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INTRODUCCION

 La enfermedad tromboembodlica (ETE) es la principales
causas de morbi-mortalidad en los pacientes con cancer

(Dvorak 1994)

* Los pacientes con cdancer presentan un incremento del riesgo
x4-6 de desarrollar enfermedad tromboembdlica venosa

(ETV) respecto a los pacientes sin diagnodstico de cancer
(Lyman 2009)

e 20% de todos los episodio de enfermedad tromboembadlica
venosa (ETV) ocurren en pacientes con cancer

(Lee 2003)
T



Likelihood of death in/out of hospital

In-hospital mortality according to 6-months cumulative incidence of
concomittant VTE? death in patients with VTE +/- cancer?

1 No VTE 1 VTE

16.1%

DVT/PE and malignant disease

Malignant disease only

Probability of death

DVT/PE only

Non-malignant disease

All Non-metastatic Metastatic
60 80 100 120 140 160 180

N=66,016 N=20,591 N=17,360 Number Of dCI)'S

1. Khorana AA et al. J Clin Oncol. 2006 Jan 20;24(3):484-90. 2. Levitan N et al. Medicine. 1999;78:285-91.
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Table 1. Effect of VTE on Mortality Risk Within 1 Year of
Diagnosis in Patients With Different Cancer Types Stratified
by Cancer Stage

HR by Stage

Local Regional Remote

Prostate 5.6° 4.7% 2.8°
Breast 6.6° 2.4° 1.8°
Lung 3.1° 2.9° 2.5°
Colorectal 3.22 2.2 2.08
Melanoma 14.43 NA 2.8°
Non-Hodgkin lymphoma 3.2° 2.0° 2.32
Uterus 7.0° 9.12 1.7°
Bladder 3.2° 3.3° 3.3°
Pancreas 2.3° 3.8° 2.3%
Stomach 2.4° 1.5° 1.8
Ovary 11.3% 4.8° 2.3°

Kidney 3.2° 1.4 1.3

VTE indicates venous thromboembolism; HR, hazard ratio; NA,
applicable.
“P < .001.
P < .01.

°P < .05. Lyman, Cancer 2011




Cumulative incidence of recurrent VTE
during anticoagulant therapy

Hazard ratio 3.2
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Recurrent Thromboembolism

0 1 2 3 4 5 6 7 8 9 10 11 12 Time (months)
181 160 129 92 73 64 Cancer
661 631 602 120 115 No Cancer

Prandoni et al., Blood 2003




Cumulative incidence of bleeding during

anticoagulant therapy

Hazard ratio 2.2
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0 1 2 3 4 5 6 7 8 9 10 11 12 Time (months
181 170 141 81 68 Cancer
661 636 615 127 124 No Cancer

Prandoni et al., Blood 2003




What iIs the true burden of VTE?

From 60 to 70% of fatal PE detected post-mortem are
not suspected or diagnosed?*-?

N

The incidence of
i\ o U

asymptomatic VTE is
twice the incidence of

symptomatic VTES

Picture modified from Ralph A. Clevenger

1Stein PD et al. CHEST. 1995;110:978-981.
2Sandler DA, et al. J R Soc Med. 1989;82:203-205.
SKakkar VV et al. Lancet. 1969; August 2:230-33.
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 Aproximadamente el 2-8% de los pacientes con cancer
presentan un episodio de ETE a lo largo de la evolucion
de su enfermedad, con tasas de incidencia 0.8%-30.7%.

(Monreal 2010, Rickles 1998 and Deitcher 2003)

 Datos actuales incidencia ETE cancer de pancrea:
— MSKCC 36%

— University of Rochester 34,8%
(Menapace&Khorana 2011, Epstein 2011)

e« Cancer colorrectal+QT: 10,9%
(Otten 2003)
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e Elriesgo de ETE parece haberse incrementado en las dos
ultimas décadas en los pacientes con cancer

(Khorana 2007)
— Mejoria métodos deteccidn (TC helicoidal)
— Nuevos tratamientos: antiangiogénicos, terapia de soporte (EPO)

— Incremento supervivencia (a mayor tiempo de supervivencia mayor
riesgo)

e EI60% de los pacientes fallecidos por TEP presentan
enfermedad localizada o con baja carga tumoral (muertes
teoricamente evitables)

