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\\; LA THROMBOPHILIE, QU’EST-CE QUE C’EST?

®* Pathophysiologie thrombose et cancer
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- Characteristics of cryptogenic stroke in cancer patients

Yasufumi Gon', Shuhei Okazaki', Yasukazu Terasaki', Tsutomu Sasaki', Toshiki Yoshimine?,
Manabu Sakaguchi' & Hideki Mochizuki’

Revue de 1191 pts avec AVC :

145 (12%) ont un cancer

Table 3. Variables independently associated with the presence of
active cancer in cryptogenic stroke mechanisms (multivariate analysis).

Patient characteristics OR

95% ClI

P Value

Age 0.67'
Women 0.77
Atherosclerotic risk factors, n 0.732

0.37-1.19
0.23-2.05
0.46-1.14

0.18
0.52
0.17

Plasma D-dimer level, ug/mL 6.30"

2.94-15.69

<0.001

1.18°

0.96-1.47

0.11

Multiple vascular lesions 6.40

2.35-18.35

<0.001

Annals of Clinical and Translational
Neurology 2016; 3(4): 280-287

Table 1. Index stroke mechanisms with active cancer patients.

Specific mechanisms

Cryptogenic

Large artery atherosclerosis

Atrial fibrillation

Small vessel occlusion

Nonbacterial endocarditis

Catheter induced embolism

Branch atheromatous disease
Infective endocarditis

Disseminated intravascular coagulation
Cardiomyopathy

Myocardial infarction

Aortagenic embolism

Arterial dissection

Cerebral venous thrombosis
Anti-phospholipid antibody syndrome
Air embolism




Characteristics of cryptogenic stroke in cancer patients ;5

Yasufumi Gon', Shuhei Okazaki', Yasukazu Terasaki', Tsutomu Sasaki', Toshiki YoshimineZ2, |
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Specific

Table 3. Variables independently associated with the presence of
active cancer in cryptogenic stroke mechanisms (multivariate analysis).

Patient characteristics OR 95% ClI P Value

Age 0.67" 0.37-1.19 0.18 Branch
Women 0.77 0.23-2.05 0.52 B
Atherosclerotic risk factors, n 0.73% 0.46-1.14 0.17
J Plasma D-dimer level, ug/mL 6.30' 2.94—15.99 <0.001
CONUT score 1.18° 0.96-1.47 0.11
I \ultiple vascular lesions 6.40 2.35-18.35 <0.001

Infective
Dissemi
Cardio
Myocar
Aortage
Arterial
Cerebral
Anti-ph
Air emb

Annals of Clinical and Translational
Neurology 2016; 3(4): 280-287



Figure 2. Distribution of plasma D-dimer levels in patients with cancer-related stroke (N = 71),
cryptogenic stroke without active cancer (N = 277), and active lung cancer without a history of
stroke (N = 33).
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Kim SJ, Park JH, Lee MJ, Park YG, Ahn MJ, et al. (2012) Clues to Occult Cancer in Patients with Ischemic Stroke. PLoS ONE 7(9):

€44959. doi:10.1371/journal.pone.0044959
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REVALENCE D’AVC ISCHEMIQUE PAR TYPE DE
CANCEE
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A multicenter prospective study of risk factors and treatment of unusual
site thrombosis*

1\\; THROMBOSES VEINEUSES CEREBRALES (

O Kim Ma ®*, Phillip Wells ®, Charlotte Guzman ¢, David Anderson ¢, Mark Blostein 2, Andrew Hirsch ¢,
Alejandro Lazo-Langner f, Michael J. Kovacs &, Marc Rodger °, Vicky Tagalakis ", Susan R. Kahn ™*

®* Associations

Site of USDVT Splanchnic® Cerebral Jugular
* Contraceptifs oraux Cases 97 (64) 33 (22) 14(9)
Age, years (mean + SD) 55.1 + 149 438 + 143 57.7 +£122
S Sex
Grossesse/Post-partum Male 50 (52) 15 (46) 9 (64)
Female 47 (49) 18 (54) 5(36)
oge yr r ge ° S ic USDVT
* Thrombophilie héréditaire Y optomatic 66 (65) 31 (o) 9
No 31(32) 2(6) 3(21)
() -4 A e o~ H Risk factors for USDVT
Leucémies aigues (LLA pédiatrique) it AL — - —
" . Major surgery© 25 (26) 1(3) 5(36)
* Relation avec L-asparaginase Immobility® 15 (15) 3(9) 6 (43)
Central venous catheter 5(5) 0(0) 9 (64)
, o - op # . Recent hospitalization® 49 (51) 5(15) 6 (43)
& NeOPICISIQS myeloprollferahves (rare) Inflammatory disease’ 38 (39) 6(18) 6 (43)

Estrogen exposure 7(7) 8 (24) 1(7)
Prior history of VTE 14 (14) 2(6) 3(21)
Family history of VTE 15 (165) 7(21) 2(14)
Known thrombophilia 1(1) 2(6) 0(0)

