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OBJECTIFS | .a
- (TN

* |dentifier les facteurs de risques de MTEV chez les patients atteints de
cancer;

» Référer les patients éligibles a une thromboprophylaxie primaire;
* Prendre en charge initialement le patient avec TAC.



THROMBOSE ET CANCER _ .i
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« UN PROBLEME DE PLUS EN PLUS FREQUENT !

12-month cumulative VTE incidence (% with 95% Cl)
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VTE incidence over time

= Cancer cohort
== Comparison cohort
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Venous thromboembolism in cancer patients: a population-based cohort study



THROMBOSE ET CANCER
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Venous thromboembolism in cancer patients: a population-based cohort study
Mohammed Oa et al. Thromb Res 2019.



THROMBOSE ET CANCER

10 Treatment included No treatment
——— Chemotherapy
9 - Protein kinase inhibitors
- - == Anti-angiogenic therapy
- = == Immunotherapy
8 1 - = =~ Other targeted therapy -

Cumulative VTE incidence (%)

D = T T T T T T T T T T T T

o 1 2 3 4 5 6 7 8 9 10 11 12
Months after cancer diagnosis

Venous thromboembolism in cancer patients: a population-based cohort study



THROMBOSE ET CANCER

Compared to the general , Increased trend VTE 1997-2017:

population, the contemporary - 3-fold increase all cancer patients

12-month VTE risk is increased in: - 6-fold increase chemotherapy

recipients.

All cancer patients

- Cumulative incidence 3.0%
(95% ClI, 2.9-3.1)

- Hazard ratio 9.1 ] Parallel increase:
(95% ClI, 8.6-9.6)

Usage chemotherapy

Recipients chemotherapy or and targeted therapies

targeted therapy

°

. SN .}
- Cumulative incidence 5.3%

(95% Cl, 5.1-5.5) Usage CT-scanning
- Hazard ratio 20
(95% CI, 18-22)

12-month survival \




PFS et OS et thrombose - Pancréas

Impact of VTE on Progression free Survival and Overall Survival
Gastroenterology 2020;158:1346-1358
Overall survival
Progression free sunaval
100
1.00
— Without VTE = Without VTE
0.75 = With VTE 0.757 = With VTE
. . Patients with VTE : 9.13 months
Patients with VTE - 6.66 months I R W Patients without VTE : 14.55 months
0504 ----------------%_ Patients without VTE : 9.56 months 2 ; M Adjusted HR 2.02, 95% Cl 1.19-2.54, p<.001
' ¢ ™ Adjusted HR 1.74, 95% Cl 1.19-2.54, p=.004 : :
0.25 ' k 0.251
0.00 0.001
a 3 11 9 12 15 18 21 24 2T 30 0 3 [ 9 12 15 18 29 24 27 30 33 36 39 42 456 48
Time (months) Time (months)
Number at risk Number at risk
Witheut VIE] 731 624 4271 21T 167 95 L 36 26 w LL Without VTE{ 731 672 §21 379 279 175 119 80 53 38 23 16 11 5 4 1 0O
With VIE? 0 52 48 ¥ 2 L T 4 3 3 0 WIhVIE] 0 59 65 67 a4 37 24 13 10 10 8 6 3 4 4 3 1
0 3 & P 12 15 1% 21 24 21 30 2
1] 3 [ 9 12 15 18 21 24 2T 30 33 36 39 42 45 48
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MORTALITE

Cancer and Death

 VTE is 2"d leading cause of death in cancer pts

Unknown (4%)
0 9 Other (6%) |
= Accounts for 9% of deaths e A V\\
Bleeding (1%) &)

= Associated with early
mortality during

chemotherapy (HR=6.98)° " \ \
= 47-fold increased risk of '
mortality from VTE®
*Thromboebollsm (9%) ' )
Adapted from Khorana AA, et al, 2007°,

Analysis of causes of death in 4466 cancer patients receiving /
chemotherapy in a prospective observational study. Cancer progression (71%)

Respiratory failure (4%)

References

Khorana AA. JTH 2007.