(Silverstein 1988, Stein 2006)
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e Suspension del tratamiento con QT — dificultad
administracion tratamientos (tratamiento eficaz )

e Incremento costes de salud

« Complicacion que requiere un tratamiento a largo
plazo, a diferencia de otras complicaciones del
enfermo oncologico (neutropenia febril)
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Factores de riesgo para ETV en pacientes con
cancer

Factores relacionados con el paciente

Factores relacionados con el cancer

Factores relacionados con el tratamiento

SEOM Guidelines 2011
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ETV-Factores de Riesgo il

Table 1. Risk factors for VTE and candidate biomarkers
Cancer-related

Site

Stage/metastatic disease

Histology

Initial period after diagnosis (3-6 months)

Active disease

Vascular compression due to tumoral mass or lymphadenopaty

Treatment-related
Chemotherapy

Surgery

Hospitalization

Hormonal treatment

Indwelling catheters
Transfusions

Erythropoietic stimulating agents
Antiangiogenic agents

Patient-related

Older age

Obesity

African-american

Female

Prior thrombosis

Comorbidities/medical problems (infection, pulmonary disease, others)
Pregnancy

Tobacco

Low performance status

Low level of activity/physical exercise
Major trauma and immobilization
Inhented thrombophilia (Factor V Leyden

SEOM Guidelines 2011
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ETV-Oncologia A ez
Duracion del Tratamiento

Hospitalization
End of life
Chemotherapy Metastasis

Diagnosis

Risk of VTE in the cancer population

Remission

Risk of VTE in the general population

=3
Time

Lyman, Cancer 2011
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Pancreas

Cerebro-gliomas

Leucemia mieloide aguda

Estomago

Esofago

Células renales

Pulman

Ovario

Higado

Linfoma

Leucemia linfatica cronica

Leucemia linfatica aguda

Colon

Leucemia mieloide cronica

Vejiga

Utero

Prostata

Mama

Chew HK, et al. Arch Intern Med 2006 (modificado)



Caso Clinico

Paciente diagnosticado de adenocarcinoma de colon estadio IV

con metastasis hepaticas y pulmonares, portador de catéter port-
a-cath y en tratamiento con quimioterapia esquema FOLFOX-4
mas bevacizumab. Tras 2 ciclos, el paciente acude a urgencias por
aumento de disnea de 24 horas de evolucion y edema y eritema
en MID. Se diagnostica de TEP y TVP MID. Senale el tratamiento
de eleccion a largo plazo o profilaxis secundaria en este paciente:

a) Heparina de bajo peso molecular.

b) Antivitaminas K.

c) Fondaparinux.

d) Inhibidor directo factor Xa por via oral.

e) Inhibidor trombina/factor lia por via oral.
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Tratamiento de la ETV
en el paciente oncolégico

Tratamiento Agudo
Los 10 primeros dias .
Tratamiento a largo plazo
Evit Ts )
Vilar progresion o 1ﬂ dIﬂS
Evitar la recidiva local
+ Prevencion de las recurrencias ETV

Prevenir EP
Toreme aeguinen. Recuperar permeabilidad venosa

Preservar la funcion valvular

W el
- Disminucion sd. postrombatico

- Disminuir HTAP secundaria

Guias Oncoldgicas
ASCO — NCCN - ESMO - SEOM



de FORMACION SEOMY, -
en CUIDADOS CONTINU@S .

Metaanalisis Akl et al. Cochrane 2011 (16 RCTs)

Reduccidn estadisticamente significativa en mortalidad a 3 meses (11 RCT)
HBPM vs HNF: RR 0,71; 1C95% 0,52-0,98

Figure |I. Forest plot of comparison: | LMWH vs. UFH, outcome: 1.1 Death at 3 months.

LMWH UFH Risk Ratio Risk Ratio

Study or Subgroup  Events Total BEvents Total Weight M.H, Random, 95% Cl M-H, Random, 95% CI

Columbus 1897 20 118 27 113 3B5% 070[0.42,1.18) ~W

Duroux 1891 0 6 2 12 1.2% 0.37[0.02,6.71)

