Recurrent VTE

AVK vs. no 
prior VTE

AVK vs. no 
AVK

No prior VTEPrior VTE, 
no AVK

Prior VTE, 
AVK
177

1.6 (1.05-2.5 *2.8 (1.9-4.1) ‡1179 (8.8%)112 (4.7)24 (14%)Overall death

4.9 (1.9-13) †4.2 (1.8-9.7) †59 (0.4)10 (0.4)4 (2.3)Fatal, recurrent 
PE

1.8 (0.7-4.9)1.9 (0.8-4.9)164 (1.2)26 (1.1)4 (2.3)Recurrent PE

3.6 (1.8-7.3) †3.0 (1.6-5.7) †166 (1.2)31 (1.3)8 (4.5)Recurrent DVT

3.2 (1.04-9.7) *4.8 (1.9-12) *70 (0.5)6 (0.3)3 (1.7)Fatal bleeding

0.9 (0.3-2.4)1.4 (0.5-3.5)339 (2.5)38 (1.6)4 (2.3)Major bleeding

0.9 (0.2-3.5)1.9 (0.6-8.9)171 (1.3)14 (0.6)2 (1.1)Fatal, initial PE



0.2910.7 (0.2-2.4)83 (50%)5 (42%)Protromb <35%

0.0504.9 (0.8-108)114 (69%)11 (92%)Body weight >65 k

0.0016.7 (1.9-2.5)28 (17%)7 (58%)UFH

0.1511.9 (0.6-6.5)57 (35%)6 (50%)Long-term LMWH

0.2300.6 (0.2-2.2)101 (61%)6 (50%)Long-term AVK

0.1362.3 (0.5-8.8)21 (13%)3 (25%)IVC filter

0.2011.7 (0.5-5.7)49 (30%)5 (42%)Cancer

P valueOR (95% CI)
No VTE 

recurrence
165

VTE 
recurence

12



Desenlace a 15 días

0.862¡0.8 (0.1-9.1)2 (1.9%)1 (1.5%)Overall death

0.305¡3.3 (0.3-37)1 (0.9%)2 (3.0%)Recurrent VTE

0.431¡1 (0.9%)0 (0%)Fatal bleeding

0.431¡1 (0.9%)0 (0%)Major bleeding

P valueOdds ratio 
(95% CI)

AVK
(n=107)

LMWH
(n=66)



Desenlace a 15-90 días

0.0044.5 (1.5-14)5 (4.8%)12 (19%)Overall death

0.665¡1.3 (0.3-5.2)5 (4.7%)4 (6.3%)Recurrent VTE

0.071¡0 (0%)2 (3.0%)Fatal bleeding

0.309¡3.3 (0.3-37)1 (0.9%)2 (3.0%)Major bleeding

P valueOdds ratio 
(95% CI)

AVK
(n=107)

LMWH
(n=66)



Conclusiones

• Los pacientes recidivantes a pesar de AVK son 
varones, jóvenes, de menor peso y con frecuente 
(no siempre) neoplasia.

• Muestran mayor tendencia (moderada) a volver a 
recidivar y a sangrar



Conclusiones II

• El Ttmto agudo con HNF no ofrece ventajas

• Si el perfil INR previo al episodio fuera manifiestamente 
mejorable debe considerarse AVK con monitorización más 
estrecha

• Para los casos con EP parece razonable considerar la 
adición de Filtro de cava.



Conclusiones III

• Los pacientes neoplásicos deberían ser tratados 
con HBPM

• No parece haber base para recomendar 
sistemáticamente HBPM a largo plazo.

9-15%



Krnic-Barrie S, et al. Arch Intern Med 1997;157:2101-2108 
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