Récurrences et saighements, “Real life”’

AMPLIFY EXT

A Symptomatic Recurrent VTE or VTE-Related Death

USCAT

100+ 104
94 Placebo
o 5 Long-term treatment of CAT beyond 6 months in medical practice
3 1
é 60 54 A
§ 4 s e Cmulative IncSence
s ] Récurrence 1,7 % R IE * & oy e st
= i - N LY 4) S AT N eevesess
g A i ST 95% Cl 4.2-151% R s ! m|  95%ClI32-7.41% e iy
S i Apixaban, 5 mg == asPIN conhidence interval ! | }
" 001 2 3 4 5 6 7 8 9 101 12 1w 4 i =
T T T s i
Months
No. at Risk
Apixabzn, 25mg 840 836 825 818 533
Apixaban, 5 mg 813 807 799 791 513
Placebo 826 796 768 743 471

B Major or Clinically Relevant Nonmajor Bleeding

1004 104
o]
8
804 H 0/
g " Saignement 3 %
g ‘]
€ 60 54
§ 4 Apixaban, 5
;| pixaban, 5 mg Apixaban, 2.5 mg
g #
s 404
3 2
E 1 Placebo
3
204 0 T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12

0 1 2 3 4 5 6 7 8 9 10 1 12
Months
No. at Risk
Apixaban, 2.5 mg 840 786 759 737 354
Apixaban, 5 mg 811 751 716 689 331
Placebo 823 749 687 651 298

Mahé et al. Cancers 2020; 12: 2256.
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* INCIDENCE EN AUGMENTATION

* X3 CHEZ TOUS LES PATIENTS
* X6 CHEZ LES PATIENTS SOUS TRAITMENT

* HAUT RISQUE CHEZ PATIENT SOUS TRAITEMENT
e HR = 20 VERSUS POPULATION GENERALE

* IMPACT IMPORTANT
« DIMINUE PFS ET OS
 IMPACT DIRECT SUR LA MORTALITE
o *** FN EGALITE AVEC INFECTION ***

e MALHEUREUSEMENT LES PATIENTS SONT MAL INFORMES



ETUDE — SONDAGE UK

Are you aware of the signs and symptoms
of VTE?

Are you aware of the correlation between
cancer and VTE?

Souliotis K. TH open 2022

Noble et al. 2015
Souliotis K. TH open. 2022
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IDENTIFIER LES FACTEURS DE RISQUES DE MTEV CHEZ LES PATIENTS

ATTEINTS DE CANCER




SCORE DE KHORANA

*Etudes en prévention
primaire :
Score 2 et +

AVANTAGES :
SIMPLE,

UTILISE PAS ETUDES
PREVENTION 1’

DESAVANTAGE :
TROP SIMPLE

Patient characteristic Risk Score

1. Site of cancer

= Very high risk (stomach, pancreas) 2

= High risk 1
(Lung, Lymphoma, Gynecologic, bladder, testicular)

2. Prechemotherapy platelet count 350 x 10%/L or more 1

3. Hemoglobin level less than 100 g/L or use of red cell 1

growth factors

—

4. Prechemotherapy leukocyte count more than 11 x 107 /L
5. BMI: 35 kg/m? or more 1

Risk score (points) Risk category Rates of sVTE according]
to scores (%)

0 Low 0.3-0.8
1-2 Intermediate 1.8=2.0
=3 High 6.7-7.1

[BMI body mass index, sV7TE symptomatic VTE




RAFFINER LE RISQUE - IMMUNOTX

Incidence Rates of Venous Thromboembolism Before and After
Initiation of Immune Checkpoint Inhibitors
20

Risque absolu de MTEV

* 7,4% apres 6 mois " .

* 13,8% apres 1 An 16 .

HR 4,98 o F e
’ * e e 28 °

2

Incidence Rate (events per 100 person years)

0
-24 -21 -18 -15 -12 -9 -6 -3 0 3 6 9 12 15 18 21 24

Months Before and After Initiation of Immune Checkpoint Inhibitors

® Deep Vein Thrombosis ® Pulmonary Embolism ® Venous Thromboembolism

Gong et al. EurJ Ca. 2021



THERAPIES CIBLEES

Anti-angiogenic therapies: VEGF & VEGFR1/2

( fMeta-analysIs of 22 RCT (n=20,050, various cancers): VTE: RR 1.29 [1.12-1.47]
Bevacizumab L Bevacizumab vs control arms' J ATE: RR 1.37 [1.10-1.70]
(Anti-VEGF-mAB)
i P Meta-analysis of 15 RCT (n=7,956, various cancers): .
| Saiachinaah Vi cordrol el ) VTE: 11.9% vs 6.3%
Meta-analysis of 5 RCT (n=1,745, various cancers):
R T P S AT [ ATE 5.5 vs 3.1/100 PY
I VEGFR-TKis | Meta-analysis of 10 RCT (n=10,255, mostly RCC): ATE: RR 3.03 [95%: 1.15-7.37]
(sunitinib, sorafenib, L Sorafenib/Sunitinib vs control arms* Sorafenib: 1.7%, Sunitinib: 1.4%
pazopanib, cabozantinib, - >
Meta-analysis of 19 RCT (various cancers): S DD
regorafenib, axitinib...) \ VEGFR-TKI vs control arms’ ) ATE: RR: 2.26 [1.38-3.68]
5
\\
Meta-analysis of 14 RCT (various cancers): . ;
\ VEGFR-TKI vs control arms® J VTE: RR 0.91 [95%: 0.62-1.35]