Ma et al, Thrombosis Res 144 (2016) 100-105




* Dentali et al ): 3,8% - do nnées de Passimonti et De

Stefano
®* 27/706 (9 avant, 4 pendant et 14 apreés)
/3 * De 2143 pts avec NMP, seulement 0,4% ont développés TV-CNS




RRSDENVITEVAS ELOINBUERINHEND EXCAIN CER

Type of Cancer

Stein PD, et al. Am J Med. 2006;119(1):60-68.









venous thromboembolism: a prospective randomized clinical
trial

A. PICCIOLI,* A. W. A. LENSING,T M. H. PRINS,f A. FALANGA,§8 G. L. SCANNAPIECO,9 M. IERAN, **
M. CIGOLINI,f G. B. AMBROSIO,Y M. MONREAL,{f A. GIROLAMI* and P. PRANDONI* FOR THE
SOMIT INVESTIGATORS GROUP*'

® l I Extensive screening for occult malignant disease in idiopathic

's prévus)

moi n avancés dans le
> intensif (p=0.047)

Hemoccult &
diagnostic 1 mois vs 11.6 ms

Cytologie d’expectore ion —

(p<0.001)

. ® Diminution de la mortalité par cancer a 2
Mammographie — PAP ans de 1.9% (n.s.)

CEA, alpha-FP, CA-125

PSA — Echo transabdominal de la prostate

®* Examen le plus performant: CT abd-pelvis

Piccioli, et al, JTH 2004;2(6):884-889
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T ETUDE TROUSSEAU —

* Standard vs:
* Mammographie

1 * CT thorax-abd-pelvis

Extensive screening
Potentially curable 3

colon, mamma (2),
Non-curable < 1 year 3
esophagus, gastric, lung

Is extensive screening for cancer in idiopathic venous
thromboembolism warranted?

F.F. VAN DOORMAAL,* W. TERPSTRA,f R. VAN DER GRIEND,§ M. H. PRINS,¥ M. R. NIJZIEL,k**
M. A. VAN DE REE,§ H. R. BULLER,* J. C. DUTILH,ff A. TEN CATE-HOEK,¥ S. M. VAN DEN
HEILIGENBERG,fi J. VAN DER MEER§&§+ andJ. M. OTTENYY*

COHORTE CONTROLEE

® 630 pts (288 std — 342 extensif)
® Cancers dépistés 2,4% vs 3,5%

* Examens complémentaires requis chez 30% des
patients (groupe extensif) et 20% (groupe limité)

®* Cancers au suivi (31 mois med)
®* 53%vs 3,7% (n.s.)

®* Mortalité globale
* 8,3% vs 7,6% (n.s.)

®* Bénéfice du CT abd-pelvis incertain...

van Doormaal et al, JTH 2011;9(1):79-84
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—— Extensive screening
--=-=- Limited creening

Ext.scr 342
centre 342

Lim.scr 288
centre 288

295
342

254
288

2

3

Time (years)

218
342

187
288

142
342

122
288

\K{i ETUDE TROUSSEAU — SURVIE GLOBALE

69
288 288

Fig. 3. Kaplan—Meier curve of survival in the extensive and limited cancer
screening groups.

van Doormaal et al, JTH 2011;9(1):79-84




Screening for Occult Cancer in Unprovoked Venous
Thromboembolism

Marc Carrier, M.D., Alejandro Lazo-Langner, M.D., Sudeep Shivakumar, M.D., Vicky Tagalakis, M.D.,
Ryan Zarychanski, M.D., Susan Solymoss, M.D., Nathalie Routhier, M.D., James Douketis, M.D.,
Kim Danovitch, C.C.R.P., Agnes Y. Lee, M.D., Gregoire Le Gal, M.D., Philip S. Wells, M.D., Daniel J. Corsi, Ph.D.,
Timothy Ramsay, Ph.D., Doug Coyle, Ph.D., Isabelle Chagnon, M.D., Zahra Kassam, M.D., Hardy Tao, M.D.,
and Marc A. Rodger, M.D., for the SOME Investigators*

O SOME — RANDOMISEE (1ERE MTEV IDIOPATHIQUE)

* Limité ®* 854 pts (médiane dge 54 ans)
* FSC, RX POUMON, Mammo, PAP, PSA ® 33 diagnostics de cancer (3,9%)
W * Extensif * 3,2% limité vs 4,5% extensif @ 1 an
¢ Limité + ®* 4/14 cancers au suivi (limité)
e OGD ®* 5/19 cancers au suivi (extensif)

* Colono vivioane ® Pas de différence de délai du diagnostic

du cancer ds les deux bras.

* CT foie biphasique avec
®* Mortalité globale: 1,4% vs 1,2%

pancréatographie / avec vessie

distendue

Carrier et al, NEJM 2015; 373: 697-704




Table 2. Occult Cancer Tumor Types.