Galilei 2004 3 76 5 80 63% 063[0.186, 2.55} ————

Hufl 18582 7 46 14 48 156% .53 [0.24, 1.20] —T

Koopman 1996 3 34 3 368 4.4% 1.06 0.23, 4.89] TTTT—

Leving 1996 11 46 T4 57 218% 0.97 [0.49, 1.94) ——

Lindrmaker 1994 2 7 2 9 36% 1.29[0.24, 6.99) R R

Lopaciuk 1992 0 7 ( 2 Nof estimable

Prandoni 1992 1 15 G 18 26% 0.20[0.03,1.48) ~

Simmoneau 1993 2 7 i 2 31% 0.57 [0.09, 3.51) I R

Simmaoneau 1997 2 2% 4 34 39% 0.65{0.13, 3.30} T

Total (95% CI) 389 412 100.0% 0.71[0.52, 0.98] L 2

Total events 51 78

Heterogeneity Tau®= 0.00; Chi*= 3.88, df= 9 (P = 0.92): P= 0% I t 1 l 1

Test for overall effect Z= 2.07 (P = 0.04) ﬂ'?_-iamlﬂ': LMWH F amurl{:.lFHWG




Tratamiento inicial (5-10 dias) X!EWESOEESR

Metaanalisis Akl et al. Cochrane 2011

* No reduccidon esatdisticamente significativas de la recurrencia ETV:
HBPM vs HNF: RR 0,78; 1C95% 0,29-2,08

Figure 4. Forest plot of comparison: | LMWH vs, UFH, outcome: 1.2 Recurrent VTE,

LMWH UFH Risk Ratio Risk Ratio
Study or Subgroug  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Breddin 2001 1 33 7 41 189% 0.18(0.02, 1.37) -—

Galilei 2004 5 76 6 B0 428% 0.88 [0.28, 2.786) ——

Merli 2001 a 96 3 45 38.3% 1.410.40, 4.95) —r—

Total (5% CI) 206 166 100.0% 0.78 [0.29, 2.08] -~

Total events 15 i6

Heterogeneity Tau®= 0.25; Chi*= 2.96, df= 2 (P = 0.23); F= 32% = } { i

co1 01 1 10 100

Test for overall effect 2= 050 (P = 0.62) Favours LMWH Tavours UFi

e No diferencias entre HBPM

* No diferencias entre Fondaparinux vs HNF (muerte, recurrencia y
sangrado)
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Table 2. Recommendations for Treatment of VTE in Patients With Cancer by the Guideline Panels
Parameter ASCO NCCH AIOMESMO FNCLCC
Long-tarm treatment of VTE in  LMWH for at least 6 months is  LMWH is preferred; LMWH for at least 346 months; LMWH for 3-6 months;
patients with cancer preferred: VEA are acceptable indefinite long-termn LMWH for LMWH or VKA beyond 6
when LMWH is not available; anticoagulation in patients with active cancer months
indefinite anticoagulation in patients with active
patients with active cancer cancer or persistent
risk factors

HBPM>AVK (eficacia)

Multiples ensayos clinicos (4 ensayos randomizados):

— Estudio CANTHANOX. Meyer et al. Arch Intern Med 2002

— Estudio CLOT. Lee et al. NEJM 2003

— Estudio LITE. Hull et al. Am J Med 2006

— Estudio ONCENOX. Deitcher et al. Clin Appl Thromb Hemost 2006
Dos metaanalisis:

— Louzada et al. Revision/Metaanalisis 2008

— Akl et al. Cochrane 2008 (Revision Sistematica/Metaanalisis)
Guias:

— Todas las guias recomiendan HBPM:

— Oncologicas: ASCO’07/NCCN’'11/ESMO’11/SEOM’ 11

_ Ha alﬂ i i | i' il | i ii i iii’aﬁ Journal of Clinical Oncology Vol 27, October 2009
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Low-Molecular-Weight Heparin
versus a Coumarin for the Prevention
of Recurrent Venous Thromboembolism
in Patients with Cancer

Objetivo primario
Eventos tromboembdlicos recurrentes a 6 meses

(n=336) |

Dalteparina 200 UI/Kg x 1 mes + 150 Ul/kg x 5 meses

Objetivos Secundarios
- Seguridad-Sangrados
- Supervivencia

Dalteparina 200 Ul/kg + AVK (INR 2-3) x 5 meses

Lee, NEJM’'2003
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Figure 1. Kaplan—Meier Estimates of the Probability of Symptomatic Recur-
rent Venous Thromboembolism among Patients with Cancer, According to
Whether They Received Secondary Prophylaxis with Dalteparin or Oral Anti-
coagulant Therapy for Acute Venous Thromboembolism.

