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Maladie veineuse thromboembolique et
cancer

Study n Cancer VTE (% yrs)
Ay 20101 819 Unselected 7.7%
Khorana 20052 |3003 |New chemotherapy 4.4%

Prospective studies with various cancer types

1. Ay Cetal. Blood 2010;116:5377-82
2. Khorana AA et al. Cancer 2005;104:2822-9



Facteurs de risque de MTVE au cours du cancer

« Type de cancer: pancreas, myelome, poumon, estomac,
ovaire

« Histologie: adenocarcinome

« Délais: les premiers mois

« Stade: metastatique

« Chimiotherapie: platine, anthracyclines, IMiDs

« Hormones

e Chirurgie for cancer

« Radiotherapie

* Soins de support: Erythropoeitine, transfusions

* Facteurs de risque genéraux: antéecedent MTEV, IMC..




Risque de MTEV pendant la chimiothérapie

115 US Centers ; 3,196 patients chemotherapy < 4 cycles

Characteristics Score

Site of cancer
Very high risk (pancreas, stomach) 2
High risk (lymphoma, lung, gynecological, genito-urinary)

Platelet count > 350,000/mm?

Hemoglobin < 10g/dL

Leukocyte count > 11,000/mm? 1

BMI > 35 kg/m? 1

Khorana AA et al. Blood 2008;111:4902—-07



Risque de MTEV pendant la chimiothérapie
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Prophylaxie prolongée: PROTECHT

Nadroparin 3800 |U (4 months) (n = 799) vs placebo (n = 387)

6 4 —— Nadroparin
— Placebo

3.9% vs 2.0%; p = 0.02
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Agnelli G. et al. Lancet Oncol 2009; 10: 943-49



SAVE-ONCO

Cancer métastatique ou localement avancé et chimiothérapie
Semuloparine, n = 1608 or placebo n = 1604;
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Semuloparin 1608 1410 1227 986 681 384 197 77
Placebo 1604 1375 1212 985 689 403 201 92
No. of Events
Semuloparin 0 7 13 17 19 20 20 20
Placebo 0 26 42 49 53 55 55 55

Agnelli G. et al. N Engl J Med 2012; 366

: 601-9



Groupes a haut risque (PROTECHT and SAVE-ONCO)
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Verso M. et al. Intern Emerg Med 2012; 7: 291-12



Enoxaparine en prévention primaire;
cancer du pancréas avancé

Récidives thromboemboliques
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Enoxaparin 160 102 55 26 12 4
Observation 152 87 47 27 14 5
Incidence rate, %
Enoxaparin 0 1.3 3.8 5.1 5.7 6.4
Observation 0 10.2 14.4 14.4 15.1 15.1

Pelzer U. et al. J Clin Oncol 2015; 33:2028-2034



Enoxaparine en prévention primaire
cancer du pancréas avanceé
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Enoxaparin 160 99 52 26 14 5
Observation 152 94 52 26 13 4
Incidence rate, %
Enoxaparin 0 45 7.6 7.6 3.3 3.3
Observation 0 3.4 55 55 6.9 6.9

Pelzer U. et al. J Clin Oncol 2015; 33:2028-2034



Et le cancer bronchique?

*TOPIC 2 : NSCLC (n =532); PROTECHT : Lung
cancer (279)

e Certoparin 3000 U or placebo; 6 months

* Nadroparin 3800 IU or placebo 4 months

LMWH Placebo
467 344

Symptomatic VTE 15(3.2%) 19 (5.5%) 0.58 (95% Cl 0.28-1.06)
All VTE 20(4.3%) 27 (7.8%) 0.54 (95% CI 0.31-0.95)
Major bleeding 12 (2.5%) 6 (1.7%) 1.50 (95% Cl 0.57-3.95)

Verso M. et al. J Thromb Haemost 2010; 8: 1649-51



Recommandations

« 2.1 Routine pharmacologic thromboprophylaxis is not
recommended 1n cancer outpatients.

e 2.2 Based on limited RCT data, clinicians may consider
LMWH prophylaxis on a case-by-case basis in highly selected
outpatients with solid tumors receiving chemotherapy.
Consideration of such therapy should be accompanied by a
discussion with the patient about the uncertainty concerning
benefits and harms as well as dose and duration of prophylaxis
in this setting.

