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Principales eventos en 27.029 pacientes con TVP/EP en 3 meses
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reported (1 fatal) for a case-fatality rate ot 15.1% (CI,
0.1% to 38.7%). This low rate of major bleeding is prob-
ably due to lack of reporting or follow-up for major bleed-
ing events after completion of anticoagulant therapy in the

included studies (81). Sixth, we extracted most patients
included in this study from RCTs; as a result, our findings
are not generalizable to all patients with VTE because

those with additional comorbid conditions are often ex-
cluded from clinical trials. Finally, our study does not ad-

dress other factors, including costs, lifestyle modifications,

Livedam ~f lalharatnmr manitarinne and natient valuee and

Ann Intern Med 2010:; 152: 578-589
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RIETE - 17.368 pacientes
Hemorragias en 90 dias. Periodo 2001- 2006

—— Cualquier hemorragia =—H grave =H mortal




Hemorragias por anticoagulantes

ACO* ETV RIETE**
Hemorragia total 9,6 % 22,9 % 5.2 %
Hemorragia mayor 3,0 % 9,47 % 2,2 %
Hemorragia fatal 0,6 % -—-- 0,6 %

* Frecuencia media anual ( N° de hemorragias por 100 personas/afio )

** Incidencia en los tres primeros meses

Riesgo : x 10 en primer mes respecto al resto del afio

Landefeld. Am J Med 1993; 95:315-28



Incidencia de hemorragia grave y fatal en pacientes ETV
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RIETE. 24.395 pacientes.

Hemorragias graves (n, 546) y mortales (n, 135)
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Objetivos

.Es posible identificar en el momento del diagnostico de
ETV a los pacientes anticoagulados que pueden morir de
una hemorragia?

Intensidad del tratamiento anticoagulante
Filtro en la cava
Mayor supervision

Ensayos clinicos: Clasificar a los pacientes



Principales limitaciones

Numero pequeno de pacientes (n, 135)

Gran heterogeneidad de las hemorragias
Definicion de muerte por hemorragia

Variables limitadas al momento del diagnostico

Pérdida de pacientes
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Blood Coagulation, Fibrinolysis and Cellular Haemostasis

Predictive variables for major bleeding events in patients
presenting with documented acute venous thromboembolism.
Findings from the RIETE Registry

Nuria Ruiz-Giménez', Carmen Sudrez', Rocio Gonzilez?, José Antonio Nieto?, José Antonio Todoli*,
Angel Luis Samperiz®, Manuel Monreal®, and the RIETE Investigators™*

Thromb Hemost 2008; 100: 26-31

Puntuacion
Edad > 75 afios I punto
EP sintomatico 1 punto
Cancer 1 punto
Anemia 1.5 puntos
Hemorragia reciente 2 puntos
Creatinina > 1.2 mg/dl 1.5 puntos




Caracteristicas clinicas

- oo |

PACIENTES 135 24216
Edad >75 afios 84 (63%) 9148 (38%) 2.71 (1.91-3.85) <0.001
Peso <70 kg 69 (51%) 8961 (37%) 1.78 (1.27-2.50) 0.001
Cardiopatia cronica 15 (11%) 1324 (5.7%) 2.16 (1.26-3.71) 0.007
Hemorragia mayor reciente 13 (9.6%) 590 (2.4%) 4.27 (2.40-7.60) <0.001
Inmovilizacion > 4dias 63 (47%) 6128 (25%) 2.57 (1.83-3.60) <0.001
Céancer metastasico 42 (31%) 2174 (9.0%) 458 (3.17-6.61) <0.001
Anemia 77 (57%) 7938 (33%) 2.72 (1.93-3.83) <0.001
Leucocitos > 11.000 / mm?3 54 (39%) 6874 (28%) 1.62 (1.15-2.29) 0.007
Plaguetas <100x 10%/L 11 (8.1%) 555 (2.3%) 3.78 (2.03-7.05) <0.001
Tiemna nrotromhina alteradn 27 (200) 1601 (A R%) 53 (2 31-540) <0 NN1
CrCl <30 ml/min 37 (27%) 1985 (8.2%) 4.23 (2.89-6.19) <0.001
Filtro en la cava inferior 10 (7.4%) 528 (2.2%) 3.51 (1.83-6.72) 0.001
TVP distal 5 (3.7%) 2959 (12%) 0.28 (0.11-0.68) <0.001




Analisis multivariante

OR 95% ClI p value Points

Age >75 years 2.16 1.49-3.16 <0.001

Metastatic cancer 3.80 2.56-5.64 <0.001 2
Immobility >4 days 1.99 1.40-2.83 <0.001

Recent major bleeding 2.64 1.44-4.83 0.002 1.5
Abnormal prothrombin time 2.09 1.34-3.26 0.001 1
CrCl < 30 ml/min 2.27 1.49-3.44 <0.001 1
Platelet Count <10°/L 2.23 1.16-4.29 0.016 1
Anemia 1.54 1.07-2.22 0.021 1
Distal DVT 0.39 0.16-0.95 0.038 -1




