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Introduction

-  MTEV = Probléme de santé publique majeur (10 millions de cas par an)

- 1e description de I'association MTEV et cancer en 1865 : Syndrome de Trousseau

- Jusqu’a 20% de MTEV chez les patients atteints de cancer

- Cancer occulte =5 a 10% de cancer diagnostiqués dans I’année suivant un cas de
MTEV non provoquée

- MTEV et cancer = Mortalité accrue
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National

NCCN EeELl:ls
Network®

Comprehensive NCCN Guidelines Version 2.2023
Cancer-Associated Venous Thromboembolic Disease

patients admitted for surgical oncology care are diagnosed after hospital
discharge, highlighting the importance of extended VTE prophylaxis in this
patient population !

CVADs have been identified as risk factors for the development of
upper-extremity acute deep vein thrombosis (DVT).%2#% Hematopoietic cell
transplantation (HCT) is a common procedure among individuals with
hematologic malignancies and has been associated with increased VTE
risk, principally due to catheter usage.* The association between CVADs
and VTE may be the result of venous stasis and vessel injury after
insertion of the CVAD®*#¢ or related to infections as a result of catheter
placement **% One study identified more than one insertion attempt and
previous CVAD insertion as significant risk factors for CVAD-related
thrombosis, supponmg the hypothes«s that vessel wall trauma or

Many agents used in cancer treatment are also associated with an
increased nisk of developing VTE, notably systemic therapy (eg,

chemotherapy, protein kinase inhibitors, immunotherapy), hormone
e apy wnh estrogemc compounds and anllanguogenlc agents The

shown in several studies. == e population- based case-control
study, the ORs for deveiopment of VTE were 6.5 and 4.1 for patients with
cancer receiving chemotherapy and those not receiving chemotherapy,
respectively * It was estimated that the annual incidence of VTE could be
as high as 15% in patients with colorectal cancer treated with
chemotherapeutic regimens.* There is also evidence that
pre-chemotherapy thrombocytosis, 2744%' leukocytosis,?” and hemoglobin
level less than 10 g/dL?"*" are predictive of VTE in patients receiving
chemotherapy, although the association of anemia with VTE may be
complicated by the use of erythropoiesis-stimulating agents (ESAs)

Exogenous hormonal compounds, such as selective estrogen rect
modulators (eg, tamoxifen, raloxifene for breast cancer) can lead t
increased VTE risk %7 Diethylstilbestrol phosphate used in combi
with doxorubicin for the treatment of hormone-refractory prostate ¢
was reported to increase VTE risk compared with doxorubicin alori
of hormonal compounds, such as hormone replacement therapy
hormonal contraceptive agents, ' have also been associated v
increased risk of developing VTE. VTE risks may vary between dif
formulations of combined oral contraceptives, depending on the ty
progestogen used.'%2194.1% Additionally, progestin-only contracepti
not definitively increase the risk of VTE in the general population, |
contribute to VTE risk in patients with multiple risk factors.'®

Finally, the association between immunomodulating agents with
antiangiogenic properties (eg, thalidomide in combination with dox
and/or dexamethasone, lenalidomide in combination with dexame|
and increased incidence of VTE has been supported by multiple s
most often in the context of treatment for multiple myeloma. For gy
on management of VTE in patients receiving treatment for multiple
myeloma, refer to the NCCN Guidelines for Multiple Myeloma. '
which are used to treat anemia in patients with cancer, have also |
associated with the development of VTE, and though they remain
reasonable option for supportive care, attention to the safety and
risks/benefits must be considered 3#'110.111

Risk Assessment in Outpatients with Cancer

A predictive model for chemotherapy-associated VTE was publish
Khorana et al and has been reproduced and adapted in the NCCN
Guidelines for Cancer-Associated Venous Thromboembolic Disea
risk assessment tool for outpatients with cancer (see VTE Risk
Assessment in Outpatients with Cancer in the algorithm).?” The
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Mahé |, Chidiac et al.
2016The American Journal of
Medicine 2016

Cancer Colo-rectal :

Cancer du poumon :

Profil Hémorragique et thrombotique Profil Thrombotique
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Plan

- Cancer actif : définition

- Traitement
Quelle durée ?
Quelle molécule ?
Quelle posologie?
Focus sur les AOD
- Situations spécifiques
- Reécidive sous traitement
- Thrombose de KT
- Thrombopénie
- Soins palliatifs

- Messages clés



Cancer actif : Définition

-  Présence d’une masse tumorale
- Traitement en cours ou interrompu < 6 mois (avec ou sans masse tumorale)
- Les cancers basocellulaires cutanés = exclus de cette définition



Traitement : Durée

Durée de TRAITEMENT INITIALE :

e Traiter les patients atteints de cancer actif et d’'une TVP proximale et/ou d’'une EP pendant au moins
les 6 premiers mois suivant le DG de MTEV (Grade 1+)

APRES SIX MOIS DE TRAITEMENT

e Poursuite du traitement recommandé quand le cancer est actif ou récidive veineuse
thromboembolique pendant les 6 premiers mois de traitements (Grade 1+)

e Sl poursuivi: TTT a réévaluer tous les 6 mois (Grade 2+)

