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IMPORTANCIA

¢ QUE IMPACTO TIENE LA
ENFERMEDAD
TROMBOEMBOLICA VENOSA
(ETV) EN EL PACIENTE ANCIANO
QUIRURGICO?
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Venous thromboembolism in very elderly patients:
findings from a prospective registry (RIETE)

luciana Lépez-liménsz
Manuel Monker

Josf Antorio Gonasler-Fajardo
Juan Ignacio Arcalus.

Cammen Sudrex

Joeséi Luls Lobo

Manuel Momreal

&nd the RIETE Imvestigators

Background and Objectives. Elderly patients with venous thrombosmbolism (VTE) hawve
an increased rate of bleeding complications on therapeutic doses of anticoagulant ther-
apy.

Design and Methods. Using data in RIETE, an international registry of consecutive
patients with objectively confimmed, symptomatic scute VTE, we analyzed the clinical
characteristics and outcome within 90 days of therapy of all enrolled patients aged 280
years old.

Results. Of the 13,011 patients with VTE enrolled in RIETE up tp September 2005,
2800 (22%) were aged B0 years old. During the study perod 99 patients (3.4%) aged
B0 years, and 212 aged <80 years (2.1%) had major bleeding events (odds ratio: 1.7;
95% Cl: 1.3-2.1). Fatal bleeding occurred in 0.8% and 0.4%, respectively (odds ratio:
2.0; 95% Cl: 1.2-3.4). The incidence of recurrent VTE was 2.1% and 2.8%. However,
3.7% of patients 280 years and 1.1% <80 years died of pulmonary embolism (PE)
(odds mtie: 3.6; 95% Cli 2.7-4.7). On multivariate aralysis, patients 280 years with
symptomatic PE, heart failure, longterm therapy with low-molecularweight heparin
{LMWH) or a vena cava filter had an increased risk of recurrent VTE. Those with recent
bleeding, abnormal renal function, use of corticosteroids or longterm therapy with
LMWH had an increased risk of major bleading.

Interpretation and Conclusions. In patients sged 280 years old the 3.4% incidence of
major bleeding excesded the 2.4% incidence of VTE recumences. However, the 3.7%
incidence of fatal PE outweighed the 0.8% of fatal Heeding. Thus, themrs ssems to ba
mare reason to be concemed about fatal PE than about bleedirg in eldery patients with

Hey words: venous thrombosls, pulmonary embolism, elderly, blesding complications,
maortality.
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‘he ereatment of venous thromboem-

| balism (VTE) in the eldedy popula-
tion presents cerain unique problems
elated to aging, such as decreasing body
weight, increasing renal insufficiency and
numerous comorbid condirions, which com-

from clinical wials might not be suitable for
all eldedy patients with VTE. Funhemore,
an increasing body of evidence indicares thae
age is an independent risk factor For major
bleeding. -

The Registro Infonmarizads de la Bufenmedad

plicare therapy. Current guidelines from the
American College of Chest Physicians,
based on evidence from clinical erals, rec-
ommend that all patienss with VTE be erear-
ed initially with either low-molecular
weeight heparin (LMWH), or unfractionated
heparin (UFH) for at least 5 days and that
this inidal treasment be Fallowed by long-
verm treanment with a vikamin K antagonist.
However, eldedy patiens are ofen excuded
from clinical trials of anticcagulane eeat-
ment because of comarbid conditions, shore
life expectancy, long-rerm immabilivy, or
contraindicarions w therapy** which means

| 4046 |

thar regimens based on the sesults

haematalogica,the hematakagy journal | 2008; S4(8)

bilica (RIETE) was initiaeed in
M.an'h 2001 to record curren: dinical man-
agement of VTE in Spanish hospirals and has
now been expanded to include patients from
other Buropean countries.""* It is an ongo-
ing, mulricenter, observarional registry of
consecurive patients with sympromatic,
ohjectively confirmed, acuse VTE. The aim
of the present study was to analyze the clin-
ical chamaceeristics and 3-month clinical out-
comes of all enrolled patients 280 years old
in the registry, wrying to idendify which
patients are at a higher sk of recurrent VTE
or major bleeding.

‘In patients aged > 80 years old the
3.4% Incidence of major bleeding

exceeded the 2.1% incidence of VTE
However,

recurrences. the 3.7%
Incidence of fatal PE outweighed
the 0.8% of fatal bleeding. Thus,
there seems to be more reason to be
concerned about fatal PE than about

Lopez Jiménez L. Haematologica
2006;91:1046-51.




