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Vorhofflimmern bei onkologischen (0 smi
Patienten

® Hohe Co-Inzidenz von Vorhofflimmern (VHF) und Krebs in
einer epidemiologischen Studie (n=24 125 Patienten)

® Pravalenz des VHF zum Zeitpunkt der Diagnose der
Krebserkrankung: 2.4% (,,baseline™ VHF)

® Inzidenz des Vorhofflimmerns nach Diagnose bzw. im
Verlauf der Krebserkrankung: 1.8% (,,new-onset™ VHF)

® ,new-onset" VHF mit einem 2-fach héherem Risiko fur
thromboembolische Komplikationen (Schlaganfalle)

e 6-fach erhohtes Risiko fUr Herzinsuffizienz

Hu et al. Int J Cardiol 2013;165:355-7



Antikoagulation bei onkologischen Patienten m VRS T
mit Vorhofflimmern: Eine Herausforderung!

Krebs

- Risikoevaluierungs-Scores (CHADS2 bzw. CHA2DS2-VASc und HAS-
BLED) sind NICHT validiert flr onkologische Patienten!

- Evidenz-basierte Strategien zur Antikoagulation bei onkologischen
Patienten mit VHF fehlen (= individ. Vorgehen).

- Krebserkrankung -2 signifikanter Pradiktor einer schlechten INR-
Einstellung (= Einstellung der oralen Antikoagulation mit Vitamin K
Antagonisten insbesondere wahrend einer Chemotherapie erschwert)

- Nur ganz wenige Patienten mit einer (aktiven) Krebserkrankung in
SPAF-Studien mit DOACs eingeschlossen
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Venous thromboembolism and Cancer rlmjg%‘f%m‘f

® Canceris astrong and independent risk factor for venous
thromboembolism (VTE)
® Anti-cancer treatments (chemotherapy, hormonal therapy, anti-
angiogenic/immunmodulatory drugs) and major cancer surgery are

frequently complicated by deep vein thrombosis (DVT) and
pulmonary embolism (PE)

® (Canceris associated with a 4 to 6.5-fold (with chemotherapy)
increased risk of VTE

® Cancer patients account for approximately 20% of all VTE
events

® Management and treatment of VTE in patients with canceris
challenging in clinical practice

Heit et al, Arch Intern Med 2000; Khorana AA et al, J Clin Oncol 2009; Ay C et al, Hamostaseologie 2012
e



Oral anticoagulation with vitamin K )
antagonists (warfarin) for treatment of VTE

® High risk of recurrence of VTE and bleeding during oral
anticoagulation in patients with cancer
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Open-label, randomized controlled trials m]]jgﬁ‘fﬁﬁ%ﬁ‘f
for treatment of cancer-associated VTE

LMWH, low-molecular-weight heparin

Vitamin K antagonists (Warfarin

Acute  Subacute/intermediate Long-term/chronic  pnhase/treatment of VTE
5-7 days 3 - 6 months >6 months

® CANTHANOX study: enoxaparin vs. warfarin (3 months)

® LITE study: tinzaparin vs. Warfarin (3 months)

® CLOT study: dalteparin vs. Warfarin or acenocoumarol (6 months)
® CATCH study: tinzaparin vs. Warfarin (6 months)

Meyer et al. Arch Intern Med 2002; 162: 1729—35.; Hull et al. Am J Med 2006; 119: 1062—72.;
Lee et al. N EnglJ Med 2003; 349: 146-53.; Lee et al. ASH-Meeting 2014, San Franscisco




Treatment of cancer-associated VTE )
Open-label, randomized controlled trials

CANTHANOX Enoxaparin 1.=,S mg/kg OD

LITE Tinzaparin 175 U/kg OD

I O

Dalteparin -
CLOT Dalteparin ~150 U oD
200 1U/kg 0D,/ i ko
: l
! 3
CATCH Tinzaparin 1755 U/kg OD I
] I
! -
1 month 3 months 6 months

Meyer et al. Arch Intern Med 2002; 162: 1729—35.; Hull et al. Am J Med 2006; 119: 1062—72.;
Lee et al. N EnglJ Med 2003; 349: 146-53, Lee et al. ASH-Meeting 2014, San Franscisco




Meta-Analysis mﬁ{?\fgﬁsﬁg‘f
Risk of VTE recurrence in cancer patients treated with
LMWH vs. Vitamin K Antagonists

Study Events, Events, %
IDI RR {85% CI) Intervention VKA Weight
Figure 2A; LMWH vs. VEA
CLOT —— 051(0.33,079) 27/336 B3/336 41.31
LITE - 060(0.23,158) &MOD 10/100 8.37
Romera - 061(0.11,343) 2036 3133 266
OMCENOX - 066 (0.16,2.74) 4/61 3130 3.87
CATCH ——— 069 (045 1.07) 31/449 45j451 4124
CANTHANOX - 070({012,408) 271 375 256
Subtotal (l-squared = 0.0%, p = 0.953) <> 060 (D45 079) 721053 1171025 100.00