Totzeck et al. J Am Hearth Assoc. 2017
Nalluri et al. JAMA. 2008

Scappaticci et al. J Natl Cancer Inst. 2007
Choueiri et al. JCO. 2010

Qi et al. Crit Rev Oncol Hematol. 2014
Qi et al. IntJ Cancer. 2013



THERAPIES CIBLEES _ .i
GRS

EGFR-targeted therapies

( AntiEGFR.mAB | | Meta-analysis of 17 RCT (mostly colorectal, lung): | Severe VTE: RR 1.46 [95%: 1.26-1.69);
(Cetuximab, Cetuximab/panitumumab vs control arms' | 7.8%
Panitumumab)
-
EGFR-TKI Meta-analysis of 13 RCT (various cancers): VTE: RR: 1.32 [1.07-1.63]; 5.0% vs 3.7%
(Gefitinib, Erlotinib, cetuximab, P!ﬂml;n:lbmnlb. erlotinib
o elug s i s
i bt | ATE: RR: 1.34 [0.94-1.90]; 4.5% vs 3.4%

Miroddi et al. Int J Cancer. 2013
Petrelli et al. Ann Oncol. 2012



THERAPIES CIBLEES

BCR-ABL-TKIs

-
f

Meta-analysis of 10 RCT (n=3,043):
2nd generation BCR-ABL-TKIs vs
imatinib’

Meta-analysis of 12 RCT:
2nd generation BCR-ABL-TKIs vs
imatinib?

Risk of “vascular occlusive events”:
RR 3.45 [95%: 2.30-5.18]

ATE: OR 3.32 [95%: 2.29-4.81]
4.8% vs 1.0%

VTE: OR: 2.17 [95%: 0.90-5.25]
0.7% vs 0.3%

Douxfils et al. JAMA Oncol 2016.
Haguet et al. Expert Opinion on Drug Safety. 2017



STATUT MUTATIONNEL

( ALK-translocation ) [ VTE: HR 3.70 [95%: 2.51-5.44]
- 5% of pts. with NSCLC, 10% in non- Retrospective cohort study: 42.7% vs 28.6%
smokers ALK translocation vs ALK-
- ALK-targeted TKIs (alectinib, wT!
" crizotinib) y % ' Recurrent VTE: 4.85 [95%: 2.60-9.52]

ATE: HR: 3.15 [95%:1.18-8.37]

" Phase-ll trial: Subgroup of VTE: 41.6%
ROS1-translocation .~ ROS1-translocation? (only minority during TKI therapy)
- 1-2% of NSCLC E
- ROS1-targeted TKIs (crizotinib) { VTE/ATE:
\ y e a":?;';é;‘)’, FHERES, ROS1: 41%; ALK: 30%; EGFR: 12%
L 4 WT: 14%

Autres : KRAS (HR, 1.34), STK11 (HR, 2.12); KEAP1 (HR,
1.84), CTNNB1 (HR, 1.73); CDKN2B (HR, 1.45) and MET (HR, Alsamkari et al.J Thorac Oncol. 2021

1 83) Chiari et al. Clin Lung Cancer. 2020
. Liu et al. Transl Lung Cancer Res. 2021



CANCER DU SEIN - TAMOXIFEN -- Qi

___

TEAM (n=9779), 2% <0.001
Exemestane

ATAC (n=9366), 4.5% 2.8% 0.004
Anastrazole

BIG-1 (n=8010), 3.5% 1.5% <0.001
Letrozole

Pooled analysis 2.8% 1.6% OR 0.55

EBCTCG. Lancet. 2015



CANCER DU SEIN — INHIBITEURS CDK4/6

Systemic therapy and Breast CAT: CDK4/6 inhibitors

% VTE
p=0.004

6 —
= Metastatic RR 2.6 (1.2 — 5.6)
A Adjuvant
3_ P<0.0001
. p=0.04
} HU

R 50 o®
QP‘\'O QP‘\’ @o(\%(

Thein KZ. Breast Cancer Res Treat. 2020



STRATIFICATION
* PAS DE MODELE PARFAIT

* DIFFICILE DE SUIVRE LA
CLINIQUE...