Mahé | et al. Mise a jour Avril 2023. Rev Mal Respir. avr 2021;38(4):427-37.
Consensus frangais — Update 2023



Traitement : Molécules

-  Recommandation inter-sociétés mise a jour en AVRIL 2023

- HBPM sans relais AVK recommandé (Grade 1+)
-  APIXABAN en 1ére intention (Grade 1+)

-  En alternative, sauf cancer digestif ou urogénital, recommandé d’utiliser RIVAROXABAN

(Grade 2+)

- American society of hematology (2021) et American Society of Clinical Oncology (ASCO, 2023)

- HBPM ou AOD (Recommandation forte)

Type; Evidence Quality; Strength of Recommendation

Clinical Question Recommendations

4. What is the best method for treatment 4.1. (Updated) Initial anticoagulation may involve LMWH, UFH, fondaparinux, rivaroxaban, or apixaban. For patients initiating
of patients with cancer with treatment with parenteral anticoagulation, LMWH is preferred over UFH for the initial 5-10 days of anticoagulation for the
established VTE to prevent patient with cancer with newly diagnosed VTE who does not have severe renal impairment (defined as creatinine clearance
recurrence? <30 mL/min)

Type: Evidence based
Evidence quality: High
Strength of recommendation: Strong

4.2. (Updated) For long-term anticoagulation, LMWH, edoxaban, rivaroxaban, or apixaban for at least 6 months are preferred over
VKAs because of improved efficacy. VKAs may be used if LMWH or direct factor Xa inhibitors are not accessible. There is
reduction in recurrent thrombosis but an increase in clinically relevant nonmajor bleeding risk with direct factor Xa inhibitors
compared with LMWH. Caution with direct factor Xa inhibitors is warranted in Gl and genitourinary malignancies and other
settings with high risk for mucosal bleeding. Drug-drug interaction should be checked before using a direct factor Xa inhibitor

Type: Evidence based
Evidence quality: High
Strength of recommendation: Strong
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4. What is the best method for treatment 4.1. (Updated) Initial anticoagulation may involve LMWH, UFH, fondaparinux, rivaroxaban, or apixaban. For patients initiating Type: Evidence based
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VKAs because of improved efficacy. VKAs may be used if LMWH or direct factor Xa inhibitors are not accessible. There is
reduction in recurrent thrombosis but an increase in clinically relevant nonmajor bleeding risk with direct factor Xa inhibitors
compared with LMWH. Caution with direct factor Xa inhibitors is warranted in GI and genitourinary malignancies and other
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Traitement : Posologie

Phase initiale (6 mois) = Dose curative sauf situation particuliére (thrombopénie...)

Apres 6 mois = Dose curative Mahé | et al. Mise & jour Avril 2023. Rev Mal Respir. avr 2021;38(4):427-37.
. . Consensus frangais — Update 2023
Quid de la demie-dose ?

— Etude APICAT (Pr Isabelle MAHE)

- Etude multicentrique, internationale, prospective, randomisée, double
aveugle

- 1767 patients inclus

- Cancer (Sein, Prostate, Colorectal) + EP/TVP proximale

- Apixaban 5mg bid Vs 2,5mg bid

- Aprés 6 mois de traitement initial bien conduit (qqgsoit ttt)



Traitements : Focus sur les AOD



Traitements : AOD

Interactions médicamenteuses +++

- Interraction via P-Gp et isoformes du
Cytochrome P450

- Peu ou pas d’effet attendu de ’AOD sur
le traitement anti tumoral

- Mais risque d’interaction de I'anti-tumoral
sur ’AOD

Apixaban

Bio-availability: \3\
50% \-
~27%

Rivaroxaban

L ~65%
oreanS
] —
‘ ] ty= 5-9h (young)
@ —* Rivercxaben " 11-13h (elderly)
LN
=
Bio-availability: .,35%
* 66% (without food)

(o]
» =100% (with food)

Chan et al. 2020 Nov28;396(10264):1767-1776



@ ARSHIVE RS

Cancer Drug Interactions

Interaction Checkers Contact Us

The content of the interaction checker was last updated in June 2022 and it is the responsibility of the user to assess the clinical relevance of the archived data and the risks and
benefits of using such data.

Having trouble viewing the interactions? Click here for the Interaction Checker Lite.

