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Association Thrombose & Cancer

1865, Armand Trousseau (Ho6tel-Dieu, Paris)

*4-209 i i
4-20% des patients atteints de cancer » 20% des patients avec MTEV ont un cancer actif

développeront un épisode de MTEV 1199 _ _ ’
* 50% des patients atteints d’un cancer: présence = e attem-ts L
idiopathique ont un cancer sous-jacent

de MTEV a I'autopsie

CANCER r\' MALADIE THROMBOEMBOLIQUE VEINEUSE

1. Trousseau A. Clinique médicale de I'Hotel-Dieu de Paris, T3:1865;654-712.
2. Fargeetal. Thromb Res2010;125:5108-S116.

3. Falanga &Zacharski. Ann Onco/2005;16:696-701.

4. Monreal etal. / Thromb Haemost2006;4:1950-1956.
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Thrombose, 2¢me Cause de Mortalité au Cours du cancer

Rates of Initial and Recurrent Thromboembolic Disease Among
Patients with Malignancy Versus Those without Malignancy

Risk Analysis Using Medicare Claims Data
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Le Cancer est associé a un phenotype prothrombotique

Modéle murin WT Modéle murin ectopique de cancer du pancreas

00:00:00.000 00:00:00.000

Courtesy Soray Mezouar
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Le Cancer est associé a un phenotype prothrombotique

Tumeur -GFP

Panc02-GFP

La tumeur libére des vésicules de taille correspondant a celle des microparticules
dans la circulation sanguine

Thomas G etal.J Exp Med. 2009 Aug 31;206(9):1913-27.
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METABOLITES IN A MOUSE CANCER MODEL ENHANCE VENOUS TTHROMBOGENICITY

THROUGH THE ARYL HUDROCARBON RECEPTOR-TISSUE FACTOR AXIS

Deep veins
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Human-derived colon IS & Kyn Activation of AHR TF & PAI-1 activate
Adenocarcinoma Xenograft activate AHR in ECs induces TF & PAI-1 thrombosis

Belghasem et al. Blood. 2019 Dec 26;134(26):2399-2413
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Le Cancer est associé a un phenotype prothrombotique

Fibrinogéne jﬁ Fibrine
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Le Risque de MTEV depend du Type de Cancer

Etude de population (1997-2017)
Etude prospective Vienna CAT Study (n=1409)
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Incidence rate during the first 6 months
(per 1,000 person-years with 95% confidence interval)

Mudleret al. Blood. 2021 ;137(14):1959-1969.
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Incidence de la MTEV apres Chirurgie Oncologique Majeure

Nationwide Inpatient Sample (NIS)
n=2,508,916

Table 3. Multivariable Logistic Regression Analysis After Fitting With the Generalized Estimating Equation
and Covariables for Predicting Mortality in the Context of VTE Following Major Cancer Surgery,
Nationwide Inpatient Sample, January 1, 1999, Through December 30, 2009°

Mortality
Cancer Type Overall, % Without VTE, % With VTE, % OR (95% CI) P Value
Overall 2.0 1.9 12.0 5.30 (4.88-5.76) <.001
| Colectomy 3.1 2.9 11.3 3.74 (3.34-4.19) <.001 |
Cystectomy 2.5 23 9.6 4.58 (3.22-6.51) <.001
Esophagectomy 7.2 6.9 13.6 2.01 (1.13-3.56) .02 Abbreviations: OR, odds ratio;
Gastrectomy 5.7 5.5 14.7 2.81 (2.12-3.73) <001 | VTE.venousthromboembolism.
Hysterectomy 0.4 0.3 5.2 10.93 (6.85-17.45) <001 Eﬁ:flrs'g:'s;gg'r‘;?;taﬁi;:: Face,
Lung resection 2.9 2.6 19.8 8.73 (7.39-10.31) <.001 insurance status, median household
| Pancreatectomy 4.9 4.7 13.2 3.08 (2.05-4.61) <.001 |  income by zip code, annual hospital
Prostatectomy 0.1 0.1 3.9 56.42 (30.54-104.25)  <.001 volume, hospital location. hospital

region, and hospital teaching status.

