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Introduccion

Los paciente con ETEV y cancer se mueren mas, recurren mas y
sangran mas que los no oncologicos

Recurrent venous

—— Cancer at the time of VTE thromboembolism

-~ Cancer without VTE

Supervivencia a 12m. 12% v 36%
Mortalidad 2.20 (95% IC 2.05-2.40)
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No Cancer

Cumulative Proportion {%) Recurrent Thrombaegmbolism

. . o R
Years after Diagnosis 1 3 8 9 Time ¢tmanths)
181 180 129 3 Cancer
661 631 502 5 2 No Cancer

Major Bleeding

12,4% v. 4,9%
HR 2,2 (1,2-4,1)

N
=]

Cancer

Cumulative Proportion (%) Major Bleeding

No Cancer

Prandoni. Blood 2002; 100: 3484-8

Time (months)

Sorensen HT. NEJM 2000; 343: 1846-50.



Introduccion

 AVK X 2-4 veces riesgo de recurrencias y
sangrados mayores




Factores de riesgo de ETEV en
pacientes oncoldgicos

e Aparicion de entre 3-6 meses e (Cateter venoso central
tras el diagndstico del cancer




8th ACCP

Tromboprofilaxis en cancer

_ ) surgical procedures we recommend
routine thromboprophylaxis

bedridden
we recommend routine thromboprophylaxis as for other high risk medical
patients

central venous catheters we
recommend that clinicians not use either prophylactic doses of LMWH

for the prim’ary

prevention of VTE (Grade 1C).

— 7.0.5. For cancer patients,
(Grade 1B).




8th ACCP

Tratamiento y duracion

e 2.1 Duration of Anticoagulant Therapy

— 2.1.3. For patients with DVT and cancer, we recommend

La ACCP aconseja el tratamiento
inicial con HBPM vy la profilaxis

secundaria con AVK el tiempo 2.1.4. In patients who receive long-term anticoagulant
treatment, the risk-benefit ratio of continuing such

que reqwera treatment should be reassessed in the individual
patient at periodic intervals (Grade 1C).






¢, Tratamos pacientes con




¢ A quien tratamos con HBPM?

movilidad




Embarazadas

with either adjusted dose subcutaneous MWH

subcutaneous LMWH should be continued
throughout pregnancy

be continued for at least 6 weeks postpartum

therapy, we recommend discontinuation of the heparin at least 24 h
prior to elective induction of labor (Grade 1C).




Anclianos




Insuficiencia renal










Ventajas de HBPM a largo plazo

 Mejor calidad de vida
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ESTUDIOS PROFILAXIS

Table 4. Recent Studies of Pharmacologic Anticoagulants in Medical Patients With Cancer

Study Patient

Population

Hull 200" Acutely il medical

pationts

Cancer patients
with a central
viin catheler

De Cicco
2009™

Cancer patients
receiving
chemotherapy via
central venous
catheters

Terminal cancer

Glioblastama

Treatments

Enceaparin, 40 mg 00 or
placebo

Acenocumarne, 1 mg OD or
dalteparin, 5000 IU 0D or
no anticoaguiant therapy

Fined-dose warfarin, 1 mp QD
or INR-adjusted warfarin
Q0 or no warfarin

Nadroparin, 2B50-3800 IL/kg
0D or no treatment

Datteparin, 5000 U 0D with

Hematologic
malignancy

Acute lymphoblastic
leukemia

Ich 2007 Advanced pancre-

atic cancer

Patients with
multiple myeloma
or chronic
lymphocytic
leukemia treated
with thalidomide-
based therapies

s control cohort
Nadroparin, 2850 IU QD vs
placebo
Antithrombin alone vs
antithrombin plus
enoxaparin, 0.76-1.2 mg/
kg QD

[

Primary
Qutcome

VTE

Result

Encxaparin, 2.5% (45/1818);
Placebo, 4.2%
(78/186T)

Cenftral vein cathe- Acenocumarine, 21.9%

ter-related
thrombeosis.