Incidencia de TVP (%), en varios tipos de cirugia, en pacientes sin
tromboprofilaxis

Rodilla

Fractura de cadera
Cadera electiva
Prostata
Abdominal
Ginecologica
Neurocirugia

Reseccion transuretral prostatica

Hernia inguinal

Lozano FS. Cir Esp 2009;85(Supl 1):45-50.



No hay guias clinicas
especificas para la tromboprofilxis
en ancianos como tampoco
estudios controlados que valoren la
relacion entre riesgo y beneficio de
ésta en distintas  situaciones

(frecuentemente se excluyen de

ensayos por edad o por

e Clin (Barc) 200K B TAZI-424
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Editorial
Profilaxis de la enfermedad tromboembélica venosa en el anciano
Prophylaxis of venous thromboembolism in the elderly
Beatriz Vasco Varela
Seviia de Hemarologl, Hospiral Virss da Nenquelen, Coe, L Corsia, Espafia
INFORMACION DEL ARTICULD
i & 3 e snmo e 2008
El gran interés ita L vensa a estancias prolongadas y a reingresos

(ETV) entre Lis distintas especislidades médicas se justifica por su sits
frecuencia, por la posibilidad de presentadén en una poblaciin
prevismente sana o alectads de distintss proceses midims o
quirirgicas, y por b gravedad de sus comglicadones 3 conn y largo
plaza A pewr de lo @notimos sances dvenidos en maeria de
prevencion, disgndstico y tratamiento, y en contra de lo que eabria
edperag no seha condeguldo detensr su incidenda Bl sumento de la
expectativa de vida de b poblaciin se mnsidera uno de ks Baores
casantes del incremento de los proessos trombdticos que. en L
sctuslidad, son la tercera cnusa de mortalidad en el

frecuentes por desmimpensacion de procesos cronicos y en el que

realmente se desconoce si estos factores de riesgo tienen igual
[Peso que en sujetos mis jivenesd.

¥a nadie cuestiona el electn beneficioss de Ly profiluis

ica tanin en el Smbi irfergico come en el Ambito

midico;, ademis, ya se ha demostrado su relacin entre cote y

electividal®. No abstante, a pesar del elevado nitmero de cxm

i, de ETV o quink (de unS0 aun
708 de episadios trombiticas sintomiticas no tienen relacidn can
una i reciente?) en los que la sstensibn, la

ancisna

L etudios. epidemioligins han demosteade que por debajo de
los 40 afios laincidenda de |2 ETV e minima, pero 2 partir de lo 50
afis sumenta de rma exponendal, independientemente del sexo, y
slcanzs su misima incidenda entre 13 sexta y b octava década de
vida'. Seglin estimacianes del INE (Instituto Nadional de Exadistica)
en el afio 2030, o ndmero de personas ensades qnﬁp.ihocﬂn

gravedad del pmmm ¥ la evoludbn posterior pusden ser peores
(recidiva, hemorragia y monalidad ), en este grupo la infrauili-
zaciin de b tromboprofilids es bamstate comin (reciben
profilas un 7% de pacientes quirbigicos ente 3 un 29% de
enfermes médicos®). Entre |3 causs que se achscan 3 esta
situacidn se inchuyen el descanocimiento de la enfermedad y de
s directrices bassdas en |s prusba, of temor de los profesonales

edades comprendidas entre ks 65 y ks 80 sfios
33, aunque este aumentd serd an mayor ensauems @0 mis de so

alm en ls poblsciin geridtrica y la
incomunicacibn entre niveless mistencisles (lo que dificulta el
Ll

i (und2%) por lo que s una
trombosis va & der cuda ver mis memennas

En e anciano concumen frecuentements situaciones que
incrementan el desgo de ETV, como b aka prevalencia de
procesos erbricos que Gvorecen |3 inmovilidsd, s estasis venosa,

¥ de 18 medidas sdoptadas)”.

Mo hay guixs cimos especificss para la tromboprofilnds en

ancianos come tampoco estudios. mntrolades que valoren 1a relaciin

entre riesgo y beneficio de data en distintas situaciones (freqsente-

mente, los ancianos se exchuyen de los enuyos silo por edsd o
asocisdss

las lesiones vasculares y las adquiridas
en bs de L laciin. De edte modo, L

L No obstante. obwviar Ls medidas

los enfermos de mis de 60 afios 2 los que se les realiza un
[procedimients quirfrgico se encuadran en grupes de aito riesgo
trambético, aungue deban valorarse cuestiones adicionales que
dependen del tipo de ciruglal La situscidn se complica en
pacientes midicos, en los que la suma de factores de riesgo
(neoplasiss. insuficiencia cardisca paresiss de miembros
inferianes de distinta etiologia, enfermedad pulmaonar obstructiva
erinica, infeccibn aguda, eteiters) sparece en un enfermo mis