Trinetal. JAMA Surg. 2014;149(1):43-49.
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Adénocarcinome du pancréas : BACAP-VTE STUDY

Etude francgaise, observationnelle, prospective, multicentrique

* Population : 731 patients atteints d’'un adénocarcinome du pancréas inclus (mai 2014-novembre 2018)

« Episode de MTEV chez 20,79 % des patients (54% de MTEV asymptomatiques) au cours d’une durée médiane de suivi de 19,3 mois

VTE cumulative incidence rate

0,75

0,5

0,25

« At 3months: 8,07 % (95% ClI : 6,31-10,29)
« At 6 months: 13,19 % (95% CI : 10,89-15,93)
o At 12 months : 19,21 % (95% ClI : 16,27-22,62)

Median time from PC diagnosis to VTE : 4,49 months
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Time (months)

Multivariate Analysis

Risk factors

Women (vs. Men)
Previous VTE (vs. non previous VTE)

Tumor Location (vs. Head as reference)
Isthmus

Body

Tail

Overlapping lesion

Tumor stage (vs. resectable as reference)
Locally advanced

Metastatic

HR (95% Cl)

0.75 (0.53-1.04) —_—at

1.73(0,89-3,33) -

2.06(1.09-3.91) =

0.97 (0.57-1.64) _—

1.35(0.78-2.35) v [E—

1.29(0.81-2.04) R T—

1.66(1.10-2.51) —_——

2.5(1.64-3.79) e
L] L] L] L]
0.5 1 2 3 4

Hazard Ratio for Venous Thromboembolism

Frere C, Boumnet B et al. Gastroenterology 2020 ; 158 : 1346-1358.
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Adénocarcinome du pancréas : BACAP-VTE STUDY

Etude francgaise, observationnelle, prospective, multicentrique

0,75 -

0,5

0,25 -

Progression free survival

— Without VTE
— With VTE

e Patients with VTE : 6,66 months
e Patients without VTE : 9,56 months
* Adjusted HR: 1,74 (95% CI : 1,19-2,54), p = 0,004

Number at risk :

12 15 18 21 24 27 30
Time (months)

— 731 624 427 277 167 95 64 36 26 17 11

-— 0 52 48 36

21 11 7 4 3 3 0

1 — Without VTE
— WithVTE
0.75 - e Patients with VTE : 9,13 months
= ’ ¢ Patients without VTE : 14,55 months
> * Adjusted HR : 2,02 (95% CI : 1,19-2,54) p < 0,001
>
@ 05
©
)
>
O 0,25 _ \K—R
O 1 1 1 1 1 1 1 1 1 1 1 1 1 1 T - ‘1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48

Number at risk :

— 731672521379279175119 80 59 38 23 16 11 5
— 0 59 65 57 44 37 24 13 10 10 8

Time (months)

4 1 0
6 3 4 4 3 1

— Déces : 71 % des patients avec MTEV vs 46,92 % des patients sans MTEV
OR =2,88; ICys : 1,96-4,21; p <0,0001

ITAC:ZGFTC

Frere C, Boumnet B et al. Gastroenterology 2020 ; 158 : 1346-1358.
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Recommandations internationales ITAC 2019

Groupe d’experts internationaux multidisciplinaire:
15 experts, 2 méthodologistes, 1 infirmiere, 2 patients, 83 reviewers indépendants

Méthodologie GRADE
Avec le soutien de

INSTITUT
NATIONAL
DU CANCER

Adoptées par

Isth

International Society on
Thrombosis and Haemostasis

ITAC:ZGFTC

Review

2019 international clinical practice guidelines for the
treatment and prophylaxis of venous thromboembolism in
patients with cancer

Dominique Farge®, Corinne Frere*, Jean M Connors, Cihan Ay, Alok A Khorana, Andres Munoz, Benjamin Brenner, Ajay Kakkar, Hanadi Rafii,
Susan Selymoss, Dialina Brilhante, Manuel Monreal, Henri Bounameaux, Ingrid Pabinger, James Douketis, and the International Initiative on
Thrombosis and Cancer (ITAC) advisory panel