Catheter-related
thrombotic
events

YTE

Survival time

Catheter-related
thrombaosis
VTE

plus nadroparin, 2850 IU
0D vs combination
chemotherapy alone

Wartarin 1 or 2 mg OD v
historical studies with
similar chemotherapy
regimens

(25/114); dalteparin,
40.0% ($8/120); no
treatment, 52.6%
BO114)

Fined-dose warlarin, 7%
[B4/471); INR-adjusted
warfarin, 3% (12/473); no
wartadin, 6% (24/404)

Nadroparin, 10% (1/10 no
treatment, 0% (010}

Median sunvival time in
dalteparin-treated
patients: 11.9 mo

Madroparin, 17% (7/41):
placebo, 9% (4/46)

Antithrombin alone, 12.7%
(%7 1), antithrombin plus
enoxaparin, 0%

Response rate: nadroparin,
58.8% (20/34); no
nadroparin, 12.1% (4/33).
Median overall survival time:
nadroparin, 13.0 mo; ne
nadroparin, 5.5 ma

Warfarin, 5.9% (4/88);
thalidomide plus
doxorublcin, 27%;
thalidomide plus epirubicin,
26%

Significance
Level

P <.0a2

ACENOCUMArne vs
no treatment:
P < .01; dahte-
parin vs no
treatrment:
P = 05; acenc-
cumarine vs
dalteparin: P
o

Warfarin vs no
warfarin: P
98; fixed-dose
warfarin vs INR-
adjusted warta-
fin: P =002

P =100

P = AT vs control
cohort

P .3

P =02

Response rate:
P =.0001;
survival time:
P = 0001

Warfarin regimen
vs thalidomide
plus doworubi-
circ P = 034;
warfarin
regimen ve tha-
ldomide plus
epirubicin:

P =.009

Bleeding
Rates

Major bleeding:
enaxaparin,
0.8%; placebo,
03%

Major bleeding:
none observed

Major bleeding:
fixed-cose war-
farin, 1%; INR-
adjusted warta-

rin, 3%; no war-

farin, <1%

Major bleeding:
nadroparin,
10%: no treat-
ment, 0%

Majgor bleeding:
none reported

Major bleeding:
none reported

Major bleeding:
none reporied

Treatment-related
bleeding: none
reported

Treatment-related
bleeding: none
reported

Significance
Level

P =05

Warlarin vs no
warfarin;
P = .07; INR-
adjusted warfa-
rin vs fixed-
dose warlarin:
P =09

P=100

Length of
Treatment

28d

Acenccumarine:

11 d; dalteparin,

8d

Treatment contin-
ued until cathe-
ter romoval or
occurrence of
thrombosis

Treatment contin-
ued until death

3wk

1=2 wh during
chemotherapy
Induction and
reinduction
phases

Until disease
progression

Setting

Prophytaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

(Continued)




ESTUDIOS PROFILAXIS

Table 4. (Continued)

Patient

Population

Patients with active
cancer and acute
VTE

Study

Deltchor
2006*"

Children with active
cancer and
central venous
lires

Patients receiving
thalidomide
therapy

Cancer patients
with central
venous catheters

2006*

Verso
2005*

Cancer patients
with central
venous catheters

Cancer patiants
with central
venous catheters

Couban
2005

Treatments

Enoxaparin, 1 mg'kg BID
« §d, then 1 mg/kg QD
theraafter or enoxaparin,
1 mg'hg BID = 5 d. then
1.5 mg/kg OD thereafter vs
enoxaparin, 1 mg'kg BID =
5 d or until INR target
achieved, then INR-
adjusted warfarin thereafter
INR-adjusted warfarin QD vs
no prophylaxis

Central vein
catheter-related
VTE

Low-dose warfarin {1-2 mg/d) DVT

of high-dose warfarin

(adjusted to INR 2-3) vs no

prophylaxis

Aspirin, 81 mg QD initiated at
the start of chemotherapy
or aspirin, 81 mg 0D
initiated after the start of
chemotherapy vs no aspirin

Catheter-related
complications

Dalteparin, 5000 IU QD vs
placebo

Enoxaparin, 40 mg QD vs
placebo

DVT or clinically
avert PE

Central venous
catheter-related
thrombosis

Warfarin, 1 mg QD vs
placebo

Result

Encxaparin at 1 mg'kg, 3.4%
(1/28); enoxaparin at 1.5
mg/kg, 3.1% (1/32); warfa-
rin, 6.7% (2/30)

Warfarin, 48% (14/29); no
prophylaxis, 36% (12/33)

Low-dose warfarin, 2.7%
(1/37); high-dose warfarin,
11.1% (2/18); no warfarin,
23.7% (18/76)