Lyman G. H. et al. J Clin Oncol 2013; 31:2189-2204



Diagnostic, rien de tres spécifique

e Le cancer fait partie des scores cliniques

e Les D-dimeres sont moins spécifiques
(augmentation du seuil non validée)

e 50% des patients qui ont une EP diagnostiquée
fortuitement ont des symptomes évocateurs

passés inapercus



The CLOT Study
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Days after Randomization

301 264 235 227 210 164
280 242 221 200 194 154

Lee A. et al. N Engl J Med 2003; 349: 146-153



CATCH. Récidives thromboemboliques
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Lee A. et al. JAMA 2015; 314: 677-86



CATCH. Sécurite d’emploi

Major bleeding

Clinically relevant
non-major bleeding

Overall mortality

13/449

50/449

150/449

12/451 o 0.89 [0.40, 1.99]
73/451  —— 0.69 [0.49, 0.96]
138/451 —o— 1.08 [0.85, 1.36]
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Lee A. et al. JAMA 2015; 314: 677-86



Discussion

CLOT CATCH

Recurrent VTE risk reduction, % 52 35
Recurrent VTE in warfarin group, % 17 10
Asian and Middle East enrolment, % 0 44
Metastatic disease, % 67.3 54.7
ECOG status 2, % 35.5 23.2
Anticancer treatment, % 77.7 52.8
History of VTE, % 11.1 6.3

Cumulative 6-month mortality, % 39.3 33.2



Overall Mortality at Day 180

HR 1.08 (95% CI1 0.85 —1.36)
Wald’s test p = 0.54
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N at risk: Days post-randomization
tinzaparin 449 364 302 267
warfarin 451 369 305 272

Lee A. et al. JAMA 2015; 314: 677-86



HBPM vs AVK apres CATCH: efficacité

RR (95% Cl)
A) LMWH vs. VKA (n=2078)

CLOT —— 0.51 (0.33, 0.79)
LITE - 0.60 (0.23, 1.59)
Romera - 0.61 (0.11, 3.43)
ONCENOX - 0.66 (0.16, 2.74)
CATCH —— 0.69 (0.45, 1.07)
CANTHANOX -~ 0.70 (0.12, 4.09)
Subtotal (I-squared = 0.0%, p = 0.963) <> 0.60 (0.45, 0.79)

Events,

Intervention

27/336
6/100
2/36
4/61
31/449
2/71

72/1053

Events,

VKA

53/336
10/100
3/33
3/30
45/451
3/75

117/1025

Posh F. et al. Thromb Res 2015;136: 582-89.



HBPM vs AVK apres CATCH: sécurité

RR (95% CI) Intervention VKA
A) LMWH vs. VKA (n=2020)
CANTHANOX * | 0.44 (0.16, 1.19) 5/71 12/75
LITE - 1.00 (0.36, 2.75) 7/100 7/100
CATCH |T 1.09 (0.50, 2.36) 13/449 12/451
CLOT —— 1.57 (0.77, 3.18) 19/338 12/335
ONCENOX -*- 3.04 (0.38, 24.28) 6/67 1/34
Subtotal (I-squared =23.1%, p = 0.267) <> 1.07 (0.66, 1.73) 50/1025 44/995

Posh F. et al. Thromb Res 2015;136: 582-89.



Apres le 6 mois

L MWH To Te T12 T18
= No LMWH b : LA
Follow-up . . . , 1
— RVT R
Having — A
. 1 1 2
received i ' '
6 months
of LMWH
— No RVT ! ; ' B
CUS '
6 months 12 months 18 months
VTE Bl F VTE Bl F VTE BI F
Group Major Minor Major Minor Major Minor
Al 4 4 2 108 10 2 4 91 8 1 3 78
A2 18 1 4 94 9 1 4 77
B 2 1 3 97 1 1 2 91

Napolitano M. et al. J Clin Oncol 2014; 32:3607-3612



Apres six mois, arréter le traitement ou le
poursuivre ?