PREVENTION PRIMAIRE

A Venous thromboembolism

Prophylaxis Control

Study Agent Events Patients Events Patients RR 95%-Cl Weight
DOAC
CASSINI (2019) Rivaroxaban 25 420 37 421 —;—I—- 0.68 [0.42-1.10] 29.0%
AVERT (2019) Apixaban 12 291 28 283 —I:— 0.42 [0.22-0.80] 16.1 %
Random effects model 37 711 65 704 = s | 0.57 [0.30-0.98] 45.1%
Heterogeneity: tau’<0.0001, chi’=1.35, df=1 (P=0.24), I’=26% :

|
LMWH :
FRAGMATIC (2016) Dalteparin 26 654 45 689 —l— 0.61 [0.38-0.97] 31.3%
CONKO-004 (2015) Enoxaparin 5 154 21 144 (—-—:- 0.22 [0.09-0.57] 7.7 %
ABEL (2013) Bemiparin 0 11 0 8 : 0.0 %
SAVE-ONCO (2012) Semuloparin 12 764 30 787 _ 0.41 [0.21-0.80] 15.8%
Random effects model 43 1583 96 1628 ’ 0.47 [0.22-0.74] 54.8%

Heterogeneity: tau’=0.0038, chi’=3.69, df=2 (P=0.16), I'=46% I

Random effects model 80 2294 161 2332 ‘ 0.51 [0.34-0.67] 100.0 %

Heterogeneity: tau’<0.0001, chi’=5.53, df=4 (P=0.24), I'=28% |

Test for subgroup differences: chi’=0.50, df=1 (P=0.48) T L T 1
010 0.25050 1.0 2.0 5.0 10.0

Favors prophylaxis Favars control

Primary thromboprophylaxis in ambulatory cancer patients with a high Khorana score: a systematic review and meta-analysis



PREVENTION PRIMAIRE

B Major bleeding

Study

DOAC

CASSINI (2019)

AVERT (2019)

Random effects model

Prophylaxis
Agent Events Patients
Rivaroxaban 8 405
Apixaban 6 288

14 693

Heterogeneity: tau’=0, chi’=0.00, df=1 (P=0.96), I’=0%

LMWH

FRAGMATIC (2016)
CONKO-004 (2015)
ABEL (2013)
SAVE-ONCO (2012)
Random effects model

Dalteparin 9 654
Enoxaparin 13 154
Bemiparin 0 11
Semuloparin 9 764
31 1583

Heterogeneity: tau2=0, chi’=1 .49, df=3 (P=0.68), I’=0%

Random effects model

45 2276

Heterogeneity: tau’=0, chi’=3.78, df=5 (P=0.58), I’=0%
Test for subgroup differences: chi2=2.29, df=1 (P=0.13)

Control
Events

w

13
10

11

42

Patients

404
275
679

689
144

787
1628

2307

0.10 0.25050 1.0 2.0 5.0 10.0
Favors prophylaxis Favors control

2.00
1.91
1.96

0.73
1.22
0.25
0.84
0.89

1.06

95%-Cl

[0.61-6.57]
[0.48-7.56]
[0.69-5.50]

[0.31-1.69]
[0.55-2.69]
[0.01-5.45]
[0.35-2.02]
[0.52-1.45]

[0.69-1.67]

Weight

12.5 %
9.4 %
21.9 %

24.9 %
28.2 %
1.9%
23.1 %
78.1 %

100.0 %

Primary thromboprophylaxis in ambulatory cancer patients with a high Khorana score: a systematic review and meta-analysis




PREVENTION PRIMAIRE ..
o (AN

NNT NNH
13 17 25 50 50
Outcomes NNT/NNH (95% CI)
Venous thromboembolism
Khorana score > 2 [ - NNT 25 (19 to 38)
Khorana score 2 I NNT 34 (23 to 84)
Khorana score >3 | - NNT 17 (13 to 28)
Major bleeding
Khorana score > 2 —— NNH 1000 (NNH 84 to -« to NNT 167)
Khorana score 2 [ | NNT 500 (NNT 125 to o to NNH 56)
Khorana score >3 NNH 334 (NNH 44 to oo to NNT 112)
Mortality
Khorana score > 2 [ NNT 36 (NNT 20 to - to NNH 334)
Khorana score 2 [ NNT 35 (NNT 14 to « to NNH 84)
Khorana score >3 NNT 29 (NNT 9 to «o to NNH 11)
8 6 4 2 -2
Absolute risk reduction (%)

Primary thromboprophylaxis in ambulatory cancer patients with a high Khorana score: a systematic review and meta-analysis




MYELOME

Thalidomide
containing regimen

Yes

v
Apixaban 2.5mgBD
0/60 See overieaf
forexciusions and
VTE prescribing advice

If thalidomide + one odditional risk foctor,

or other regimen + multiple risk factors, D/W

Clotting team

1f THERAPEUTIC anticoagulation indicated:

* VTE (news or past history): refer to VTE Oncology

clinic (MT454)