Comen clecarinicn: bestrizias o mlad sergRses

implica exponeris al resgo de un oo trombdtico
en o que semis de ks mae adciondes de dagnisiom y
tratamient, habed que emplesr por periodos de tempo mis largos
dosis mayores. de los mismos fnmaces que se intentaban evicar.
Ademis del mayor fesgo hemorrigico del tratamiento anti-
eosgulante por endima de los 75 afiss®, en un estudio que se
reslish sobre 13011 sujetos del registio RIETE tratades tras
un proceso trombiticn se demmstrd que b incidencia de
3 ayarel 2 mortal y de
embolia pulmonar (EF) martal (a disgndstio o en los 3 primeros
meses) era claramente superior en enfermos de 80 aios o mis;
estos dltimos presentaron una tasa de EP maortsl 4.4 veces

D0357753)5 -see Snar marer © D08 Elevier Expalia, S1 Todos ks dereches resesvatos.
5

0 10180 et 2008.50,08

Vasco B. Med Clin (Barc) 2009;132(11):423-4.
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COMNFORCID SAMITARIC PUBLICO DEL ALJARAFE

RECOMENDACIONES FARA LA ASISTENCIA A FPACIENTES CON
FRACTURA DE CADERA.
Hospital S. Juan de Dios del Aljarafe. O ctubre 2008

1 INTRODUCCION
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2.1. Incidencia

2.2. Factores clinicos de riesgo de fractura
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2.3.1. Factores asoclados a mortalidad
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3.1. Tipo de fractura y técnica qururgica
3.2, Complicaciones quirurgicas
3.3. Manejo Anestésico
3.3.1. Tipos de anestesia
3.3.2. Antagregacidn y anticoagulacion perioperatoria.
3.4. Delirium
3.5. Profilaxis antibittica
3.6. Profilaxis enfermedad tromboembdlica
3.7. Tratamiento de la anemia
3.8. Movilizacion
3.9. Prevencion secundaria

4 ACTIVIDAD COMPARTIDA
4.1. Transferencia medica al alta
4.2, Transferencia enfermeria al alta

5 EVALUACION DEL PROCESO FRACTURA DE CADERA EN HOSPITAL
SAN JUAN DE DIOS DEL ALJARAFE.

6 ANEXOS

6.1. Anexo-1: Recomendaciones de Fisioterapai en domicilio

Octubre 2008 Vs2, 1
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¢, Quién tiene criterios de
profilaxis de ETV y quien no,
en el paciente quirdrgico?
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CATEGORIAS DE RIESGO DE ETEV EN

PACIENTES QUIRURGICOS

RIESGO BAJO |
Cirugia en menores de 40 afos sin otros factores de Riesgo (%)
riesgo TVP proximal 0,4%
EP mortal < 0,01%
RIESGO RADO

Cirugia menor en pacien
adicionales o cirugia en p
otros fact

on factores de riesgo Riesgo (%)

~ - TVP proximal 2-4%
tes de 40-60 anos sin
) EP mortal 0,1-0,4%
lesgo

RIESGO ALTO -
Cirugia mayor en mayores de 60 afios o en VP Dl 1-8%
pacientes de 40-60 ainos con factores de EP mortal 0,4-1%

riesgo adicionales

*Los factores de riesqo adicionales incluyen uno o mas de los siguientes: edad avanzada, canc
previa, obesidad, insuficiencia cardiaca, paralisis o estados de hipercoagulabilidad (deficiencia
C, factor V de Leiden,...)




¢, Qué condicionantes quirurgicos
hay que considerar?




Parker MJ, et al. Anestesia para la cirugia de fractura de cadera en adultos. (Revisidon
Cochrane traducida)
En: La Biblioteca Cochrane Plus 2008 Niumero 2. Oxford: Uptodate Sofware Ltd.

Disponible en: http://www.update-sofware.com.

- La anestesia regional (raquidea, epidural) es la
recomendada en la amplia mayoria de los casos,
salvo que exista una contraindicacion para ésta o

una indicacion expresa de anestesia general.

®

Biblioteca
Plus




1. se recomienda gue la dosis de HBPM se administre

10-12 horas antes de la intervencion y la primera dosis
tras la cirugia, alas 6 u 8 horas.

7. La retirada del catéter epidural se realizara al menos
10-12 horas tras la dultima dosis de HBPM, no
administrandose la siguiente dosis de HBPM hasta 2
horas tras la retirada del catéter.




¢, Qué hacer en el paciente
anticoagulado?