Venous thromboembolism (VTE) is the second leading cause of death in patients with cancer. These patients are at
a high risk of VTE recurrence and bleeding during anticoagulant therapy. The International Initiative on Thrombosis
and Cancer is an independent academic working group aimed at establishing a global consensus for the treatment
and prophylaxis of VTE in patients with cancer. The International Initiative on Thrombosis and Cancer last updated
its evidence-based clinical practice guidelines in 2016 with a free, web-based mobile phone application, which was
subsequently endorsed by the International Society on Thrombosis and Haemostasis. The 2019 International
Initiative on Thrombosis and Cancer clinical practice guidelines, which are based on a systematic review of the
literature published up to December, 2018, are presented along with a Grading of Recommendations Assessment
Development and Evaluation scale methods, with the support of the French National Cancer Institute. These
guidelines were reviewed by an expanded international advisory committee and endorsed by the International
Society on Thrombosis and Haemostasis. Results from head-to-head clinical trials that compared direct oral
anticoagulant with low-molecular-weight heparin are also summarised, along with new evidence for the treatment
and prophylaxis of VTE in patients with cancer.

CrossMark

Lancet Oncol 2019

Published Online
September 3, 2019
http://dx.doi.org/10.1016/
51470-2045(19)30336-5
*Contributed equally

Autoimmune and Vascular
Disease Unit, Internal Medicine
(UF04), Center of Reference for
Rare Systemic Autoimmune
Diseases (FAI2R) (D Farge MD),
Eurocord, Assistance
Publique-Hopitaux de Paris,
Saint-Louis Hospital

(H Raffii MD), Université de
Paris, Paris, France;

THE LANCET
Oncology

Farge D, Frere C, et al. Lancet Oncol. 2019 Oct;20(10):e566-e581
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Prevention de la MTEV en chirurgie

Extended thromboprophylaxis following major abdominal/pelvic
cancer-related surgery: A systematic review and meta-analysis of
the literature

4 RCTs, 14 observational studies n=7795 cancer patients

VTE Experimental  Control B Ieed i ng

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
|

Rasmussen 2006 0 165 3 178 . 0.1541 [0.0080; 2.9604] 2.2%

Vedovati 2014 0 112 2 13 ———1— 0.2018 (0.0098; 4.1560) 2.1:@ Experimental Control

Bergqvist 2002 0 165 1 167 - 03374 [0.0138; 82218] 1.9% Study Events Total Events Total Risk Ratio RR 95%-C| Weight

Kakkar 2010 2 248 4 240 ——— 0.4839 [0.0895; 2.6173] 6.6%

el \

Rasmussen 2006 4 205 6 222 —_— 0.7220 [0.2067; 2.5219] 10.7%
Kakkar 2010 o — - aZeo o Dlel a8 53%
Vedovati 2014 ) 0 3] 2.2%

Kukreja 2015 0 0 0605; 0.5113] 16.6% Bergquist 2002 4.0 /0 VS. 4.9 /0 5] 24.1%

Kim 2017 A 1.0 A) VS 2.1 /0 0182, 21111} 3.4% ‘

Schmeler 2013 0481; 1.0491] 8.0% 0

Wang 2016 0 0139, 41567) 23% RR 1.0, 95%CI 0.66 to 1.5

Carbajal-Mamani 2020 RR 0.48, 95 A)CI 0-3 tO 0-7 0123; 7.1234] 1.9% Bateni 2020 1 88%

Chen 2016 0210, 6.2671] 2.3% Kukreja 2015 2 - 0.9135 [0.5095; 1.6376] 49.0%

Ibrahim 2014 3 = 0.7623 [0.1742; 3.3351] 8.7% -

Bateni 2020 1 44 28 959 ¢ 0.7784 [0.1084; 5.5908] 4.9% 1

Melancon 2016* 8 190 11204 —~ 0.7809 [0.3210; 1.8996) 23.9% ‘

Balavage 2018 0 14 1 54 _, 1.2529 [0.0538; 29.1721]  1.9% Random effects model 45 1119 97 1994 > 0.9959 [0.6619; 1.4982] 100.0% I

Freeman 2016 0 9 5 1322 — e - 1.3140 [0.0732; 23.5786) 2.3% ) A

MarquesdeMarino 2018 4 207 5 364 e 1.4068 [0.3820; 5.1808] 11.1% Residual heterogeneity: I° = 0%. p = 0.2 01 051 2 10

So 2205:]7 B 8 1?1 g :g [ gg?' Fig. 5. Incid of bleeding lications (major and clinically-rel jor bleeding) with (experi 1) versus without{control) extended duration

o <| ey h boprophylaxis. Results d as pooled rick ratios, stratified by study design.
|
I Random effects model 26 2597 105 4898 < | 0.4817 [0.3118; 0.7442] 100.0% |
ielerogeneity: I =U0%, v =U, p=0.72
Residual heterogeneity: I* = 0%, p = 0.68 001 01 1 10 100

Fig. 4. Comparison of 30-day clinical VTE incidence with (experimental) versus without (control) extended duration thromboprophylaxis. Results presented as
pooled rick ratios, stratified by study dezign.