* New AF and where oral AC is appropriate: refer

patient to the UCLH AC clinic. NB: cpixoben

2.5mg 8D is olso used os theropeutic AC for some

AF patients

disease
- Surgery
- Medications: HRT, EPO, tamoxifen, stilboestrol

2. Diseaserelated
- Hyperviscosity

3. Treatment related
- Doxorubicin (unsuitable for apixaban)
- Combination chemotherapy

Lenalidomide or Pomalidomide Newly diagnosed A C LO S E R LOO K
containing regimen myeloma -
‘ ¢ ¢ - 54% on treatment line 3+
o 5
Additional VTE risk factors? Additional VTE 27% on treatment line 2
o the fotlon riskfactors? - 2147 VTE
glsalyasomg P - 1/147 Major Bleed
) &:ﬂliﬁnk:/m’ - 1/147 CRNMB
- m -
- Personal history of VIE yea o - 8/147 Minor Bleed
- Family historyof VTE /
- Thrombophilia
- QVC or pacemaker D/W Cluttirg No pharmacoioglical
- Comorbidities: cardiac, nephrotic syndrome, ' ;
diabetes, acute infection, chronic inflammatory 1o RoseopimaKs

e
Aspirin 75 oD
I!tamglenali:o.f;lde':rgpomauaomlde ] VTE

Otherwise: No pharmacological
thromboprophylaxis

1/147 Major Bleed, 1/147 CRNMB

— '
VTE

Sayar et al. Thromb Res 2022




RECOMMANDATION ASH _ .i
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In ambulatory patients with cancer at high risk of thrombosis

receiving systemic therapy, the ASH guideline panel suggests
thromboprophylaxis with a DOAC (apixaban or rivaroxaban) over no

thromboprophylaxis

Anticipated absolute effects (95% Cl)

Risk with no Risk difference with DOAC
thromboprophylaxis thromboprophylaxis

Outcomes Relative effect
(Quality of Evidence) (95% Cl)

Mortality RR 0.94 185 per 1,000 11 fewer deaths per 1,000

(0.64 to 1.38) (67 fewer to 70 more)
: e soper 11 oyt vl
o100 e
aper 10 e




PREVENTION PRIMAIRE — TUMEUR SOLIDE .i
- (TN

* Score de Khorana 2 3 = thromboprophylaxie pour la
plupart
 *PANCREAS*

*Score de Khorana 2 2
 Tumeurs a haut risque (pancréas, Gl haut, GBM) = OUI
* Thérapeutique a haut risque = OUI
e ATCD TVP non provoquée = OUI
 ATCD TVP multiples provoquées = OUI
e ATCD TVS liée au cancer = OUI
* Faible risque de saignement = OUI



PREVENTION PRIMAIRE — TUMEUR HEMATO .i
o (AN

* Lymphome = Score de Khorana 2 2
* Myélome multiple = IMPEDE avec utilisation des AOD



STRATIFICATION

* PAS DE MODELE PARFAIT
* DIFFICILE DE SUIVRE LA CLINIQUE...

« PRENDRE COMPTE DE EVOLUTION
* AUGMENTATION DE L'INCIDENCE
e AUGMENTATION DE LA SURVIE ET DE LA DUREE DES TRAITEMENTS
e AUGMENTATION DE LA PREVALENCE
* S| ON A UNE INTERVENTION EFFICACE, LES BENEFICES AUGMENTENT



PREVENTION SECONDAIRE

Recurrent VTE

DOAC LMWH
Study DOAC agent Patients Event Patients Event Risk Ratio RR
Hokusai VTE Cancer edoxaban 522 34 524 46 —.-- 0.74
SELECT-D rivaroxaban 203 7 203 17 ——— 0.41
Caravaggio apixaban 576 32 579 46 —.— 0.70
Random effects model 1301 73 1306 109 — 0.68

1 1 1 1 1 1
Heterogeneity: I* = 0%, ©* < 0.0001, p = 0.48 0102 05 1 2 5 10
Favors DOAC Favors LMWH

Major bleeding

DOAC LMWH
Study DOAC agent Patients Event Patients Event Risk Ratio RR
Hokusai VTE Cancer edoxaban 522 29 524 17 1.71
SELECT-D rivaroxaban 203 11 203 6 1.83
Caravaggio apixaban 576 22 579 23 0.96
Random effects model 1301 62 1306 46 1.36
Heterogeneity: F = 15%, t*=0.0379, p=0.31 011 sz 1'0

Mulder et al. Direct oral anticoagulants for cancer-associated venous thromboembolism: a systematic review and meta-analysis. Thrombosis
and Hemostasis. 2020



RISQUE DE THROMBOSE

Risk Factors for Developing VTE
in Cancer Patients

/Tumour-related risk factors

¢ Site of cancer:

e Very high: stomach, brain, pancreas,

* High: lung, haematological, gynaecological,
renal, bladder

Histological grade of a tumour

Stage of cancer/metastases

Time since cancer diagnosis

Patient-related risk factors )

Medical comorbidities (CCl 23 )

Presence of varicose veins

Prior VTE

Coagulation risk factors (e.g., factor V Leiden)

* o0

O\

Biomarkers

¢ Haematological biomarkers (e.g. platelets,

/Treatment-related risk factors

Platinum-based and other chemotherapy
Anti-angiogenesis agents haemoglobin, leukocyte counts)
Surgery ¢ D-dimer, P-selectin,
Radiotherapy .