Arrét
* Sile cancer est en rémission
e S'iln’ vy a plus de thérapeutique anti-tumorale
* Sile cancer est de bon pronostic

Exemple

 EP post-opératoire, résection complete, pas de
CT ou CT adjuvante terminée



Récidive sous traitement?

* Interruption de veine cave?

— Expérience publiee faible, pas de controle
de I'hypercoagulabilite

* Fondaparinux ?

— Peu d’expérience sur le long-cours

* Augmentation de la dose d'HBPM?




Augmentation de la dose d’"HBPM?

70 patients, cancer, recidive MTEV
Augmentation de la dose dHBPM de 20% (47)
Remplacement AVK par HBPM (23)
3 mois de suivi

* 6 récidives (9.9%)

« 3 saignements (4.3%)

Carrier M. et al.  Thromb Haemost. 2009; 7: 760-765.



Des conseils pour les périodes de
thrombopénie

thrombocytes/ul Acute VTE Non acute VTE

(< 1 month)

<100.000 —50.000 LMWH 100% LMWH 75%

<50.000 —30.000 LMWH 50% LMWH 50 % or
prophylactic dose

<30.000 Suspending LMWH anticoagulation

Expert opinion based on RAND/UCLA Appropriateness Method (RAM)
ASH 2013, oral session

Saccullo G. et al. Blood 2013; 122: 581



Embolie pulmonaire découverte
fortuitement




EP découverte fortuitement ou non: meme
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o4 |HR, 0.77 (95% CI; 0.21-2.73)
0 1 2 3 4 5 6
Months after inclusion
UPE 66 62 56 50
SPE 65 58 48 45

Sahut d’lzarn M. et al. J Thromb Haemost 2012; 10: 2032-8.



AOD MTEV et cancer : méta-analyse

Rec ETE

EINSTEIN
HOKUSAI
RECOVER
AMPLIFY

total

Hgie majeure
EINSTEIN
HOKUSAI
RECOVER
AMPLIFY

total

AOD

6/232

4/109

10/173
3/81

25/595

AOD

6/232
5/109
6/159
2/87

19/587

enox/AVK

8/198
7/99
12/102
5/78

32/537

RR [CI95%]

0.64 [0.23 ; 1.81]
0.52 [0.16 ; 1.72]
0.78 [0.35 ; 1.76]
0.58 [0.14 ; 2.34]

0.66 [0.39;1.11]

0.1

enox/ VKA

8/196
3/99
7/152
4/80

1.0

10

0.63 [0.22 ; 1.79]

22/527

1.51 [0.37 ; 6.17]
0.82 [0.28 ; 2.36]
0.46 [0.09 ; 2.44]

0.78 [0.42 ; 1.44]

0.1

10

Carrier M. et al. Thromb Res 2014;134:1214-9.



AOD MTEV et cancer : méta-analyse

Rec ETE AOD AVK RR [CI95%]
230621 32/543 5.9 % — 0.65 [0.38; 1.09]
HBPM AVK
7211053 1171025 11.4% —— 0.60 [0.41;0.79]
0.1 1.0 10

Hgie majeure ,op AVK

18612 22533 4.1 Y% —— 0.72 [0.39; 1.35]

HBPM AVK

501025 44995 4.4 Y% — 1.07 [0.66;1.73]
0.1 1.0 10

Posh F. et al. Thromb Res 2015;136: 582-89.



EINSTEIN, CLOT et CATCH: patients

Recurrent or

| 22% 67.3% 54.7%
Mmetastatic cancer
MGz EET 13%* 77.7%**  42.4%%**
treatment
% INR 2-3 57%-59%  46% 47%

*: chemotherapy,
**. all anticancer treatments,

**x. systemic treatment (chemo or targeted therapy or hormonal treatment)

Lee A. et al. N EnglJ Med 2003; 349: 146-153
Prins M H. et al. Lancet Haematol. 2014; 1: e37-46
Lee A. et al. JAMA 2015; 314: 677-86



Conclusion

e Diagnostic: rien de spécifique, augmenter la
vigilance

e Prévention: approche tous cancers avanceés ou
cancer par cancer, durée, posologie?

e Traitement: HBPM reste la réeférence, AOD en

cours d’évaluation

e Durée du traitement: tant que la maladie est active
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