Knoll et al. Thromb Res. 2021 Aug;204:114-122.
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Prevention de la MTEV en chirurgie

RECOMMANDATIONS @

INTERNATIONALES SUR LA MTEV

MTEV hors thrombose sur
cathéter central

Traitement de la MTEV hors thrombose sur
cathéter central

Traitement initial >

Traitement d’entretien précoce
(jusqu’a 6 mois)

Traitement a long terme

(> 6 mois)

Récidive de la MTEV sous traitement
anticoagulant >

MTEYV sur cathéter central

Traitement de la MTEV sur cathéter central

Traitement initial >

Traitement d’entretien précoce
(jusqu‘a 3 mois)

] @® <

ITAC:ZGFTC

2> Données sur le patient

Choisissez le scénario
clinique :

.

2> Données sur le patient

Le patient présente-t-il
une contre-indication
aux traitements
anticoagulants ?

.

2> Données sur le patient

Le patient doit-il
subir une chirurgie
abdominale ou pelvienne
majeure / laparotomie
ou une chirurgie
laparoscopique ?

9

)i

2005 0 - = @ -

2> Données sur le patient

Traitement conseillé:

- Une prophylaxie pharmacologique
par héparine de bas poids moléculaire
(HBPM) pendant 4 semaines est
recommandée pour les patients a
risque élevé de MTEV et a faible
risque hémorragique.

- Veuillez consulter les monographies
de médicaments pour les HBPMs
disponibles dans votre pays pour les
recommandations posologiques et les
contre-indications.

Considérations : injections
quotidiennes ; dans certains pays, le
prix des HBPMs pourrait influencer le
choix.

? Opinion de I'expert >

Retour a l'accueil >

O Séminaire interrégional de cancérologie digestive




Prevention de la MTEV chez les patients ambulatoires : HBPM

Favours LMWH  No thromboprophylaxis Risk Ratio Risk Ratio
LMWH No thromboprophylaxis Risk Ratio Risk Ratio Study or Subgroup Events Total Events Total Weight IV, Rand 95% CI IV, Rand. 95% Cl

Study or Subgroup  Events Total Events Total Weight IV, R 95% CI IV, R 95% Cl 2.2.1 Dalteparin
1.2.1 Dalteparin Kakkar 2004 1 190 0 184 1.4% 281012, 70.87] ——
Altinhas 2004 1] 42 1 42 1.1% 0.33 [0.01, 7.96] e khorana 20145 1 a0 1 48 2.0% 0.96 [0.06, 14.92] —
Kakkar 2004 4 180 g 184 B.7% 0.77 [0.21,2.84] e Macheth 2016 12 1101 g 1101 186% 1.50 [0.62, 3.66] -
Maraveyas 2012 4 549 11 60 9.6% 0.37 [0.12,1.10] — Maraveyas 2012 2 a4 2 B2 4.0% 1.05[0.15,7.27] s S—
Perry 2010 11 99 13 87 201% 0.74 [0.35,1.57] = Ferry 2010 ] eke] 1 ar 33% 439052, 36.849] -
Sideras 2008 4 35} g 70 T.0% 0.82 [0.23, 2.94] — Sideras 2006 2 [t i) To a7% 0.41 [0.08, 2.08] E—
Subtotal (95% CI) 458 443 44.5% 0.64 [0.39, 1.06] L Subtotal (95% CI) 1567 1552  35.0% 1.29 [0.67, 2.47] >
Total events 23 35 Total events 23 17
Heterogeneity: Tau®= 0.00; Chi®=1.53, df= 4 (P=082); F=0% Heterogeneity: Tau®= 0.00; Chi®= 3.66, df=5 (P = 0.60);, F=0%
Testfor averall effect 7=1.73 (P = 0.08) Testfor overall effect: Z=0.77 (F =0.44)
1.2.2 Certoparin 2.2.2 Certoparin
Haas 2012 8 442 14 441 15.3% 0.57 [0.24,1.35] T Haas 2012 13 447 3] 451 161% 219[0.84,5.70] T
Subtotal (95% CI) 442 441 153%  0.57[0.24, 1.35] - Subtotal (95% CI) M7 451 16.1%  2.19[0.84,5.70] o
Total events g 14 Tatal events 13 [