Limited Occult- Limited Occult-Cancer
Cancer Screening Screening plus CT
Tumor Type (N=14) (N=19)

1\\; SOME — CANCERS DETECTES v of st . (9

During screening period
Acute leukemia 0/10 0/14

O Gynecologic 3/10 (30) 0/14
Skin: melanoma 1/10 (10) 0/14
Colorectal 0/10 3/14 (21)
Prostate 2/10 (20) 0/14
Pancreatic 2/10 (20) 0/14
Cholangiocarcinoma 1/10 (10) 2/14 (14)
Lymphoma 1/10 (10) 3/14 (21)
Breast 0/10 2/14 (14)
Urologic 0/10 3/14 (21)
Unknown primary 0/10 1/14 (7)

During follow-up period
Acute leukemia 1/4 (25) 1/5 (20)
Gynecologic 1/4 (25) 1/5 (20)
Skin: melanoma 0/4 1/5 (20)
Colorectal 1/4 (25) 1/5 (20)
Prostate 0/4 1/5 (20)
Pancreatic 1/4 (25) 0/5




CORRESPONDENCE

N ENGL ) MED 373;25 NEJM.ORG DECEMBER 17, 2015
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- Limited screening with versus without **F-fluorodeoxyglucose
PET/CT for occult malignancy in unprovoked venous
thromboembolism: an open-label randomised controlled trial

Philippe Robin, Pierre-Yves Le Roux, Benjamin Planquette, Sandrine Accassat, Pierre-Marie Roy, Francis Couturaud, Nadia Ghazzar, Nathalie Prevot-Bitot,
Olivier Couturier, Aurélien Delluc, Olivier Sanchez, Bernard Tardy, Grégoire Le Gal, Pierre-Yves Salaun, for the MVTEP study group*

BE_.FDG PET/CT
(n=197)

Limited screening (n=197)

Complete blood count 191/197 (97%) 197/197 (100%)

Liver function test 165/197 (84%) 171/197 (87%)
Erythrocyte sedimentation rate or C-reactive protein 131/197 (66%) 140/197 (71%)
Chest radiograph 122/197 (62%) 123/197 (62%)
Pap smear in women 18/92 (20%) 23/95 (24%)
Prostate-specific antigen in men (older than 50 years) 57178 (73%) 4872 (67%)
Mammography in women (older than 50 years) 30/67 (45%) 40/75 (53%)
BFE_FDG PET/CT 173/197 (88%) 0/0

Data are n/N (%). **F-FDG="*F-fluorodeoxyglucose.

Table 2: Compliance with allocated screening strategy

Lancet Oncol 2016; 17: 193-99



Screening group
Y 4 Initial screening
E T U D E MV P E T Polycythaemia Male Early **F-FDG PET/CT
Testicle Male Early **F-FDG PET/CT
\l Pancreas Male Early **F-FDG PET/CT

> HNSCC (uvula) Male Early **F-FDG PET/CT
/] F R E Q U E N C E D E CA N C E RS - Prostate Male Early **F-FDG PET/CT
Prostate Male Early **F-FDG PET/CT
O Prostate Male Early **F-FDG PET/CT
5 h 6 % v S 2 % Lymphoma Male Advanced  "*F-FDG PET/CT
Lung Male Advanced  "*F-FDG PET/CT
(INCIDENCE PLUS FAIBLE QUE PREVU) Colon Male  Advanced *F-FDGPET/CT
Ovary and uterus Female  Advanced **F-FDG PET/CT
Prostate Male Early Limited
CA N C E RS AU S U IVI . Liver Male Early Limited
\ Colon Male Advanced  Limited
Endometrium Female  Advanced Limited
Follow-up
o' 5 % VS 4 ’7 % Colon Male Advanced  **F-FDG PET/CT
Bladder 57 Male Early Limited
” Kidney 60 Female  Early Limited
FAI B L ESS E D E L’ ET U D E . Lymphoma 71 Male Early Limited
Polycythaemia 90 Female  Early Limited
Pancreas 56 Female  Advanced Limited
PAS EXC LUS < 50 ANS’ TVP Lung 59 Male Advanced  Limited
4 A Lung 70 Female  Advanced Limited
R E C I D IVA N T E I F D R o EST Ro G E N ES Uterus and breast 83 Female  Advanced Limited

Prostate 92 Male Advanced  Limited

3 F AU X + P A R C A S D E P I STE **F-FDG=""F-fluorodeoxyglucose. HNSCC=head and neck squamous-cell carcinoma.

Table 3: Occult malignancy diagnosed initially and during follow-up

Lancet Oncol 2016; 17: 193-99



S — et FLA ".GR/GB
e AHMA - .

* Hémolyse essentiellement — schistocytes au frottis, réticulocytes, LDH
@
® CIVD chronique (+/- endocardite marantique)
/) * Rarement altération du TP/Tca, hypofibrinogénémie, augmentation D-diméres
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\euses?

* Rdle de I'aspiri idérer selon cause sous-

A

jacente si le cancer semble peu impliqué et cause sous-jacente connue.

(f (e.g. MVAS, FA)
©




/PhAlc,/LDH

Dépistage ad jraphie, PAP, APS

CT thorax & considérer si *  ans et tabagisme > 30 pg-année (cessé < 15 ans)

CT abd-pelvis a considérer si symptomes ou anomalie bilan
O Attention si anomalies de la FSC