ROC Curve

10 —
.--“-______
—
_f_f"
08
2 05
=
=
i
@
n 04 fff
o2/
III
III
0,0 I
0,0 02 04 0,6 038 10
1 - Specificity

Miananal saaments ara araducad hy tias

Area Under the Curve

SCORE 9 variables, cancer metastasico
Asymptotic 95% Confidence

Interval

Asymptgtic
Area Std. Errof’ Sig. Lower Bound | Upper Bound
,790 ,018 ,000 ,754 ,825
The test result variable(s): SCORE 9 variables, cancer metastasico has

at least one tie between the positive actual state group and the negative

Test Result Variable(s):

actual state group. Statistics may be biased.
a. Under the nonparametric assumption

b. Null hypothesis: true area = 0.5



Puntuacion ( 24.395 pacientes)

®m Proporcién de pacientes con hemorragia fatal
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Categorias de

riesgo y localizacion del sangrado

Low

Intermediate

High

Gastrointestinal

0.11 (0.06-0.21)

3.68 (2.15-6.30)

39.7 (20.1-78.4)

Intracraneal 0.31 (0.16-0.60) | 3.38 (1.72-6.66) 0
Genitourinaria 0.06 (0.01-0.54) | 16.0 (1.93-132.8) 0
Haematoma 0.09 (0.03-0.24) | 12.0 (4.05-35.4) 0
Otras 0.07 (0.02-0.23) | 4.96 (1.98-12.4) | 40.7 (13.4-123.1)

Hemorragia no fatal

0.35 (0.29-0.429

2.75 (2.25-3.35)

2.92 (1.32-6.17)




Categorias de riesgo y localizacion del sangrado

Low Intermediate High
Extracranial fatal 0.09 (0.06-0.15) | 5.17 (3.44-7.77) | 26.5 (15.0-46.9)
Intracranial fatal 0.31 (0.16-0.60) | 3.38 (1.72-6.66) 0
Non fatal major bleeding | 0.35 (0.29-0.42) | 2.75 (2.25-3.35) | 2.92 (1.32-6.17)

OR (95%1C)




AUC 95% IC
Extracranial 0.83 0.79 - 0.86
Digestiva 0.86 0.81- 0.91
Intracranial 0.68 0.60 - 0.76
Hemorragia grave no fatal 0.68 0.65 - 0.70




LR

Sintomatico 6 horas 24 horas

10-15 %

v

Anticoagulados

\4

70 %

mayor volumen
OR6.2;1.7-23

50% sangrado activo al diagnostico

45% INR encima del rango

Neurology 2004; 63:1059-64
Thromb Res 2003; 108:31-36



Mal prondstico

Glasgow 3-4, 5-12, 13-15
Volumen += 30 c¢cm?3
Extension intraventricular

Origen infratentorial

Edad + 80 anos



Conclusiones

1.- Con variables clinicas y analiticas se pueden
identificar a pacientes con riesgo elevado de muerte

por hemorragia.

2.- El modelo 1dentifica mejor a los pacientes que
mueren por hemorragia extracraneal, especialmente

por hemorragia digestiva



Fatal Bleeding Major Bleeding
OR Points OR Points

Age >75 years 2.2 1 1.6 1
Metastatic cancer 3.8 2 2.1 1
Immobility >4 days 2.0
Recent major bleeding 2.6 1.5 2.2 2
Abnormal prothrombin time 2.1 1
CrCl < 30 ml/min 2.3 1 2.4 1.5
Platelet Count <10°/L 2.2 1
Anemia 1.5 1 2.0 1.5
Distal DVT 0.4 -1
Pulmonary Embolism 1.4 1

JTH 2010; 8: 1216-1222 Thromb Hemost 2008; 100: 26-31
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RIETE. 24.395 pacientes.

Hemorragias graves (n, 546) y mortales (n, 135)

® Graves ® Mortales
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p < 0,001



Categorias de riesgo y tipo de sangrado

SCORE Sensitivity Specificity PPV NPV LR (95%CI)

Low risk (< 1,5) 18.5 35.8 0.2 98.7 0.29 (0.20-0.41)
Intermediate risk (1.5-4) 64.4 66.4 1.1 99.7 1.92 (1.69-2.17)
High risk (>4) 17 97.9 4.2 99.5 7.95 (5.42-11.6)




Riesgo de hemorragia grave en 3 meses

( % de pacientes )

Derivacion Validacion
Riesgo N =9.756 N=4.773
Bajo (0-1) 0,8 (0,6—1.1) 0,6 (03-1.0)
Intermedio (2-5) 3,3 (2,8—3,8) 3,3 (2,6-4,1)
Alto (>5) 8,1 (6.0-11) 7,7 (49-11)

Thromb Hemost 2008; 100: 26-31