An event was defined as an objectively verified, symptomatic episode of recur-

rent deep-vein thrombosis, pulmonary embolism, or both during the six-
month study period. The hazard ratio for recurrent thromboembolism in the
dalteparin group as compared with the oral-anticoagulant group was 0.48

(95 percent confidence interval, 0.30 to 0.77; P=0.002 by the log-rank test).

507 P=0.53
Oral anticoagulant
3 40+ T
s e
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é = Dalteparin
iy
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0 T T T T T T 1
0 30 60 90 120 150 180 210
Days after Randomization
No. at Risk
Dalteparin 336 310 274 248 237 220 206

Oral anticoagulant 336 301 268 240 220 211 194

Figure 2. Kaplan—Meier Estimates of the Probability of Death from All Causes
among Patients with Cancer, According to Whether They Received Secondary
Prophylaxis with Dalteparin or Oral Anticoagulant Therapy for Acute Venous
Thromboembolism.

There was no significant difference between the groups (P=0.53 by the log-
rank test).

Lee, NEJM’'2003
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Table 3. Primary Efficacy Outcome Events.

Hospital General Universitario
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Table 2. Sites of Solid Tumors.

Deep-vein thrombosis alone

Nonfatal pulmonary
embolism

Fatal pulmonary embolism

Total

Oral

Dalteparin Anticoagulant
(N=336)  (N=336)

no. of patients

14 37
8 9

Tumor Site

Breast

Colorectal area
Lung
Genitourinary tract
Gynecologic system
Pancreas

Brain

Other

Dalteparin Oral Anticoagulant
(N=298) (N=308)

no. of patients
49
54
50
47
30
16
13
49

Lee, NEJM’'2003



CLOT: Bleeding

LMWH VKA
Outcome N=338 (%) Nn=335 (%)

\Y E=1[e] g o] [=T=To! 19 (5.6) 12 (3.6) 0.27

Any bleed 46 (13.6) 62(18.5) 0.093

*Fisher’s exact test.

Lee et al., N Engl J Med. 2003
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ETV-Oncologia
Tratamiento a Largo Plazo ETV
Ensayos Clinicos Randomizados

. . Recurrent VTE Risk Major
Clinical Trial/Year | Study Drug n HR )

. . Mortalit
(VKA vs LMWH) [Reduction bleeding Y

0.48 (0.30-0.77) | 4% vs 6% 41% vs 39%

CLOT 2003 Dalteparin | 672 17% vs 9% 52%
parl oS I ° 0=0.002 0=0.27 0=0.53

2.9% vs 6.5% | 32.4% vs 22.6%
10% W vs 6.9% LD 0 0 0 0

I 0, = 0 0,
ONCENOX 2006 Enoxaparin | 122 Vs 6.3% HD 31% 0.69 p=NS vs 11.1% vs 41.7%
p=NS p=NS
CANTHANOX . 0.70 (0.12-4.08) | 16% vs 7% |22.7% vs 11.3%
Enoxaparin | 146 21.1% vs 10.5%? 30%
2002 P ° ° ° 0p=0.09 0p=0.09 0p=0.07

0.44 (0.17-0.99) [ 7% vs 7% 47% vs 47%

LITE 2006 Ti ' 200 16% vs 7% 56%
inzaparin o VS 7% 0 0=0.044 D=NS D=NS

% Composite of major bleeding and recurrent VTE

7-10% de recurrencias con HBPM
S
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LITE-Tinzaparina

254

20+

r——————

15 P

10 -
Dalteparin

Probabdlity of Recurment Venous
Thromboembolism (%)
1

P 00012

Cral anticoagulant

S S A A A Y T

Days after Randomization

Mo. at Risk
Cualteparin 336 01 264 235 227 210 164

Ciral anticoagulant 336 280 242 n 200 194 154

IV Hep/ War 100 78 65 56 51 46 44

IV Heparin/Warfarin

Cumulative Incidence (%

0 100 200

100 80 68 65 57 54 47

Cumulative incidence of recurrent venous thromboembolism
in the cancer groups.

