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ROMBOSIS IN CANCER P_A__IIENTS_____
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er patiet ith thrombosis are at increased
< of recurrent VTE compared with non-cancer
;énts

..u- cancer patients with thrombosis are at increased

| FPmEr :
e =

— — 1isk of anticoagulant-associated bleeding compared

with non-cancer patients

e Many cancer patients have a compromised quality
of life, and the occurrence of thrombosis has an
additional negative impact on quality of life
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INEESE 5 times higher in' cancer patients with VTE than

INGEENLS Wit VIE Ut ne cancer
Orr 'm 7. hoespitalized cancer patients die from PE
cer patients who undergo abdominal surgery have 2
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= _- ES the sk for postoperative lower extremity DVT and
z *’:"‘* ~times the risk for fatal postoperative PE, compared
= \ith surgical patients without cancer

e Jfhe cancer increases the risk of VTE (4-6 fold)
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SVEND S staS|s NCHeases the risk of VIE 0)Y

— _” ducmg the dilution and clearance of factors
i jat lead to coagulation

o SNimiting the presence of substances that
= “inhibit coagulation

=" Causes of venous stasis In cancer patients
-~ = Lack of activity
— Compression of a vein
— Increased blood viscosity
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WhEnebIondWesselishiniiiredparblopdiciot
(inror 1BbUS) forms as a protective mechanism to
Jlow 9lood 1oss

e es Ol Bloed vessel injury In cancer patients
=SUrgery
— Central vVenous catheters
l Chemotherapy agents
— |nvasion of cancer cells into the blood vessel

— Secretions from the tumor that affect blood
vessel permeability
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rlyges oagulable state changes I the blood' that
prF_f_l coaguiation

Ca,_r-_'r‘ Paients are prone to a hypercoagulable state due

= — Secretlon off procoagulant factors by tumor cells

-

e— ~ Release of procoagulant factors from tumor cells
' damaged by cancer treatment

— Chemotherapy or hormone therapy that leads to a
decrease In naturally occurring anticoagulants

— Increased activation and aggregation of platelets
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m»- Hypercoagulability

} Circulation of TNFo

Inflammalory
& Other Cytokines

Stimulus

e

Propagation and Generation
* of Tissue Factor (TF),
Initiating and Amplifying

* Hypercoagulztory State

Owver Expression of
P-selectin and Shedding
of Soluble P-selectins

1. Lip GYH, Chin BSP, Blann AD. Cancer and the prothrombotic state. Lancet Oncol 2002;3:27-34

2. Mousa SA. Anticoagulants in thrombosis and cancer: the missing link. Semin Thromb Hemost 2002;28:45-52.
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Activation of coagulation Tissue factor expression

Endothelial damage Tumour invasion
Chemotherapy
Fadiation
Catheters

Platelet dysfunction Activation
Thrombocytosis

Venous stasis Vein obstruction
Immaobilization

Increased viscosity

Berqvist, 11" international symposium, Barcelona 2004
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actors for CAT

% Brain Tumor

® [ype of cancer. Tumors of the brain, lung,
pancreas, and ovary are strongly associated with
CAT
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Cancer surgery _ 20-40 %
Central venous catheter 3-21 %

Immobilization 14 %

| “F Chemotherapy 8-10 %

Hormonal treatment 2 %

Hillen Ann of Oncol 2000
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Cancer types

Levitan et al. Medicine. 1999
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it of VTE on survival for cancer
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B Cancer at the time of VTE

B Cancer without VTE
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1S ING TREATMENT OF VTE IN THE
CANCER PATIENT _-—
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J Recurrent VTE

—p» | Bleeding

T Quality of life




Heparine de bas
poids moleculaire




VIE Canm‘responsable des avantages
ona facocinéetigues de FEHeparine de™
PESIPoIdS moleculalre sur I IHEParine
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AVVANTAGE | MECANISME

[
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- Mﬂ Elire [eponse ® Se lie moins aux
an coagulante proteines plasmatiques
: Secréetées par les
plaguettes activees et les
cellules endotheliales

- * \Meilleure disponibilité a Se lie moins a
petite dose I'endothélium

e Metabolisme + excrétion Se lie moins aux
Independante de la dose macrophages
et 2 vie + longue




\ Caﬁism'%‘responsable des avaniages
gIelegiques. de lFHeparmerde
IeSHpoIds moeleculaire sur I"'Heparine
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'AVANTAGE MECANISME

—

Js faible incidence de ® Moins d’activation de
thirombopénie reliée a plaguettes et de secréetion
= |'Heparine de PF4; moins d'affinité
R pour le PF4, ce qui
résulte en moins de
complexe Héparine/PF4

* Plus faible incidence Moins d'affinité pour les
d'ostéoporose induite par osteoclastes.
I'Heparine.




VS Anticoagulation
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ORA _L"A COAGULANT THERAPY IN
" CANCER PATIENTS -_—

- p—.

erapy is complicated

_fdifficult to maintain tight therapeutic control
(@anorexia, vomiting, and drug interactions)

2= ere are frequent interruptions for
thrombocytopenla and procedures

e \/enous access Is difficult

e There iIs Increased risk of recurrence and
bleeding
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sHEnRg=Erm LVMWH therapy more effective and
gier thian oral anticoagulant therapy in treating
Celf __er patients with VVTE?




REdemized comparison of LMWH vs. oral
giuiceeollant therapy for long-term
Ziguicoagulation in cancer patients with VTE

e

New Engl J Med 2003;349:146-53.
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Initial Treatment Long-term therapy
E - | (6 months)

Dalteparin 200 IU/kg SC | Warfarin or
once-daily acenocoumarol
(target INR 2.5)

Dalteparin 200 IU/kg SC | Month 1: Dalteparin 200

once-daily 1U/kg
Month 2-6: 75-80% of

full-dose

New Engl J Med 2003;349:146-53.