Aspirin initiated at the start of
chemotherapy, 19% (11/58);
aspirin initiated after the
start of chemotherapy, 15%
[4/28); no aspirin, 58% (11/
19)

Dalteparin, 3.7% (11/294);
placebo, 3.4% (5/145)

DVT: enoxaparin, 14.1% 22/
155); placebo, 18.0% |28/
155)

Warfarin, 4.6% (6/130);
placebo, 4,0% (5/125)

Significance
Level
NR

P =.01 for any
dose of warfarin
vs no warlarin

P <D0Z for both
aspirn groups
VS NO aspirin

HR 1.20 (95% CI,
0.37-3.94)

Bleeding

Rates

Major bleeding:
enoxaparin at 1
mg/kg, B.5%;
enoxaparin at
1.5 mg/kg,
11.1%; warfarin,
2.9%

Significance Length of
Level Treatment
NR 180 d

Bleading rates NR

Clinical bleeding:
low-dose warfa-
rin, 0%; high-
dose warfarin,
22.2%; no war-
farin, 0%

Significant bleed-
ing complica-
tions: none
reported

Median, 2 y

Any bleeding
event: dahe-
parin, 17.5%;
placebo, 15%

Major bleeding:
none reported

Until catheter re-
maoval, death, or
catheter-related
thrombosis

Major bleeding:
warfarin, 0%;
placebo, 2%

Setting

Treatment

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

Prophylaxis

QD indicates every day; VTE, venous thromboembolism; NR, not reported: INR, intermational normalized ratio; BID, twice daily: DVT. deep vein thrombosis: PE. pulmonary embolism; HR. hazard ratio; 85% Cl, 95% confi-

dence interval.
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Table 5. Recent Studies of Pharmacologic Anticoagulants in Surgical Patients With Cancer

Study Patient Treatments Primary Result Significance  Bleeding Significance Length of Setting
Population Outcome Level Rates Level Treatment

Einstein Gynecologic Dual prophylaxis VTE Dual prophylaxis OR, 0.33 (95% CI,  Median blood P=22 Until hospital dis- Prophylaxis
2008 cancar surgery with sequantial with prolonged 0.12-0.88) loss: 2005: 250 charge, extended to
compression prophylaxis in ml; 2006: 200 2 wk after hospital
devices alone high-risk mL discharge in high-
of compression patients risk patients
devices plus resulted in a
heparin, 5000 U significant
Q12horQ8h reduction in
VTE rate from
6.5% (19/204)
in 2005 to 1.9%
(8-311) in 2006
Shukla 2008  Colorectal cancer Dalteparin, 2500 No DVT occurred Not spacified 5 Prophylaxis
SUgery oD =« 6dor in elther group
no prophylaxis
Simonneau Colorectal cancer Nadroparin, 2850 Nadroparin, 15.9% = Major bleeding: = Prophylaxis
2006 surgery IV QD vs (T4/aB4); nadroparin,
enoxaparin, enoxaparin, 7.3%; enoxa-
40 mg QD 12.8% (61/488) parin, 11.5%
Perry 2009 Patients with brain  Tinzaparin, 4500 Safety oulcomes CNS hemorrhage CNS hemorrhage: Prophylaxis
tumors U QD in 5% (2/40) grade 1: 2.5%;
grade 2: 2.5%

UFH Indicates unfractionated heparin; Q, every, VTE, venous thromboembaolism; OR, odds ratio; 5% Cl, 95% confidence interval, QD indicates every day; DVT, deep vein thrombosis; NR, not reported; NS, not significant;
CNS. central nervous system.
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Table 6. Recent Studies of Pharmaco

Sudy

Cini 2010™

Agnelii
2009

Hull 20068%

VTE indicates venous thromboembolism; Gl, gastrointestinal; QD, every day; INR, international normalized ratio; UFH, unfractionated heparin; h

Patient
Population

Multiple myeloma

Lung, Gl, pancreatic,
breasl, ovarian, or
head and neck
cancer

Patients with solid
tumors and VTE

Patients with cancer
and VTE

Patients with VTE
including 28.6%
(B9/241) with
cancer

Treatments

Thalidomide and
dexamethasons or
thalidomide and
dexamethasone
plus warfarin

Nadroparin, 3800 IU
QD or placebo

Dalteparin, 200 U/kg
QD = 1 mo then
150 Wkg QD = &
mo of dalteparin,
200 Ukg = T d
then INR-adjusted
coumarin derivative
<« 6 mo