Blood transfusion

Central venous catheters
Immobility and hospitalization

(0000000

J

Ay C et al. Thromb Haemost.2017




RISQUE DE SAIGNEMENT

Risk Factors for Developing Bleeding

in Cancer Patients

Gumour—related risk factors

¢ Site of cancer:
« Very high: stomach, brain, Gl

renal, bladder
Histological grade of a tumour
Stage of cancer/metastases
Time since cancer diagnosis

* o0

ﬂl’reatment-related risk factors

¢ Type of anticoagulant
¢ Platinum-based and other chemotherapy
¢ Anti-angiogenesis agents
¢ Surgery
¢ Radiotherapy
¢ Blood transfusion
¢ Mucositis, thrombocytopenia
K’ DDI

« High: haematological, gynaecological,

Patient-related risk factors )

¢ Medical comorbidities (CCl 23 )

¢ Presence of mucosal abnormalities, ulcer

¢ Prior Bleeding

¢ Coagulation risk factors (e.g., aquired vWD)

AN

Biomarkers

¢ Haematological biomarkers (e.g. platelets,
haemoglobin, creatinine)

7

Ay C et al. Thromb Haemost.2017




THERAPIES CIBLEES

Bleeding outcomes

VEGFR TKis + all VEGFR TKis + VEGFR TKis +
anti-Xa inhibitors LMWH vs LMWH DOAC vs DOAC

vs anti-Xa (N=84) (N=20)
inhibitors (N=86)
HR 3.64 HR 2.8 HR 4.15

95% CI: 1.48-896  95% Cl: 1.12-7.0  95% CI: 0.38-45.0
[P =0.009] [P =0.03] [P =0.24]

First bleeding within
6 months

Patel SH et al. Cancer. 2020;0:1-8.



MOLECULES

DOACs vs LMWH in CAT: Meta-Analysis

DOACs Dalteparin
% (95% CI) % (95% Cl)

Outcomes

95% CI

4.3% (3.4-5.5) 3.3% (2.5-4.4) 1.31 0.83-208  23%
CRNMB 10.4% (8.9-12.1) 6.4% (5.2-7.7) 1.65 119-228  29%
Fatal bleeding® 0.2% (0.07-0.6) 0.3% (0.2-0.8) 0.37 0.07-200 0%

DOACs Dalteparin =

Gl-Bleeding 2.7% (39 /1,446) 1.4% (20 /1,448) 1.91 0.96-3.82 35%
genitourinary 0.7% (10/1,446) 0.01% (1/1,448) 4.99 1.08-23.08 0%
0.1% (2/1,446) 0.5% (7/1,448) 0.37 0.10-1.49 0%

Giustozzi et al. Direct Oral Anticoagulants for the Treatment of Acute Venous Thromboembolism Associated with Cancer: A Systematic Review
and Meta-Analysis. Thromb Haemost. 2020



SELON LE TYPE DE CANCER , .i
- (TN

Risk Factors for Developing VTE and Bleeding
in various Cancer types

= VTE = MB
Lung Breast Hematol

Mulder Fl et al. Edoxaban for treatment of venous thromboembolism in patient groups with different types of cancer: Results from the Hokusai VTE Cancer
study. Thromb Res. 2020



SELON TYPE ET TRAITEMENT

Risk Factors for Developing VTE and Bleeding
in various Cancer types (Edoxaban vs Dalteparin)
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Mulder Fl et al. Edoxaban for treatment of venous thromboembolism in patient groups with different types of cancer: Results
from the Hokusai VTE Cancer study. Thromb Res. 2020



TUMEUR ENDOLUMINALE .i
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Caravaggio:
Gl-bleeding according to resection status

All were non-resected

0 2 4 6 8 10 12
» Dalteparin m Apixaban

% Major Bleeding

Ageno et al. Thromb Haemost.2021.