LMWH significantly reduced symptomatic VTE : No difference in major bleedings :
RR0.54,95% C10.38t00.75 RR 1.44,95% Cl 0.98 t0 2.11

FELETUYETIEILY. MUl dppIiLduie SUDTOTal (¥2% L) 1101 (-1} £3.9% 183 |V.bY, 4.853] -
Testfor overall effect: Z=1.67 (F=0.10) Total events 20 10
. Heterogeneity: Tau®=0.15; Chi*= 232, df=2 {P=0.31);, F=14%

1.2.4 Enoxaparin Testfor overall effect Z=1.21 (P=0.22)
Felzer 2015 10 160 22 182 22.3% 0.43[0.21,0.88] ——
Subtotal (95% CI) 160 152 22.2%  0.43[0.21,0.88] <> 2.2.4 Enoxaparin
Tatal EVEMS_ ] 10 22 Pelzer 20145 13 160 10 182 234% 1.24 [0.86,2.73] -
Heterageneity: Mot applicable Fwicker 2013 1] 23 1] 11 Mot estimable
Testfor overall effect 2= 2.31 (P =0.02) Subtotal (95% CI) 183 163  23.4% 1.24 [0.56, 2.73] L 2

P Total events 13 10
1‘2.5 Bzmlpzrﬂl:'S 1] 20 4 18 1.4% 0.10[0.01,1.75] Heterngenetyy. Mot applican e

ecumperr . . AT I o - -
Subtotal (95% CI) 20 18 14%  0.10 [0.01, 1.75] e Testforoverall eflect 2= 052 (P = 0.60)
Total events 1] 4 2.2.5 Bemiparin
Heterogeneity. Mot applicable Lecumberri 2013 i 20 1 18 15% 0.30 [0.01, 6.97] e E—
Testfor overall effect: Z=1.58 (P=0.11) Subtotal (95% CI) 20 18 1.5% 0.30 [0.01, 6.97] _-*._
Total (95% CI) 1849 1435 100.0%  0.54 [0.38, 0.75] * L?;;';‘;TEW ot applicable v !
Total events 52 36 | o _
Heterageneity: Tau= 0.00; Chi*= 3.74, df=8 (P = 0.88); P= 0% 05002 051 110 560 Testfor overall eflect. 2= 0.75 (P = 0.45)
Testfor overall effect Z= 3.61 (P = 0.0003) Favours LMWH Favours conrol Total (95% CI) 3378 2978 100.0%  1.44[0.98,2.11] | 3
Testfor subaroup differences: Chi®= 2.21, df= 4 (P=0.70), F=0% Total events 69 44
Heterogeneity: Tau®= 0.00; Chi®= 8.00, df=11 (P=071), F=0% oo o1 10 1000

Test for overall effect: Z=1.84 (P =0.07)
Testfor subaroup differences: Chi*= 216, df=4 (P =071}, F=0%

ce® 2N Cochrane : R
| TAC E - GFTC G’) Library D Nisio etal. Cochrane Database SystRev. 2016 Séminaire interrégional de cancérologie digestive
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Modeles de Stratification du Risque

Score de Khorana Kaplan-Meier Rates of VTE Up to 12 Months of Follow-Up
US patients with cancer, 2012-2017 (N = 6,124)