Lee et al. 2003 & Hull et al. 2006
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Long Term Treatment of VTE
Cochrane Systematic Review

Recurrencia

HR HR
Study or Subgroup log[HR] SE Weight IV, Random, 95% Cl I, Random, 95% CI
Hull 2006 -0.8819 0455 206% 041[017,1.01] —=—
Lee 2003 -0.734 024 T41% 0.481[0.30,0.77) B
Meyer 2002 -0.3567 09 53% 0.701[0.12, 4.08]
Total (95% CI) 100.0% 0.47 [0.32, 0.71] &
Heterogeneity: Tau®= 0.00; Chi*=0.28, df= 2 (P =0.87); F= 0% Iml DIE‘, i é I

Test for overall effect Z=3.60(P=0.0003) Eadatiral iMEL  Favaure i

Figure 5

Comparison of the effects of LMWHSs and vitamin K anatomists on recurrent venous thromboembolism (sur-
vival analysis) in patients with cancer and venous thromboembolism.

Akl EA , JECCR 2008
-



X q Hospital General Universitario
Gregorio Marafion do FORMACH e L
SaludMadrid [ comunidad de Madrid e RAA IC I* X
e en CUIDADOS CONTIN @S

Long Term Treatment of VTE
Cochrane Systematic Review

Supervivencia
LMWH VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Cesarone 2003 2 96 3 96 8.2% 0.67[0.11, 3.90]
Hull 2006 20 100 19 100 56.5% 1.05 [0.60, 1.85] ——
Meyer 2002 8 71 17 fa 35.3% 0.50[0.23,1.08] — &
Total (95% CI) 267 271 100.0% 0.78 [0.46, 1.30] e
Total events 30 39
Heterogeneity: Tau?= 0.04; Chif= 2.41, df= 2 (P=0.30): F= 17% En.*n 0’2 n?s é é 1n=

Test for overall effect Z=095{(P=034) Favours LMWH  Favours VKA

Figure 3
Comparison of the effects of LMWHSs and vitamin K anatomists on survival (time to event analysis) in patients
with cancer and venous thromboembolism.

Akl EA , JECCR 2008
_—————
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Recurrencila

Review: Epi 6188
Comparizson: 02 LiviwH versus VKA
Outeome: 01 W TE recurrence- rancom-effects modsl

Stiachy LB WA, RR (random) RE (random)
or sub-category nm i 5% Cl 95% Cl

Lopez-Beret 1/17 4518 . . [0.03, Z.14]

2/71 3775 . - [0.12, 4.09]
27/338 s3/338 . . 9.33, 2.72]
z
1

4/67 3/34 . .68 [0.16, Z.85]
64100 10/100 ’ .60 [0.23, 1.89]

Total (35%. 1) 593 565 : : [0, 36
Total everts: 40 (LMAH), 7.3 (VHA)

Test for heterogeneity: Chi* =073, df =4 (P =0295), F=0%
Test for overall effect: Z = 338 (P = 00007

. 0.76]

01 02 05 1 2 5

Favours freatment  Favours control

Louzada, Thrombosis Research 2008
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ontrolled Trials-Louzada

Sangrados mayores

Review: Epi 6158
Compatizon: 01 LkH wversus WHA
Qutcome: 02 Major Bleeding

Stucly LhivH WA, RR (fixed) FR (fixed)
or sub-category i nM 95% Cl 95% Cl

Lopez-Beret 0/17 2/18 : . .01, 4.10]
heyrer E/7L 12778 . . LlE, 1.19]
Les 19,/338 127338 . . .78, 3_.21]
Dettcher 6/E7 1/34 . 5 .38, Z24.28]
Hudl T/100 7,100 . - .36, Z.75]

Total (35% CI) 5493 EES : : .66
Total events: 37 (LMAH), 34 (VIKA)
Test for helerogeneity: Chi* =633 df =4 (F=017), 7 =37 4%

Test for overal effect Z =015 (F = 0.58)
|

1.64]

[

01 02 03 1 2 S

Favours trestment  Fawvours control

Louzada, Thrombosis Research 2008
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Mortalidad

Fewiew. Epi 6188
Comparison 01 LidAH versus WHA
Cutcarme: 07 all cause mortalty - rancom affects mocel

Shudy Lkt H WA RR (random) RR (random)
or sub-category ruhl rifld 95% Cl 95% Cl

Meyer ZEFTL 237758 0.80 [D.51, 1.26]
Lee 130/338 136/338 0.96 [0.792, 1.15]
Huil 207100 157100 1.05 [0. 1.85]

Total (95% CI) 509 El3 0.94 [D. L.11]
Total vents: 172 (LMAWH), 184 (VIKA)

Test for heterogeneity: Chi? =067 df =2(P=072), F=0%

Test for overall effegl La 0t b = O

" " ke "

01 02 05 1 2 5
Favours trestment  Favours control

Review: Epi 6188
COmpanson: 07 L versus WRe
Outcome: 07 all cause mortality - fixed- effects model

Sty LfrvH RR (fixed) RR (fixed)
or sub-category n nh 25% Cl 85% Cl

Meyer ZESTL Z2I3/75 . - [D.51, 1.
Les 130/338 1365/338 . . [0.72, L.
Hull 207100 19100 = i [0D.60, 1.