ATTEINTE SNC

Intracranial bleeding in brain metastases and
in primary brain cancer

Anticoagulation with LMWH or VKA Anticoagulation with LMWH or DOAC
A Brain Mets DOAC n=21 Enoxaparnn n = 84
= : 104
Study raere witin Sutntes br eah Disehs sato ard U5% CI B .
N M. 5"""*"":” b m“"‘ —_— e Enoxaparin 52.9 % vs.
S
o ke W 2w Pyske e 08 DOAC 27.8°/o; P=0.15
Scht, 193¢ M 067 011 38 045 Q85 | o 0.8+
Abvasads, 2012 Mes 158 007 M43 028 077 -
T Dowais U 111 681 204 0% 07 ; 04
® Riskof ICH1.07 081 148 oM  OM 3]
o CY I 'Y 1 1 100 s' 024
tavony Farm ro 0.0
0 3 6 9 12
3
Study rame St gop wihin study Satistos o each sty Odths sato and 565% O1 B 104 Gloma Cohot  DOAC »=20 Encwapann n =47
o Odhh Loww  Uyper — :
g o W A Zvew  Avike £ os. Enoxmparin  Enoxaparin 36.8% (22.3-51.3%)
8 Raws  cem om 0w w2 an  ow o~ DOAC 0% (P = 0.007)
£ onw Both 300 012 TH 0% 051 - 06-
5 Pan. 2009 Gloma 3780 180 75706 238 oM ;
> Noda 02 Glons I 125 W 2% 0w O 044
n Khoury, 2095 Gloma a77 150 .59 248 oM =
.'E: Riskof ICH3.7S | 142 996 286 001 < 024
o
0.04
2 ! 2 T L4 T
0 3 6 9 12
Months rom san of anscosguiaron

Zwicker et al. ] Thromb Haemost. 2019.



THROMBOPENIE

Thrombocytopenia and Major Bleeding

> RIETE: n= 43,078 patients, 9,452 Cancer, 2.1 % major Bleeding
> (54% LMWH, 7.1% UFH, 30% VKA)
> Multivariable analysis for major Bleeding in Cancer Patients

T oo
— A XY)
—0.000- 1% 000

o || Platelet count at baseline

- <80,0000 2.69 (1.14-6.35)
i m 80,000-150,000 2.29 (1.41-3.73)
! = 150,000-300,000 1 (Ref.)

N 300,000-450,000 1.13 (0.63-2.01)

>450,000 2.71 (1.41-5.20)
- Initial therapy
- » - y = Thrombolytics 10.4 (2.54-42.5)

Di Micco et al. Platelet count and outcome in patients with acute venous thromboembolism. Thromb Haemost. 2013



RISQUE DE SAIGNEMENT

* Sites tumoraux importants selon ANTICOAGULANT utilisé
* Types de cancer

* GI HAUT > BAS, GU, PRIMAIRE et m+ SNC

 Tumeur intraluminale non réséquée

 Néoplasie avancée, IRC, Anémie préexistante, THERAPIE

* Saignement Gl haut plus sévere



PREVENTION SECONDAIRE

Recurrent VTE

DOAC LMWH
Study DOAC agent Patients Event Patients Event Risk Ratio RR
Hokusai VTE Cancer edoxaban 522 34 524 46 —.-- 0.74
SELECT-D rivaroxaban 203 7 203 17 ——— 0.41
Caravaggio apixaban 576 32 579 46 —.— 0.70
Random effects model 1301 73 1306 109 — 0.68

1 1 1 1 1 1
Heterogeneity: I* = 0%, ©* < 0.0001, p = 0.48 0102 05 1 2 5 10
Favors DOAC Favors LMWH

Major bleeding

DOAC LMWH
Study DOAC agent Patients Event Patients Event Risk Ratio RR
Hokusai VTE Cancer edoxaban 522 29 524 17 1.71
SELECT-D rivaroxaban 203 11 203 6 1.83
Caravaggio apixaban 576 22 579 23 0.96
Random effects model 1301 62 1306 46 1.36
Heterogeneity: F = 15%, t*=0.0379, p=0.31 011 sz 1'0

Mulder et al. Direct oral anticoagulants for cancer-associated venous thromboembolism: a systematic review and meta-analysis. Thrombosis
and Hemostasis. 2020