Type de cancer 20% 1 Adjusted hazard ratios (95% ('ll: at 12 months (Ref: KS =0):
=== KS>3 1.72 (1.25, 2.38) p-value<0.001
N N . ., - 18% A 2.46(1.73.3.50) p-value<0.001
Tumeurs a trés haut risque : Estomac, Pancréas +2 KS =2 S5 499(3.40.731) Povaloe<0.001
Tumeurs a haut risque : Lymphome, Poumon, Vessie, Gynécologique, Testicule +1 16% 1 KS=1
e — SRR
14% {  ===KS=0 o
= 12.1% I
Plaquettes 2 350 G/L +1 :  12% 1 I T— .
= S
| 2 /
p . A Z 0% A e
Hémoglobine < 10 g/dL ou utilisation ASE +1 £ & o
; r 20, :
g o 6.4% ==
Leucocytes 211 x 10°/L +1 3 f —
6% r 4.4% 5.0% 4%
L4
IMC 235 kg/mz +1 i) ’,‘4' 3.7%
) 4 2.4%
f 24%
I ot p——— Qg aming Y
S Py
rl ac® " =70
Khorana AA et al. Blood. 2008;111:4902-4907 0% pez==2" 1.6% . :
0 3 6 9 12
Months
INo. at risk
KS >3 (N =507) 340 252 180 143
KS =2 (N=1,074) 860 662 509 414
KS =1 (N=2,125) 1,802 1472 1,202 1.016
KS =0 (N = 2,488) 2,234 1917 1.694 1.496

Khorana AA et al. CancerMed. 2020;9:8062-8073
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Prevention de la MTEV chez les patients ambulatoires

. : [1 PLACEBO
AOD a doses prophylactiques B LMWH
[l DOAC
% 6mths ,
% SAVE-ONCO
ch amths PROTECHT / \ _
Ll
@ &) cassini AVERT
2009 2012 2019

ITAC:ZGFTC
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AVERT!

r

Newly diagnosed with cancer after remission (partial or
complete) and initiating new course of chemotherapy x 3

months with Khorana score 22

CASSINI2

Etudes Randomisées controlees AOD versus Placebo

p

g

Apixaban n Placebo n
=288

=275

Efficacy outcome: proximal DVT/PE, symptomatic distal
lower-upper extremity DVT, VTE-related death
Safety outcome: ISTH major bleeding

ITAC:ZGFTC

Ambulatory outpatients with solid tumor or lymphoma?,
Khorana score 22, expected survival >6 months, starting

new systemic regiment within 1 week

&

Placebo n
=421

Rivaroxaban n

1:1é
=420

Efficacy outcome: proximal upper or lower extremity

DVT/PE®, VTE-related death
Safety outcome: ISTH major bleeding

a Including myeloma and brain tumor.
b Symptomatic or asymptomatic.

1. CarrierM etal. N EnglJ Med. 2019;380:711-719.
2.KhoranaAA etal. N EnglJ Med.2019;380:720-728
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Etudes Randomisées controlees AOD versus Placebo

Efficacité

ITAC:ZGFTC

A Risk ratio for overall VTE (during on-treatment period: sensitivity analysis)

DOAC Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M—H, Fixed, 95% CI M—H, Fixed, 95% CI
AVERT 3 297 20 283 42.9% 0.1459[0.0438, 0.4855] —a—
CASSINI 11 420 27 421 57.1% 0.4084 [0.2053, 0.8125] ——
IToIaI (95% CI) 711 704 100.09% 0.2957 [0.1644, 0.5317] e I
otal evenis 5 a7
Heterogeneity: ¥ =2.17,df =1 (P = .14); I? = 54% } + : i
Test for overall effect: Z = 4.07 (P < .0001 0.01 0.1 1 10 100

B Risk ratio for symptomatic VTE (during on-treatment period: sensitivity analysis)

Favours DOAC favours placebo

DOAC Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M—H. Random, 95% CI
AVERT 2 291 16 283 41.2% 0.1216[0.0282, 0.5239] — &
CASSINI 5 420 12 421 58.8% 04177 [0.1484, 1.1751] ——
ITotaI (95% CI) 711 704 100.0% 0.2511[0.0747, 0.8441] = I
olal evenis f Fats]
Heterogeneity: 72=0.37, y2=1.89,df =1 (P= 17); 2 =47% b t t {
0.01 0.1 1 10 100

Test for overall effect: £=2.23 (P =.03)

Favours DOAC favours placebo

1. CarrierM etal. N EnglJ Med. 2019;380:711-719.
2.KhoranaAA et al. N EnglJ Med.2019;380:720-728
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Etudes Randomisées controlees AOD versus Placebo

Securité

A Risk ratio for major bleeding (during on-treatment period)