Drugs Co-medications Drug Interactions

EEhCREs= Q & _

Reset Checker
_ B N ! - Class

Potential Interaction

I

Apalutamide

5-fluorouracil ‘

Apixaban
Cobimetinib

http://lwww.drugs.com/drug interactions.html Apixaban

http://cancer-druginteractions.org/



http://www.drugs.com/drug_interactions.html
http://cancer-druginteractions.org/

Panel 1: DOAC recommendations

. . Patients with cancer for whom DOAC is the preferred initial therapy for VTE
Traitements : AOD

e Ambulatory patients with cancer with an intact upper gastrointestinal tract that can take

oral medications
e Hospitalized patients with cancer for whom surgical intervention is not planned
DOACs not recommended for patients with
e Creatinine clearance <30 mL/min
¢ Luminal gastrointestinal lesion
e Luminal genitourinary lesion
e Recent (<3 months) history of peptic ulcer disease or other bleeding lesion
¢ Anticancer therapies that significantly affect P-glycoprotein, CYP3A4, or CYP2J2 pathways
¢ Severe hepatic impairment with coagulopathy

e Surgery or invasive procedure imminent

O’Connell et al The Oncologist 2021,;26:e8-e16



Situations spécifiques

- Récidive sous traitement
- Thrombose de KT

-  Thrombopénie

- Soins palliatifs



Situation spécifique : Récidive sous traitement

Il est suggéré de :

Documenter la récidive par un examen d’imagerie

Traitement en cours : Observance ? +++, posologie, molécule
Risque hémorragique

Rechercher une évolutivité du cancer

Mahé | et al. Mise a jour mars 2021. Rev Mal Respir. avr 2021;38(4):427-37.
Consensus frangais — Update 2021



Situation spécifique : Récidive sous traitement

Il est suggéré de :

e Documenter la récidive par un examen d’imagerie (surtout si découverte fortuite)
e Traitement en cours : Observance ? +++, posologie, molécule
e Risque hémorragique
e Rechercher une évolutivité du cancer
AVK > HBPM
AOD > HBPM
HBPM > HBPM + 25%

Mahé | et al. Mise a jour mars 2021. Rev Mal Respir. avr 2021;38(4):427-37.
Consensus frangais — Update 2021



Situation spécifique : Thrombose de KT

- Incidence thrombose KT
- symptomatiques = 3 - 5%
- asymptomatiques + symptomatiques = 30%

Debourdeau P et al. J Thromb Haemost 2013;11:71-80



Situation spécifique : Thrombose de KT

- Suggéré de traiter les TVP symptomatiques systématiquement pendant au

moins 3 mois, que le KT soit retiré ou non (Grade 2+) ; par AOD, AVK ou
HBPM

- Suggéré de poursuivre I’anticoagulation au-dela de 3 mois quand le KT est
laissé en place et que le cancer est actif (Grade 2+)

- PAS de retrait du cathéter tant qu’il est NECESSAIRE, FONCTIONNEL, BIEN
POSITIONNE et NON INFECTE

- Pas d’indication a une thromboprophylaxie

Mahé | et al. Mise a jour mars 2021. Rev Mal Respir. avr 2021;38(4):427-37.
Consensus frangais — Update 2021
Blood Adv (2021) 5 (4) : 927-974



Situation spécifique : Thrombopénie

1er mois apres MTEV (Grade 2+)

- Pqg > 50 G/L = pas de modificgi
- Pq30-50 G/L =+ dgsa

Mahé | et al. Mise a jour mars 2021. Rev Mal Respir. avr 2021,38(4):427-37.
Consensus frangais — Update 2021



Situation spécifique : Thrombopénie

1er mois aprés MTEV (Grade 2+)

- Pq > 50 G/L = pas de modification
- Pq 30-50 G/L =} dose 25% HBPM
- Pqg <30 G/L = Transfusion Pq / HBPM préventive sauf saignement

Si la Thrombopénie persiste : Filtre cave

Apres le 1er mois (Grade 2+)

- Pq > 50 G/L = pas de modification
- Pq 30-50 G/L =| dose 50% HBPM
- Pqg <30 G/L = HBPM préventive / Discuter transfusion plaquettaire

Mahé | et al. Mise a jour mars 2021. Rev Mal Respir. avr 2021,38(4):427-37.
Consensus frangais — Update 2021



Situation spécifique : Soins palliatifs

Patients fragiles (Dénutrition, défaillance d’organe...)
Risque hémorragique >>> Risque thrombotique

Confort - Traitement injectable . A | @ e

fam'”e ] trautementVle soudager B gave pallatify
Abstention? Traitement? Posologie? ki SO"’]S p " t|f

évolutive patients personne dt charge pnsequahte

confommvn ;uh D)OCUF e inconfortabie -
""’"“’" patient sonnx x0stic o démarche

'tj.‘ journal of
J thrombosis and haemostasis®

ORIGINAL ARTICLE | VOLUME 15, ISSUE 3, P420-428, MARCH 2017 [AEnlIIlEte RSN

Bleeding risk of terminally ill patients hospitalized in

palliative care units: the RHESO study

B. Tardy & = 8. Picard * F. Guirimand * ... A. Richard ¢ S. Laporte L. Bertoletti ® Show all authors

Open Archive * DOI: https:/doi.org/10.1111/jth.13606




Messages clés

- HBPM ou AOD (Apixaban +++ ou rivaroxaban +)

- 6 mois et tant que cancer actif

- AOD avec points de vigilance

- Attentions aux interactions médicamenteuses

- En cas de récidive sous AOD —- HBPM /sous HBPM — Majoration 25%
- RCP ++++