Total (35% Cl) 509 513 ) . [0.80, L.
Total events: 172 (LEWH), 154 (WHA)

Test for heterogenedy, Chif =067 df =2 (P=072), I =0%

Test for overall effect I =0.70 (P = 0.448)

01 02 05 1 2 5

Favours treatment  Favouwrs control

Fig. 4. Forest plot and pooled estimates of the relative risk of all cause mortality in cancer patients with VTE treated with LMWH or VKA,

Louzada, Thrombosis Research 2008
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DURACION DEL TTO
— No bien definida (recurrencia >20% a 2 ainos)

— Al menos 6 meses de tratamiento anticoagulante

— Ausencia de datos >6 meses/no ensayos clinicos

— Tratamiento indefinido si cancer activo
(enfermedad metastasica) y/o tto con QT:
« Medianas de supervivencia enfermedad avanzada
CCR 24 meses — Cancer Gastrico 12-14 meses

— Individualizacidon del paciente
SEOM Guidelines 2011
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ETV-Tratamiento a largo plazo
RIETE

Neoplasia n=2.945 No neoplasia n=11.446

Pacientes, n (%) Odds ratio (IC 95%)

(%) (%)
Terapia inicial
(farmaco empleado)
HBPM 2.717 (92) 10.332 (90) 1,3 (1,1-1,5)
HNF 192 (6,5) 951 (8,3) 0,8 (0,7-0,9)
Filtro de VCI 113 (3,8) 180 (1,6) 2,5 (2,0-3,2)

Terapia a largo plazo
(farmaco empleado)

Farmaco AVK

1.349 (49) 8.670 (80) 0,3 (0,2-0,3)

HBPM 1371 (50) 2.326 (21) 3,4 (3,1-3,7)

Monreal M, et al. J Thromb Haemost. 2006; 4: 1950-1956
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en CUIDADOS CONTINLIGS..

Ajuste de dosis frecuentes:
* Interacciones farmacologicas/polifarmacia

« Trombopenias/hemorragias

 VOmitos

 Resecciones intestinales amplias/malaabsorcion
 Procedimientos invasivos frecuentes
 Metabolismo hepatico

« CONTRAINDICACIONES: Capecitabina (De Vitta et al 2009)

Journal of Clinical Oncology Vol 27, October 2009; SEOM Guidelines 2011



DOSIS DE ANTICOAGULACION Y"Jiufsom‘%

e Itis unclear if LMWH should be given at a therapeutic dose for the
entire duration of the anticoagulation period or not.

« CLOT trial (Lee, NEIJM’03): therapeutic dose for one month followed
by 75%-80% therapeutic dose for the foollwing 5 months.

e Other trials full-dose for the entire study (Enoxaparin&Tinzaparin)

e Clinical evaluation after 1 month and dose reduction of LMWH
should be made on an individuall patient basis.

SEOM Guidelines 2011



ETV-Oncologia VIl CURSO .
Tratamiento a largo plazo ETV ~ EEiee S e

MONITORIZACION HBPM

— Anti-Xa
— No de rutina — Incremento de la monitorizacion
— Indicacion:

— Insuficiencia renal severa

— Riesgo de sangrado

— Ancianos

— Tumores cerebrales

— Trombopenia

— Recurrencia

Journal of Clinical Oncology Vol 27, October 2009



TEP Incidental Mt

on CUIDADOS CONTIN gt .

TEP incidental
— Significado clinico incierto

— Frecuentemente paucisintomaticos (sintomas
enmascarados por enfermedad oncoldgica)

— Anticoagulacion rutinaria (ACCP 2008/SEOM
2011)

— Mortalidad, recurrenciay sangrado similar a TEP
sintomatico (den Exter JCO’2011)

SEOM Guidelines 2011



Caso Clinico

El paciente ingresa en urgencias por
neutropenia febril grado Il y trombopenia sin
sangrado de 60.000/uL. Senale lo que
considere mas adecuado respecto a la dosis
del tratamiento anticoagulante:

a) Suspender tratamiento anticoagulante.
b) Mantener dosis.
c) Reducir dosis 50%.