DOAC Placebo Risk ratio

Risk ratio
Study or Subgroup Events Total Events Total Weight M—H, Fixed, 95% CI M—H, Fixed, 95% CI
AVERT 6 288 3 275 43.4% 1.9097 [0.4824, 7.5608] —
CASSINI 8 405 4 404 56.6% 1.9951[0.6056,6.5730] —1—
total (95% CI) 693 679 100.0% 1.9580 [0.7953, 4.8210] e I
Total events 14 7
Heterogeneity: 2 = 0.00, df =1 (P =.96); I12=0% F + t {
Test for overall effect: Z=1.46 (P = .14) 0.01 0.1 1 10 100
Favours DOAC favours placebo
B Risk ratio for clinically relevant non-major bleeding (during on-treatment pericd)
DOCA Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Evenis Total Weight M—H, Fixed, 95% CI M—H, Fixed, 95% CI
AVERT 18 288 14 275 64.1% 1.2277[0.6228, 2.4199] ——
CASSINI 11 405 8 404 35.9% 1.3716[0.5575, 3.3744] &
ITotaI (95% CI) 693 679 100.0% 1.2793[0.7442, 2.1992] - I
otal evenis 23 22
Heterogeneity: 32 =0.04, df =1 (P =.85); 12=0% I ? t i
Test for overall effect: Z = 0.89 (P = .37) 0.01 0.1 1 10 100

Favours DOAC favours placebo

1. CarrierM etal. N EnglJ Med. 2019;380:711-719.

2.KhoranaAA et al. N EnglJ Med.2019;380:720-728
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Prévention de la MTEV - Cancer du Pancréas

30
25
20
15

10

ITACEZGFTC

FRAGEM-UK study
(n=123)

VTE rates at 12 months

RR=0.42(95 % Cl, 0.19-0.94)

Placebo Dalteparin

Marayevas A et al. EurJ Cancer 2012;48: 1283-1292.

16

14

12

10

CONKO-004 study

(n=312)

VTE rates at 12 months

HR=0.40 (95 % CI, 0.19-0.83)

Placebo Enoxaparin

PelzerU etal. J Clin Oncol 2015; 33: 2028-2034.
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Prévention de la MTEV - Cancer du Pancréas

Efficacy analysis: forest plots of risk ratios (A) and risk differences (B) for venous thromboembolism

A. Risk ratio for venous thromboembolism (fixed effect)

Thromboprophylaxis Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Agnelli 2009 PROTECHT 3 36 1 17 22% 1421016, 12.64]
Agnelli 2012 SAYE-ONCO 3 126 14 128 227% 0.22[0.06, 0.74] -
kharana 2019 CASSIMI a 134 14 138 227% 0.37[0.14,0.99] L E—
Maravevas 2012 FRAGEM 7 a9 17 B2 27.2% 0431019, 0.97] — &
FPelzer 2018 COMEKD 2 160 18 182 253% 0.13[0.03, 0584 - &
Total (95% CI) 516 497 100.0% 0.31[0.19, 0.51] '." I
Total events 20 F1
Heterogeneity: Chi®= 4.36, df= 4 (P = 0.36); F= 8% in 0 D=1 1=E| 1I:|I:|=

Test for overall effect: £=4.60 (F = 0.00001) Favors Thromboprophylaxis Favors Control

B. Risk difference for venous thromboembolism (fixed effect)

Thromhoprophylaxis Control Risk Difference Risk Difference
Study or Subgroup Bvents Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
Agnelli 2009 PROTECHT 3 36 1 17 4 6% 002[012 017] T
Agnelli 2012 SAYE-ONCO 3 126 14 128 253% -0.09[0.1%5,-0.03) =
kharana 2019 CASSIMI a 134 14 138 2¥1% -0.06[0.12,-0.00] i
Maravevas 2012 FRAGEM 7 a9 17 A2 12.0% -0.16[F0.29,-0.02) —
FPelzer 2018 COMEKD 2 160 18 152 31.0% -0.09[0.14,-0.04] Bl
Total {95% CI) 516 497 100.0% -0.08 [-0.12, -0.05] L
Total events 20 1
Heterogeneity, Chi*= 3.62, di= 4 (P = 0.46); F= 0% I i

-1 05 0 0.5 1

Test for overall effect: £=5.02 (F = 0.00001) Favors Thromboprophylaxis Favors Control