SiINR>15
CIRUGIA '

Vitamina K 20 mg IV / Repetir si no objetivo

SIINR</=1,5

EVITAR DEMORA QUIRURGICA POR
ESTE MOTIVO







Dosificacion de las heparinas de bajo peso molecular segun

la estratificacion de riesgo

Dosis (U/dia) Dosis (U/dia)
Riesgo bajo / moderado Riesgo alto o muy alto
ENOXAPARINA 2.000 4.000
DALTEPARINA 2.500 5.000
NADROPARINA 2.500 (< 70 Kg: 3.000; > 70 Kg: 4.000)
BEMIPARINA 2.500 3.500
TINZAPARINA 3.500 4.500

Granero Xiberta, et al. Profilaxis de la Otero R, et al. NORMATIVA SEPAR. Profilaxis

enfermedad tromboembdlica en la cirugia de la enfermedad tromboembdlica venosa.
ortopédica y traumatologia. 2007. Arch Bronconeumol 2008;44(3):160-9.




Buller H, et al. Antithrombotic Therapy for Venous Thromboembolic Disease: The Seventh ACCP
Conference on Antithrombotic and Thrombolytic Therapy.

Chest 2004;126(3):401-28

“The regimens of LMWH that have been established to be
effective for long-term treatment in randomized trials are
Dalteparin 200 1U/kg body weight qd for 1 month, followed by 150
IU/kg gd thereafter or Tinzaparin, 175 IU/kg body weight SC qd”







Geerts WH. Prevention of venous thromboembolism: American College of Chest Physicians
(ACCP) Evidence-Based Clinical Practice Guidelines (8th Edition)

Chest 2008:133:381S.

“For patients undergoing Total Hip Replacement (Grade 1A),
Total Knee Replacement (Grade 2B) and Hip fracture

surgery (Grade 1A), we recommend that thromboprophylaxis
be extended beyond 10 days and up to 35 days after
surgery”
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1. Prevencion de ETV en pacientes sometidos a cirugia ortopédica
mayor de las extremidades inferiores, tal como fractura de cadera,
cirugia mayor de rodilla o protesis de cadera (EMEA 2002, FDA 2001)

2. Prevencion de ETV en pacientes sometidos a cirugia abdominal
considerados de alto riesgo de complicaciones tromboemboalicas,
tales como pacientes a cirugia abdominal por cancer (EMEA 2005)




Geerts WH, et al. Prevention of Venous Thromboembolism
(Chest 2008;133;381S-453S)

- FRACTURA DE CADERA: “we recommend routine

thromboprophylaxis using FONDAPARINUX (Grade 1A), LMWH (Grade 1B),
adjusted doses VKA (INR target, 2.5; INR range, 2.0 to 3.0) (Grade 1B), or
LDUH (Grade 1B)”

- ARTROPLASTIA ELECTIVA DE CADERA O

RODILLA: “we recommend the routine use of one of the following

anticoagulant options: (1) LMWH (at a usual high-risk dose, started 12 h before
surgery or 12 to 24 h after surgery, or 4 to 6 h after surgery at half the usual high-
risk dose and then increasing to the usual high-risk dose the following day); (2)
FONDAPARINUX (2.5 mg started 6 to 24 h after surgery); or (3) adjusted-dose
2.5) (all




Turpie A, et al. A Meta-analysis of 4 Randomize Double-blind Studies.
(Arch Intern Med 2002;162:1833-40)

Fondaparinux better Enoxaparin better % Qdds reduction
fondaparinux:
2,5 mg sc/24h 40 mg sc/24h enox?aparin
- (6 horas TRAS cirugia) }(12 horas ANTES cirugia)
x 30 mg sc/12h
Hip replacement (12-24 horas TRAS cirugia)
{n=3411) ———— -45.3
» Ephesus ;
(n=1827) 1 -58.3
* Pentathion 2000
(n=1584) $ -28.1
Hip fracture (Penthifra) }
{n=1250) ——y -61.6
Major knee surgey (Pentamaks)
(n=724) e ] -63.1
Common odds reduction
{n=5385) o ]
Odds Reduction
IIIIii!llilillllllil]lill Ilillllil]llll;llllilill
~10C.0 0.0 6C.5 ~40.0 20.0 rXs] 2290 25.3 6.3 0.9 W80

Turpie A, et al. New Pentasaccharide for the Prophylaxis of Venous

Thromboembolism
(Chest 2003;124:371S-8S)

Exact 95%
Confidence interval

[-58.9 to -27.4]

[-72.8 10-37.2)

[-52.2 t0 7.6]

[-73.4 10 -45.0]

[-75.510-44.8]

{-63.1 10 -45.8]
p=1017




Turpie A, et al. A Meta-analysis of 4 Randomize Double-blind Studies.