Caso Clinico

El paciente ingresa en urgencias por
neutropenia febril grado Ill y trombopenia sin
sangrado de 60.000/uL. Senale lo que
considere mas adecuado respecto a la dosis
del tratamiento anticoagulante:

a) Reducir dosis 33%.
b) Mantener dosis.
c) Reducir dosis 50%.
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T

ETV-Trombopeniay Ajuste de Dosis

Ajuste de dosis de heparina segun recuento plaquetario (en ausencia de sangrado)

Cifra de plaguetas Ajuste de dosis

>50.000/uL No precisa

<50.000/uL Reduccion 50% dosis

<20.000/pL Suspender tratamiento

SEOM Guidelines 2011



Caso Clinico

Tras ser dado de alta el paciente consulta de
nuevo por edema hemifacial y hemicervical
derecho, dolor a la palpacion en FSCV derecha
vy aumento del diametro del brazo derecho. En
los dias previos no se pudo realizar extraccion
de sangre a través del port-a-cath. Senale el
diagnostico de sospecha:

a) Sindrome de vena cava.
b) Trombosis asociada a catéter.
c) Infeccion de catéter.




Caso Clinico <

Tras ser dado de alta el paciente consulta de
nuevo por edema hemifacial y hemicervical
derecho, dolor a la palpacion en FSCV derecha
vy aumento del diametro del brazo derecho. En
los dias previos no se pudo realizar extraccion
de sangre a través del port-a-cath. Senale el
diagnostico de sospecha:

a) Sindrome de vena cava.
b) Trombosis asociada a catéter.
c) Infeccion de catéter.
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Trombosis asociada a Catéter

* “Controversy remains regarding the optimal management of
catheter-associated thrombosis and all the recommendations are
based on very limited data, usually extrapolated from the
experience with DVT of the lower extremities” (SEOM Guidelines
2011).

e Manejo similar a trombosis de MMII.

 No indicacion de retirada inmediata de catéter:
— Refractariedad/fracaso tratamiento anticoagulante
— Contraindicacion tratamiento anticoagulante
— Riesgo vital/pérdida de extremidad
— Catéter no necesario o no funcionante
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Trombosis asociada a Catéter

e Altoriesgo de TEP y de evolucion fatal a pesar de tratamiento
anticoagulante 6ptimo.

 Duracion: 6 meses de tratamiento anticoagulante. Tratamiento
indefinido si cancer activo.

e Anticoagulacion mientras permanezca el catéter y al menos 6 sem-
3 meses tras retirada del catéter si cancer no activo.
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en CUIDADOS CONTINUGS .

¢, Deben recibir todos los pacientes portadores de CVC
anticoagulacion profilactica parala ETV?

CVC-associated VTE affects approximately 4% of patients with

cancer
ASCO NCCN ESMO’'11 FNCLCC SEOM'11
NA X X X X

FNCLCC: CVC en VCS-AD

ACCP (2000): SI RECOMENDACION

ACCP (2004 y 2008): NO RECOMENDACION

Abordaje derecho

Estudio BECAT: HBPM profilaxis primaria trombosis asociada a catéter

Probable efecto protector, pero elevado niamero de pacientes para encontrar
diferencias significativas
N ——————
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en CUIDADOS CONTIML 'O“'

Valoracion del tratamiento recibido y descartar progresion tumoral
— SI AVK: valorar INR

— Switch a HBPM

— Incrementa AVK si INR fuera de rango

— Si HBPM: valorar dosis previa £ antiXa
— Dosis reducidas HBPM: incrementar dosis (volver a dosis
plenas)
— Dosis plenas HBPM: incrementar 25-30%
— Switch AVK/Fondaparinux

SEOM Guidelines 2011



Conclusiones VIl CURSO < \

en CUIDADOS CONTIN RS0

— ETE es una complicacion frecuente y grave (piensa en
ETE)

— HBPM es el tratamiento de eleccidon en los pacientes con
cancer a diferencia de los pacientes no oncoldgicos

— Importante limitacion de la evidencia por ausencia de
ensayos clinicos : necesidad de investigacion especifica
en ETE y cancer

— Grupo de Trabajo SEOM Cancer y Trombosis