Tinzaparin, 175 Wkg
QD vs usual care
{UFH plus warfarin)

Tinzaparin, 175 IL/kg
QD or INR-adjusted
acenccoumarol

Primary
Outcome

VTE

Composite of sympto-
matic venous or ar-
terial thromboem-
bolic events

All-cause mortality at
12 mo

Recurrant VTE or
death at 3 mo

Recurrent VTE at 6
moand 1y

ic Anticoagulants in Ambulatory Cancer Patients

Resuit

No prophylaxis,
6.3% (5/19);

Nadroparin, 2.0%
769); placebo,
3.9% (15/381)

Dalteparin, 20% (15/
75); warfarin, 36%
(26/75) in patients
with no metastases

Recurrent VTE: tinza-
% (6/100);
re, 10%
; deatl
zaparin, 20% {20/
100); usual care,
(18/100)
Cancer population: 6

Significance
Level

P =085

Recurrent VTE: P
NS: death:

Bmo. P =581y
P =.06

= NS

Bleeding
Rates

Major bleeding:
none recorded

Major bleading:

usual care, 7

Major bleeding in
total population:
tinzaparin,

0.8%; warfarin,
2.59

, not significant.

Significance
Level

Mot specified

Not specifi

P

Length of
Treatment

120d

Setting

Prophylaxis

Prophylaxis

Prophylaxis

Treatment

Treatment




HBPM y cancer
Tromboprofilaxis quirurgica

— Bemiparina 3500 Ul vs placebo durante 4 semamas cirugia pélvica y
abdominal

— 0.4 % vs 3.3% incidencia de ETEV




HBPM y cancer

Tromboprofilaxis médica

» Samana, NEJM 1999

» Fraisse,Am J Respr Crit Care Med 2000

» Leizorovicz, Circulation 2004

» Cohen, BMJ 2006




HBPM y cancer

Tromboprofilaxis ambulatoria

» Riess H et al. Abstract LBA 4506, ASCO 2009

» Kakkar AK et al. J. Clin. Oncol 2004

e PROTECHT: QT en cancer avanzado.

— Nandroparina reducia eventos ETEV.



HBPM y cancer

Tromboprofilaxis ambulatoria

» Perry et al. J Thromb Haemost 2010




HBPM y cancer
Tromboprofilaxis ambulatoria







Canthanox




ONCEROX




CLOT

Dalteparina (200 Ul/Kg/d * 1 mes Oral

Dalteparin Anticoagulant

+ 150 UI/Kg/d * 5 meses v. (N=336)  (N=336)
warfarina * 6 meses) no. of patients

Deep-vein thrombaosis alone 14

Nonfatal pulmonary
embolism

Menores eventos con dalteparina

Fatal pulmonary embolism

Total

P=0.53

HR 0.48 (030-077) Oral anticoagula_nt

P

Oral anticoagulant

Probability of Recurrent Venous
Thromboembolism (%)
Probability of Death (%)

60 90 120 150 180 210
60 90 120 150

Days after Randomization
No. at Risk Days after Randomization
Dalteparin 336 301 264 235 227 210 No. at Risk
Oral anticoagulant 336 280 242 221 200 194 Dalteparin 336 310 274 248 237 220 206
Oral anticoagulant 336 301 268 240 220 211 194

-Menores recurrencias - Misma mortalidad
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Cumulative Incidence (%)

IV Hep/ War 100 78 65 56 51 46 44
LMWH 100 80 68 65 57 54 47

Cumulative incidence of recurrent venous thromboembolism
in the cancer groups.




A randomised open-label trial comparing long-term
sub-cutaneous low-molecular-weight heparin
compared with oral-anticoagulant therapy in the
treatment of deep venous thrombosis

Evento

Hemorragia
Recurrencia

Recurrencia con
cancer

Recanalizacion vena
om/12m

HBPM
N=119
0.84%
5%
5.5%

73.1% /
91.5%

AVK
N=122
2.67%
10.7%
21.2%

47.5% /
69.2%



Low-molecular-weight heparins are superior to vitamin K
antagonists for the long term treatment of venous
thromboembolism in patients with cancer: a cochrane systematic

review
Elie A Akl, Maddalena Barba, Sandeep Rohilla, Irene Terrenato,
Francesca Sperati, Paola Muti and Holger J Schiinemann

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

Risk Ratio Risk Ratio

Studhy or Subgroup M-H, Random, 95% Cl
C i 3

Hull 2 20 19 100

Ml ey

271 100.0% 0.78 [0.446, 1.30]

010z

Comparison of the effects of LMWHs and vitamin K anatomists on recurrent venous thromboembolism (survival
analysis) in patients with cancer and venous thromboembolism.