(Arch Intern Med 2002;162:1833-40)

Resultados de EFICACIA

Variable evaluada en el estudio FONDAPARINUX | ENOXAPARINA| RAR (IC 95%) P NNT (IC
(N=2.677) (N=2.698) 95%)

Resultado principal /R\

-TEV por flebografia dia 5-11 6,5% (174) 13,5% (363y 7% (5,4-8,6) |[<0,05 \\14 (12-19)
Resultados secundarios de \
2.9%

interes /

1,3% 1,6% (0,9-2,4) |<0,05//61 (42-112)
-TEV profundo proximal (35/2756) (81/2775) &//

(flebografia)

0,3% 02%  |0,17% (-0,06-0,4)
» -TEV sintomatico (12/3603) (6/3608)
: 0,3% 0,3% Despreciable
-Embolismo pulmonar ’ ’
P (11/3603) (10/3608)

Turpie A, et al. New Pentasaccharide for the Prophylaxis of Venous

Thromboembolism n CHEST
(Chest 2003;124:371S-8S) e




Turpie A, et al. A Meta-analysis of 4 Randomize Double-blind Studies.

(Arch Intern Med 2002;162:1833-40)

Resultados de SEGURIDAD

Variable evaluada en el Fondaparinux Enoxaparina | RAR (IC 95%) p NNH o NND
ikl (N=3616) (N=3621) (IC 95%)

Resultado principal
2,3% (84) 1,5% (53) 0,9% (0,2-1,5) 116 (67-431)
-Indice hemorragia > 2

Turpie A, et al. New Pentasaccharide for the Prophylaxis of Venous
Thromboembolism £ CHEST

Chest 2003;124:371S-8S en e




Validez interna:
Falta analisis por intencion de tratar de la variable principal.

Aplicabilidad del ensayo a la practica del hospital:
En la practica habitual no se practica flebografia rutinaria. Puesto que en estos
ensayos la deteccion de TEV flebografico va seguida de tratamiento
anticoagulante, desconocemos los resultados en condiciones habituales.

Relevancia clinica de los resultados:
La reduccion farmacologica de TEV flebografica no necesariamente se
correlaciona con una reduccion de TEV sintomatico. De hecho, no hay
diferencias significativas en TEV sintomatico ni en EP.

“En consecuencia, la diferencia de eficacia clinica entre Fondaparinux y

Enoxaparina en esta indicacidn, si existe, precisaria tratar a un numero
de pacientes muy elevado para ponerse de manifiesto, y al precio de un
mayor riesgo hemorragico”




CHES 1

Official publication of the American C ollege of Chest Physicians

Geerts WH, et al. Prevention of Venous
Thromboembolism

- For every general hospital, we recommend that a formal, active strategy that
addresses the prevention of VTE be developed (Grade 1A)

- We recommend that the local thromboprophylaxis strategy be in the form of a
written, institution-wide thromboprophylaxis policy (Grade 1C)

- We recommend the use of strategies shown to increase thromboprophylaxis
adherence, including the use of computer decision support systems (Grade 1A),
preprinted orders (Grade 1B), and periodic audit and feedback (Grade 1C)
Passive methods such as distribution of educational materials or educational
meetings are not recommended as sole strategies to increase adherence to
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DABIGATRAN o
RIVAROXABAN
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1. “Prevencion primaria de episodios tromboembadlicos venosos en
pacientes adultos sometidos a cirugia de reemplazo total de cadera
o de rodilla programadas (EMEA, AEMyPS, FDA (Rivaroxaban, 2009))”

Amplio margen terapéutico, dosificacion oral fija, bajo
potencial de interacciones y no precisan monitorizacion de




Sociedad Espariola de Cirugia Ortopédica
y Traumatologia

“Con un grado de recomendacion A, la Guia de profilaxis
Tromboembdlica de la SECOT (Addendum 2009) propone utilizar
Rivaroxaban 6 Dabigatran, como alternativas a HBPM, en el
tratamiento profilactico de enfermedad tromboemboalica tras la
artroplastia total de cadera y rodilla; Se aconseja prolongar la profilaxis
entre 4-6 semanas en la artroplastia de cadera (I1A) y en la artroplastia




DABIGATRAN ETEXILATO — Estudios de Eficacia

Dabigatran etexilate versus enoxaparin for prevention of R
venous thromboembolism after total hip replacement:
a randomised, double-blind, non-inferiority trial

Bengt | Eriksson, Ola E Dahl, Nadia Rosencher, Andreas A Kurth, C Niek van Dijk, Simon P Frostick, Martin H Prins, Rohan Hettiarachchi,
Stefan Hantel, Janet Schnee, Harry R Buller, for the RE-NOVATE Study Group