BEMOLS

Exclusion Criteria

HOKUSAI VTE Cancer

SELECT-D

Exclusion Criteria

ADAM-VTE

CARAVAGGIO

ECOG 3-4

Previous DVT

RR >100/170 mmHg
Pltits <50.000/pl

Severe liver disease
LFT > 3x ULN
Bili > 2x ULN

CreaCl <30 ml/min
ASS >100 mg/d or DAT
Life expect <3 months

ECOG 3-4

Previous DVT

RR >110/180 mmHg
Pltits <100.000/pl

Severe liver disease
LFT > 3x ULN
Bili not listed

CreaCl <30 ml/min
ASS >75 mg/d or DAT
Gastroesophageal CA

ECOG 3-4

VTE <6 Mo prior
Not found

Pltits <50.000/ul

Severe liver disease i g ¢

LFT > 3x ULN
Bili not listed

CreaCl < 30 mi/min
Not found
Life expect <2 months

ECOG 3-4

Previous DVT allowed
RR >100/180 mmHg
Pltits <75.000/ul

Severe liver disease
LFT > 3x ULN
Bili > 2x ULN

CreaCl <30 ml/min

ASS >165 mg/d or DAT
Life expect <6 months




ALGORITHME CANADIEN fhrombosis 1

THROMBOSES ASSOCIEES AU CANCER SANS CONTRE-INDICATION A L’ANTICOAGULATION
(TVP et EP des membres supérieurs et inférieurs, décelées de maniére fortuite et symptomatiques)

v

RISQUE D’HEMORRAGIE?

(Tenir compte des caractéristigues associées a un risque élevé d’"hémorragie gastro-intestinale [p. ex. angiodysplasie, |ésion gastro-
intestinale, antécédents d’hémorragie variqueuse, toxicité du traitement pour une muqueuse] ou a un risque élevé d’hémorragie comme la
thrombocytopénie [< 50 000 plaguettes/mL], 'hémorragie récente mettant en jeu le pronostic vital, une lésion intracranienne associée a
risque élevé [p. ex. gliome], I'insuffisance hépatique fonctionnelle [classe B ou C de Child-Pugh?] et I'utilisation d’antiplaguettairest)

Risque ¢ Risque inférieur
élevé

TYPE DE CANCER?

¢ Autres types de cancer
Cancer Gl ou

be intra- INTERACTIONS MEDICAMENT-MEDICAMENT SIGNIFICATIVES SELON LE BILAN D’UN
luminal non PHARMACIEN?
résequé

. Aucune interaction
Interaction

Y Y
\ \

HBPMe privilégiée AQODY privilégié



ALGORITHME CANADIEN fhrombosis 1

AUTRES FACTEURS A PRENDRE EN COMPTE

Préférences du patient et du clinicien, apres discussion des risques et des avantages

Colt du médicament

Poids corporel (envisager une HBPM chez les patients pesant > 150 kg, et un agent dont la posologie est basée sur le poids chez les
patients pesant < 50 kg)

Fardeau du cancer (p. ex. récidive ou progression) et fardeau de la TEV (envisager une HBPM pour les patients présentant des
symptomes graves tels qu’une TVP iliofémorale, une EP étendue ou une EP submassive, et chez tout patient ayant subi une
thrombolyse)

Saignement utérin anormal (envisager une HBPM pour les patientes ayant des antécédents de saignement utérin anormal
secondaire a un AOD)

Chirurgie gastro-intestinale lourde ou troubles de I’'absorption (envisager une HBPM pour les patients présentant des syndromes de
malabsorption gastro-intestinale)



CONCLUSION

« PREVENTION PRIMAIRE EFFICACE ET SECURITAIRE
* UTILISATION DU SCORE DE KHORANA

* PATIENTS COMPLEXES ET QUI CONTINUENT DE SE COMPLEXIFIER

« PRENDRE COMPTE DE ’EVOLUTION
* AUGMENTATION DE L'INCIDENCE
e AUGMENTATION DE LA SURVIE ET DE LA DUREE DES TRAITEMENTS
« AUGMENTATION DE LA PREVALENCE

S| ON A UNE INTERVENTION EFFICACE, LES BENEFICES AUGMENTENT !



RISQUE CHANGE DANS LE TEMPS _ .i
- (TN

i Hospitalization
g ‘ End of life
¢ - Chemotherapy  Metastasis
2
E Diagnosis Progression
i) =l
3 Risk of VTE in the cancer population
=
=
= Remission or ‘response’
B e e e e Al e o B M i B e e B e e A A A A e e aas
Risk of VTE in the general population
0

Time
Lyman GH. Cancer 2010; 7:1334-1349



QUI REFERER

* TOUS !

« PREVENTION PRIMAIRE
e REFERENCE, SENSIBILISER LE PATIENT

e PREVENTION SECONDAIRE— THROMBOSE AIGUE
e THROMBOSE CANADA, TRES UTILE
« EN AIGU, 'HBPM TOUJOURS UN BON CHOIX EN ATTENDANT EVALUATION



VERIFIER LA COMPLIANCE .i
o (AN

Percentage of patients still ta

icoagulant
Ed

04
2014
04
T 3 H M 12 1 1
Month
2

10.1111/)th.15153.
21.0162

'‘Drugs don't work in patients who don't take them'
(C. Everett Koop, MD, US Surgeon General, 1985)