Frere etal. Cancers (Basel). 2020;12(8):E2028.
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Prévention de la MTEV - Cancer du Pancréas

Safety analysis: forest plots of risk ratios (A) and risk differences (B) for major bleeding

A. Risk ratio for major bleeding (fixed effect)

Thromboprophylaxis Control Risk Ratio Risk Ratio
Stuidy or Subgroup Fvents Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
kharana 2019 CASSIMI 2 135 3138 29.45% 068012, 4.01] L j.
Maravevas 2012 FRAGEM 2 a4 2 G2 19.4% 1.06[0148, 7.22]
Pelzer 2018 CORKD 7 160 A 1682 51.0% 1.221[0.43, 4.10] i
I Total (95% CI) 354 352 100.0% 1.08 [0.47, 2.52] e I
Total events 11 10
Heterogeneity, Chif= 0.39, df=2 (P = 0.82) F= 0% IIZI 01 051 1=IZI 1IZIIZII

Testfor overall effect 2=0.19 (P = 0.85) Favors Thromboprophylaxis Favors Control

B. Risk difference for major bleeding (fixed effect)

Thromboprophylaxis Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
kharana 2019 CASSIMI 2 135 3138 38.7%  -0.01 [F0.04, 0,02
Maravevas 2012 FRAGEM 2 a4 2 G2 7%  0.00[-0.06, 0.07]
Pelzer 2015 CORED 7 160 5 182 44.2%  0.01 [F0.03, 0.08]
Total (95% CI) 354 352 100.0%  0.00 [-0.02, 0.03]
Total events 11 10

Heterogeneity: Chi*=048 df=2 (P=079), F=0% 5_1 -IZII p ] IZIIE ]
Testfor overall efiect 2= 014 (F = .85) Favors Thromboprophylaxis Favors Control

Frere etal. Cancers (Basel). 2020;12(8):E2028.
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Prévention de la MTEV - Cancer du Pancréas

Primary Thromboprophylaxis in Pancreatic Cancer
Patients: Why Clinical Practice Guidelines Should
Be Implemented

Dominique Farge 1-2%*, Barbara Bournet *>(, Thierry Conroy °, Eric Vicaut 78, Janusz Rak ?,
George Zogoulous ?, Jefferey Barkun ?, Mehdi Ouaissi 10, Louis Buscail #> and
Corinne Frere 1112

|TAC:CME * ITAC-CME: 1) Primary prophylaxis with LMWH in ambulatory pancreatic cancer patients with locally
sl i advanced or metastatic disase having a low risk of bleeding and receiving systemic anticancer therapy
TemEasRl AEe [Grade 1B] ; 2) Thromboprophylaxis with apixaban or rivaroxaban in cancer outpatients at intermediate-to-
high risk (KS 2 2 prior to starting chemotherapy) with a low bleeding risk and in the absence of drug-drug

interactions [Grade 1B]

« ASCO: Thromboprophylaxis with apixaban, rivaroxaban or LMWH may be offered in high-risk cancer
ASCO outpatients (KS 2 2 or higher prior to starting a new systemic chemotherapy regimen) in the absence of
significant risk factors for bleeding and drug interactions

AMERICAN SOCIETY OF CLINICAL ONCOLOGY

Farge D, BournetB etal. Cancers (Basel). 2020;12(3):618.
Farge D, Frere C etal. Lancet Oncol. 2019 ;20(10):e566-581.
Key NS, Khorana AA et al. J Clin Oncol. 2020;38(5):496-520.
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Telechargez I'application ITAC,

visitez notre site web et rejoignez ITAC-GFTC

»  Application pour smartphone basée sur les Recommandations ITAC 2019
v" Francais, Anglais, Espagnol, Portugais, Russe
v' Basée sur des algorithmes décisionnels
v" Permettant une aide intuitive a la prescription

« Téléchargeable gratuitement suriOS App Store et Google Play

v’ ...etsurle site web: www.itaccme.com

D ITACZCME
Qroupe Francophone Thvombods and Cancer
= International Initiative on Thrombosis and Gancer Multi-language Mobile App
=== ¢ to implement Clinical Practice Guidelines for the Treatment and Prophylaxis
of Venous Thromboembolism in Patients with Cancer

Download it now for free! SCANM

FargeD, Frere C, etal. Lancet Oncol. 2019 Oct;20(10):e566-581
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