Summary
Background After hip replacement surgery, prophylaxis following discharge from hospital is recommended to reduce Lancet 200 7:370: 949-56
the risk of venous thromboembolism. Our aim was to assess the oral, direct thrombin inhibitor dabigatran etexilate sce comment page 915

“Cumple los criterios de no
inferioridad cuando se Dabigatran 150 mg 6 220 mg
compara con Enoxaparina a VO/24h (ir.1icio 1-4 h tras cirugia) VS

dosis empleadas Enoxaparina 40 mg SC/24h (inicio

_ 12 h antes cirugia)
habitualmente en Europa (40

mg/dia) y duraciones de
tratamiento de 28-35 dias en
protesis de cadera. No se

presentan diferencias
relevantes en el riesqo de




Wolowacz SE, et al. Efficacy and safety of dabigatran etexilate for the prevention of venous
thromboembolism following total hip or knee arthroplasty. A meta-analysis
(Thromb Haemost 2009;101:77-85)
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N > 8.000 pacientes

g

- No se observaron diferencias significativas entre Dabi
Enoxaparina en cualquiera de los resultados finales de analisis de
seguridad v eficacia, ya sea en el analisis de dos ensayos (p <0,15) 0

cuando los tres ensayos se combinaron (p < 0,30)

- El meta-analisis de RE-MODEL y RE-NOVATE apoya las

conclusiones de los ensayos individuales, es decir, Dabigatran no es
inferior a Enoxaparina (40 mg/24h) y con similar perfil de seguridad.

- El meta-andlisis de los tres ensayos (+ RE-MOBILIZE) no
encuentra diferencias importantes entre los tratamientos en ninguno de
los resultados finales analizados.
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Rivaroxaban versus Enoxaparin for Thromboprophylaxis

after Hip Arthroplasty

K. Kakkar, M.D, Ph.D., Tiema J. Bandel, M
M. D, Ph.D., and William Geerts, M.D., fo

Menno V. Huisman, M.D., Ph.D.
Eva Muehlhofer, M.D., Frank Mis sel

ngt . Eriks son, M.D\, Ph.D., Lars C. Borris, M.D,, Richard ]. Friedman, M.D,, Syhia Haas, M.D,

.D., Horst Beckmann, Ph.D.
or the REC 1 Study Group®

ABSTRACT

BACKGROUND

This phase 3 trfal compared the efficacy and safety of rivaroxaban, an oral direct
inhibitor of factor Xa, with those of enoxaparin for extended thromboprophylaxis in
patients undergoing total hip arthroplasty.

METHODS

In this randomized, double-blind study, we assigned 4541 patients to receive sither
10 mg of oral rivaroxaban once daily, beginning after surgery, or 40 mg of encxaparin
subcutanecusly once daily, beginning the evening before surgery, plus a placebo tab-
et or injection. The primary efficagy outcome was the composite of deep-vein throm-
bosis (either symptomatic or detectad by bilateral venography if the patient was
asymptomatic), nonfaral pulmonary embaolism, or death from any cause at 36 days
(range, 30 to 42). The main secondary efficacy outcome was major venous thombo-
embolism (proximal deep-vein thrombosiz, nonfatal pulmonary embolism, or death
from venous thromboembolism). The primary safety outcome was major bleeding,

RESULTS
A total of 3153 patients were inchided in the superiority analysis (after 1388 axche-
sions), and 4433 were included in the safety analysis fafter 108 exclusions). The pri-
mary efficacy outcome ocourred in 18 of 1595 patients (1.1%) in the dvaroxaban group
and n 58 of 1558 patients (3.7%) in the enoxaparin group (absohite rsk reduction,
2.6He; 95% confidence nterval [CI), 1.5 to 3.7; P0.001). Majorvenous thromboembo-
lism occurred in 4 of 1686 patients (0.2%) in the rvaracaban group and in 32 of 1678
patients (2.0%) in the encaparin group (abschte risk reduction, 1.7%; 9% CI, 1.0 to
2.5; P=0.001). Major bleeding occurred in & of 2209 patients (0.3%) in the rivarma-
ban group and in 2 of 2224 patients (0.3%) in the enoxaparin group (P=0.18).