DY POPULA

ijectively documented, symptomatic proximal
and/or PE

Actlve cancer

- Cancer diagnosis within past 6 months
- Recurrent or metastatic malignancy
- Received cancer treatment within past 6 months

16 years or older
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| —Haematological malignancy
| Cancer treatment
Central venous catheter
Previous VTE
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~F Lung
-1 Genitourinary
| Gynaecological
Pancreas

Brain

Other
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GlLOT TRIAL
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LMWH
n=338 (%)

VKA n=335
(%0)

Or

" {bleeding

7 P
= —
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19 (5.6)

12 (3.6)

~ fAny
bleeding

46 (13.6)

62 (18.5)

* Fisher’s exact test




OF MAJOR BLEEDS

;: cal sites:

Intracranlal

Retroperltoneal
— Pericardial
Gastrointestinal
Genitourinary
Other




12-month Mortality
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12-month Mortality
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SEenGEierm dalteparin therapy substantially
0 liicedi the risk of symptomatic, recurrent
\z [E'compared with VKA therapy

-4_ong -term dalteparin therapy was not
- associated with an increase in bleeding

e No difference in mortality was detected
petween dalteparin and VKA therapy




leA“L CONCLUSIONS
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> —30Y%) 0 el ifeslis dViItIRIEREANGIIeWed
SYAWEIiaNin EXPEriENce recurrent VTE or major
BIEEWIG dEspite warfarin therapy

ey

| fiVIf)notherapy with Dalteparin is more effective
~than warfarin therapy for secondary prophylaxis
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VS Fondaparinux

(Anti-X A)
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EFendaparinuis

Aniii=4 4 e pelnta saccharide synthetigue

AVantage 15 vie + longue

pas de thrombopénie ou tres
tres rare

Desavantage non neutralisé par sulfate de
protamine
s'accumule en insuff. rénale




Preyvention
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— Eendaparinux

Traitement

Fondaparinux
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SisNToIECUIES dans e pIpeline

prevention

.
T

=sESemble aussi efficace

= traitement
o Ximelagatran retire du marche

Toxicite hepatique




rlne de bas polds moeléculaire bientot

= :} >« « standard of care » des thromboses




€ nf‘e-%ﬁt:e de consensus de I’ACCP sur
ENtfeitement antithrombetigue; 2004

. --“-;.A.!_» ' NS POUI |E altem Nt Iﬂ_ltlal d_e_laTEvl

ES -Patlents atteints ou non de cancer

® rs_i-_,\s patients qui ent une TVP objectivée, on recommande
= cr* dministrer Une HFPI\/I par voie S.C. ou une HNF par voie i.v. ou

= Pour les patients qui ont une EP non massive objectivéee, on
recommande d’administrer une HFPM par voie s.c. ou une HNF par
voie I.v. pour le traitement a court terme [grade 1A].

TVP = thrombose veineuse profonde
HFPM = héparine de faible poids moléculaire
EP = embolie pulmonaire
TEV = thromboembolie veineuse
HNF = héparine non fractionnée
i.v. = intraveineuse
1. Buller HR et al. Chest 2004. $.C. = sous-cutanee
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sopierence de consensus de I'”ACCRsur le, .

Siraitement antithrombotigue” (suite)
“ommandations pour le traitement prolonge de la TEV1

eitleris | nc n atterts de cancer

.|.a

e atlents ayant un
AIBBHE der VP attribuable & un
felciel ﬂde [S@UE: transitoire, on
| nande d'administrer un anti-
endant 3'mois [grade 1A]

' _° Pour les patients ayant un
{erepisode d’EP attribuable a un
facteur de risque transitoire, on
recommande d’administrer un anti-
vit. K pendant au moins
3 mois [grade 1A]

TVP = thrombose veineuse profonde

HFPM = héparine de faible poids moléculaire
EP = embolie pulmonaire

TEV = thromboembolie veineuse

HNF = héparine non fractionnée

i.v. = intraveineuse

S.C. = sous-cutanée

T —— i —

Patients atteints de cancer

Chez la plupart des patients ayant
une TVP et un cancer, on
recommande d’administrer une HEPM
au moins pendant les 3 a 6
premiers mois d’'un traitement de
longue durée [grade 1A]

Chez la plupart des patients ayant
une EP et un cancer, on
recommande d’administrer une HFPM
au moins pendantles3a 6
premiers mois d’'un traitement de
longue duree [grade 1A]
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TRAITEMENTS
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Sl elgellsle 150 pifkg/ 100 pi/kg/B.1.D.
Ir enox

.
-

r+%;'% .panne 200 pi/kg/J 100 pi/kg/B.1.D.
-~ Fragmin

: Tihzaparine 175 pi/kg/J
Innohep




'“.&‘Dosage Heéparine
wde baspoeids moléculaire™
par desage ARti=-X A
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- Ures pest-Injection

-l-i -

_ ,_,_.E O5E therapquque 0,5 W/mlal,3 u/mi

I __ =

= —'*'fdactlwte anti-X A




Combien de temps?Z

SAUSSINONgLIEMPS gue la maladie est active ou en
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Recurrence rates by D-dimer,
Prior YTE and Treatment (PREVENT)

" OWartanin
14 W Plzcebo
iz N=47
16

-3!5

D-gimer < 300 D-dimer »/= 500 D-dimer <800 D-dimer >f= 500
nig/r ng'end ng/mi ng/ml
Patisnts with 1 prior VTE Patients with > 1 prior VIE