HR HR
; ', Random, 95% CI

100.0% 0.47 [0.32, 0.71]

2 (P = 0.87); F= 0%
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Recomendaciones

ESMO (Sociedad Europea de Oncologia ~ ,  A5cO GUIDELINE ( Sociedad Americana de
Medica) Ann Oncol 2009; 20: (suplemento Oncologia) J Clin Oncol 2007; 25: 5490-5505

Basandose nuevamente en los tres ensayos

clasicos, la ASCO recomienda la aplicacion de
El tratamiento recomienda en fase aguda con |-||3p|v| para el tratamlento |n|C|a| y para el

4). iv 182-iv 184

: - . de HBPM 5000 Ul fijas dalteparina que
ltalian Guidelines Clin Rev Oncol Hemol en un andlisis inicial, no logra mas supervivencia
2006; 59: 194-204 en estudios posteriores en paciente con mejor

prondstico vital, la rama de HBPM tiene mejor
French national guidelines for the treatment ~ supervivencia al afio. De toda formas no esta
of venous thromboembolism in patients recomendado la aplicacion de HBPM para

with cancer: Report from the working mejorar la supervivencia.
roup. Crit Rev Oncol Hematol 2010; 73: 31-




LONG-TERM USE OF DIFFERENT DOSES OF LMWH VS
AVK IN THE TREATMENT OF VTD

recurrencias con dosis reducidas que con dosis
plenas sin mas hemorragias




Paclentes con cancer

Hemorragias




Recurrencias en tratamiento con

HBPM

Retrombosis con

Dosis suboptima
Dosis adecuada

Dosis de mantenimiento

Dosis bajas

Recomendacion

Aumentar hasta dosis terapéutica
Aumentar 20-25% al menos 4 semanas

Aumentar a dosis terapéuticas de 6-12
semanas

Volver a dosis terapéuticas al menos
durante un mes






Long-term therapy with low-molecular-weight heparin
In cancer patients with venous thromboembolism.

* Propensity score matching para comparacion de grupos




LMWH doses >150 LMWH doses <150
e ] e
Gaeen | tee | s |
Clinical characteristics,
S
characteristics Of Underlying conditions,
SE3cancerpalienis
S T 105 @
received long-term 36 (2.8%)
N
doses of LMWH, after 7o8 (627
propensity score Risk factors for VTE,
e s
with delta <0.1).
Initial VTE presentation,
Tromovieges, | [
Cancer characteristics,




LMWH doses >150 LMWH doses <150 value
Ullkg/d Ullkg/d P

Initial therapy,

1208 0%

s ey | wen | wow |

Inferior vena cava filter
Long-term therapy,

T T TN TN I
Outcome from Day 0 to Day 7,
T A N S T S
T S TN I
propensity score
matching, with T Y TR R I T
2,538 cases W|th Outcome from Day 8 to Day 90,
Recurrent DVT 34 (2.7%) 0.003
delta<0.1).
Causes of death:
Pulmonary embolism 13 (1.0%) 0.004

Initial therapy
and 3-month
outcome (After




Multivariate analysis after propensity
score matching

Patients. N Fatal PE value Fatal bleeding | p value
’ OR (95% CI) | P OR (95% ClI)
: : 0.02
Chronic lung disease 3.9 (1.2-12.7)
Abnormal creatinine levels | 2.8 (0.9-8.4) “--
.. : 2.5 (0.8-7.3) 0.10
Initial presentation as PE

Metastases 2.6 (0.8-8.3) 2.4 (0.8-6.6)
Lung cancer [ [ 240961
LMWH dose <150 IU/kg/d 0.2 (0.04-0.7) 0015 [JEEJOREX)




Cumulative incidence of fatal pulmonary
embolism according to the doses of
LMWH during long-term therapy.

Fatal PE
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Cumulative incidence of fatal bleeding
according to the doses of LMWH during
long-term therapy.

Fatal bleeding
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Conclusiones

"



¢HBPM es una alternativa segura







Para acabar...

asumiendo el riesgo de recurrencia de TVP ( RIETE
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