COHCLUSIONS

A once-daily, 10-mg oral dose of dvaracaban was significantly more effective for ax-
tended thromboprophyl axis than a once-daily, 40-mg suboutaneous dose of enoxa-
parin n patients undergoing elective total hip arthroplasty. The two drugs had simi-
lar safety profiles. ((linicalTrials.gov number, HCTO0Z20628.)
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Rivaroxaban 10 mg VO/24h (inicio
6-8 h tras cirugia) VS Enoxaparina 40
mg SC/24h (inicio 12 h antes cirugia)

31-39 dias




RECORD-1

(N Engl J Med 2008:358(26):2765-75)

Table 3. Incidence of Efficacy Events (Medified Intention-to-Treat Population).
Absolute Risk
Qutcome Reduction® P Valuej
no. with events no. with events
total no. %6 (95% Cl) total no. 26 (95%6 Cl) % (95% C1)

Primary efficacy outcomes: 18/1595 1.1 (0.7 to 1.8) 58/1558 3.7 (28t04.83) -26(-3.7t0-1.5) 40.0016'—
Major venous thromboembaolismf 471686 0.2 (0.1 to 0.6) 33/1678 20(l4to2.83) -1.7(-2.5t0-1.0) <0.00 1€
Death during on-treatment period 41595 0.3 (0.1 to 0.86) 4/1558 0.3 (0.1 to 0.7) 0.0 (0.4 to 0.4) 1.00
Nonfatal pulmonary embolism 4/1595 0.3 (0.1 to 0.6) 1/1558 0.1 (<0.1t00.4) 0.2 (-0.1t00.6) 0.37
Deep-vein thrombosis 12/1595 0.8 (0.4 to 1.3) 53/1558 34 (26t044) -2.7(-3.7t0-17) <0.001&

Proximal 1/1595 0.1 {(<0.1 to 0.4) 31/1558 20(14t028) -19(-27t0-12)  <0.00L&——

Distal only 11/1595 0.7 (0.3 to 1.2) 22/1558 1.4 (0.9t02.1) -0.7 (-1.5t00.0) 0.04
Syrmptomatic venous thromboembo-

lismY

During treatment 6/2193 0.3 (0.1 to 0.6) 11/2206 0.5 (031t00.9) —0.2 (-0.61t00.1) 0.22 €=

During follow-up 1/2193 <0.1 (<0.1 to 0.3) 4/2206 0.2 (0.1t00.5) —0.1 (-0.4to 0.1) 037
Death during follow-up 1/1595 0.1 (<0.1 to 0.4) 0/1558 0.0 (0.0t00.2) 0.1 (-0.2 to 0.4) 1.00

* The absolute risk reduction, calculated with the use of a weighted Mantel-Haenszel test, is for patients receiving rivaroxaban, as compared
with those receiving enoxaparin. For cutcomes that occurred infrequently (i.e., fewer than 10 events in total, including death, pulmonary
embolism, and symptomatic venous thromboembolism during follow-up), unweighted risk reductions and exact confidence intervals are
given.

T Values were calculated on the basis of the Mantel-Haenszel weighted estimator. For outcomes that occurred infrequently (i.e., fewer than
10 events in total, including death, pulmeonary embolism, and symptomatic venous thromboembolism during the follow-up period), the list-
ed P values were calculated with the use of Fisher's exact test.

i The primary efficacy outcome was a compaosite of any deep-vein thrombosis, nenfatal pulmonary embelism, or death from any cause.

§ Major venous thromboembolism was a composite of proximal deep-vein thrombosis, nonfatal pulmonary embolism, or death from venous
thromboembaolism.

9 Symptomatic venous thrombeoembolism included any symptomatic deep-vein thrombosis (proximal or distal) and nonfatal or fatal symp-
tomatic pulmonary embolism in patients in the safety population who had undergone surgery.




Extended duration rivaroxaban versus short-term > W
enoxaparin for the prevention of venous thromboembolism
after total hip arthroplasty: a double-blind, randomised

controlled trial

Ajay K Kakkar, Benjamin Brenner, Ola E Dahl, Bengt | Eriksson, Patrick Mouret, Jim Muntz, Andrea G Soglian, Akos F Pap, Frank Misselwitz,
Sylvia Haas, for the RECORD2 Investigators™

Summary
Background The risk of venous thromboembolism is high after total hip arthroplasty and could persist after hospital Lancet2008; 372: 31-39

discharge. Our aim was to compare the use of rivaroxaban for extended thromboprophylaxis with short-term published Online
thromboprophylaxis with enoxaparin. June 25, 2008

Rivaroxaban 10 mg VO/24h (inicio 6-8 h tras cirugia)
VS
Enoxaparin 40 mg SC/24h (inicio 12 h antes cirugia)

31-39 dias Rivaroxaban vs 10-14 dias Enoxaparina




RECORD-2

(Lancet 2008;372(9632):31-9)

Extended thromboprophylaxis Short-term thromboprophylaxis| Absolute risk reduction p valuet

with rivaroxaban with enoxaparin (95% Ci)*
Primary efficacy outcomet 17/864 (2.0%, 1.2-3-1) 81/869 (9-3%, 7-5-11.5) 7:3% (52-9-4) <0-0001 €
Death 2/864 (0-2%, <0-1-0-8) 6/869 (0-7%, 0-3-1:5) 0-5% (-0-2to 1-1) 0-29
Non-fatal pulmonary embolism 1/864 (0-1%, <0-1-0-6) 4/869 (0.5%, 0-1-1-2) 0-3% (-0-2to 1-1) 037
Deep-vein thrombosis 14/864 (1.6%, 0.9-2:7) 71/869 (8:2%, 6-4-10-2) 6-5% (4.5-8:5) <0-0001 €
Proximal 5/864 (0-6%, 0-2-1.3) 44/869 (51%, 3.7-6.7) 45% (2:9-60) <0-0001 €
Distal only 9/864 (1.0%, 0-5-2.0) 27/869 (3:1%, 2:1-4.5) 2:0% (0-7-3-3) 00025 Eet=
Major venous thromboembolism§ 6/961 (0-6%, 0-2-1-4) 49/962 (5-1%, 3-8-6.7) 4.5% (3.0-6-0} <0-0001 Enten
Symptomatic venous thromboembolismi  3/1212 (0-2%, <0-1-07) 15/1207 (1-2%, 0-7-2-0) 1.0% (0-3-1:8) 0-0040 -
Symptomatic venous thromboembolism in 1/1212 (0-1%, <0-1-0-5) 211207 (0-2%, <0-1-0-6) 01% (-02t0 0-4) 0-62
follow-up period{ ||
Death in follow-up period|| 0/1228 (0-0%, 0.0~0-3) 211229 (0-2%, <0-1-0-6) 0-2% (-0-1t0 0-6) 0:50

Data are n/N (%, 95% Cl) unless otherwise specified, *Mantel-Haenszel weighted absolute risk reduction in patients receiving extended thromboprophylaxis with
rivaroxaban compared with short-term enoxaparin. For endpoints that occurred infrequently (less than ten events in total—ie, death [within the time window and during
follow-up}, non-fatal pulmonary embolism, symptomatic venous thromboembolism in the follow-up), unweighted risk reductions and exact Cls are given. Calculation and
rounding of absolute risk reduction is based on the difference in unrounded incidences. 1Values calculated based on the Mantel-Haenszel weighted estimate. For endpoints
that occurred infrequently (less than ten events in total—ie, death [within the time window and during follow-up], non-fatal pulmonary embolism, symptomatic venous
thromboembolism in the follow-up), p values according to Fisher's exact test are given. ¥Composite of any deep-vein thrombosis, non-fatal pulmonary embolism, and
all-cause mortality. §Composite of proximal deep-vein thrombosis, non-fatal pulmonary embolism, and venous thromboembolism-related death. §Any symptomatic
deep-vein thrombosis (proximal or distal) or symptomatic non-fatal or fatal pulmonary embolism in patients valid for the safety population who underwent surgery.
||Follow-up started the day after adequate assessment of thromboembolism (venography or symptomatic event up to day 41 after surgery) for each patient.

Table 3: Incidence of events (efficacy)




RECORD-2

(Lancet 2008;372(9632):31-9)
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Days after surgery
*Enoxaparin phase *Placebo phase
- > - >
Number at risk
Rivaroxaban 1212 1155 1183 1175 1168 1164 1160 1147 1121 0
Enoxaparin 1207 1189 1172 1159 1150 1147 1143 1132 i1 o
plus placeba
Figure 2: Cumulative event rate of symptomatic venous thromboembolism
*Patients who received at least one dose of study medication (ie, safety population} and underwent surgery. in the
case of muitiple events per patient, the event that occurred first was considered. All symptomatic venous

thromboembolic events were considered up to day 42 after surgery. Patients without symptomatic venous
thromboembolism were deemed to be censored at day 42 after surgery or at the last contact, whichever was
earlier. p=0-0043 for difference between groups; log-rank test (post-hoc analysis).




RECORD (1,2,3y 4)

“Rivaroxaban ha mostrado superioridad sobre Enoxaparina, de
forma estadisticamente significativa, sin producir mayor indice de
hemorragia, y por tanto, con un beneficio/riesgo muy similar”

¢, Eventos clinicos o EP fat




ASPECTOS A CONSIDERAR

1. La tromboprofilaxis quirdrgica en el anciano y/o pluripatoldgico es
necesaria, con especial énfasis al afecto de fractura de cadera y al
que precisa artroplastia electiva de cadera y rodilla, conociendo

que no hay gquias clinicas especificas disefiadas para esta
poblacion.

. Existen diferentes alternativas farmacoldgicas aprobadas, eficaces
y seguras, que habra que considerar de forma individualizada en
cada centro hospitalario con la elaboracion de protocolos
especificos para un perfil concreto de pacientes.
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