I I

A 1 10

Lower Risk with Intervention Lower Risk with VKA

Posch and Ay et al. submitted



Meta-Analysis mﬁ@ﬁ\fgﬁs@
Risk of VTE major bleeding in cancer patients treated
with LMWH vs. Vitamin K Antagonists

Study Events, Events, %

o] RR (95% CI) Intervention VKA Weight

Figure 3A; LMWH vs. VEA

CANTHAMNOX - | 0.44 (016, 1.19) LTk 1475 18.83
LITE > 1.00(0.36, 2.75) 7100 7Moo 18.28
CATCH |t 1.09 (0.50, 2.36) 13/449 121451 2713
CLOT > 157 (0.77,3.18) 19338 121335 3061
ONCEMNOX * 3.04 (0.38, 24 28) 6/67 1434 516
Subtotal (l-sguared = 23.1%, p = 0.267) <:> 1.07 (0.66, 1.73) 501025 44/995 100.00

| i |
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Lower Risk with Intervention Lower Risk with VKA

Posch and Ay et al. submitted



Guideline recommendations rlmJ‘é%‘fE%%lP
Treatment and secondary prophylaxis of cancer-associated VTE

® All major consensus guidelines recommend monotherapy with
LMWH as the preferred treatment for cancer-associated VTE

® |nthe absence of contraindications, LMWH is preferred in the initial 5 to
10 days of anticoagulation for the patient with cancer with newly
diagnosed VTE

® Forlong-term anticoagulation, LMWH for at least 3 to 6 months is
preferred because of improved efficacy over VKAs

® VKAs are an acceptable alternative for long-term therapy if LMWH is not
available

® Anticoagulation beyond the initial 3 to 6 months may be considered for
select patients with active cancer (e.g. metastatic disease, ongoing
chemotherapy)

Kearon C et al., CHEST 2012; 141(2)(suppl):e419S-e494S; Lyman G et al., J Clin Oncol. 2013; 31:2189-
2204; http://www.nccn.org/professionals/physician_gls/PDF/vte.pdf; Mandala M et al., Ann Oncol. 2011,

22isuiﬁl 6i:vi85-92'| Farie D et aI.| J Thromb Haemost 2013'| 11:56-70



http://www.nccn.org/professionals/physician_gls/PDF/vte.pdf

DOACs Y e
Neue Konzepte in der VTE-Therapie

'NMH s.c. | Beginn der Therapie mit 2 Medikamenten tberlappend

, Switching” (Umstieg von NMH auf DOAK)
_ Dabigatran/Pradaxa (150 mg Kps 2xtgl)

Edoxaban (60 oder 30 mg 1xtgl)

,Single-drug approach® (von Anfang an DOAK)

Apixaban/Eliquis (2x10 mg tgl. fir 1 Wochen, danach 2x5 mg tgl)

Akute Subakute/intermediare Chronische Phase der VTE




Direct oral anticoagulants (DOACs) ﬁﬁlj%‘ﬁ%ﬁﬁs@
Treatment of VTE

* In phase lll clinical trials dabigatran, rivaroxaban, apixaban
and edoxaban have shown non-inferiority to standard
treatment (vitamin K antagonist: warfarin) in treatment of DVT
and PE
* Cancer patients comprised only ~4% to 9% of patients in these
studies

e Vitamin K antagonist (warfarin) is a known inferior agent in the
treatment of VTE in cancer patients

* No studies available that have addressed specifically DOACs
in treatment of cancer-associated VTE
* |s it premature to use DOACs in cancer patients???

Schulman et al NEJM 2009, Bauersachs et al NEJM 2010, Buller et al NEJM 2012,
Agnelliet al. NEJM 2013, Biller et al. NEJM 2013



Meta-Analysis mﬁ@{?‘fgﬁi‘ﬁ
Risk of VTE recurrence in cancer patients treated
with DOACs vs. Vitamin K Antagonists

Figure 2B: NOAC vs. VEA

HOKUSAI - 052 (016, 1.72) 4109 799 19.10
AMPLIFY -+ 0.58 (014, 234) 331 578 14.04
EINSTEIN DVT+PE - 0.59(0.21, 1.68) 6/258 81204 2522
RECOVER I+l - 0.78 (0.35,1.76) 10173 121162 41.64

Subtotal (I-squared = 0.0%, p = 0.943) <>. 0.65(0.38, 1.09)  23/621 32/543  100.00

MOTE: Weights are from random effects analysis

Lower Risk with Intervention Lower Risk with VKA

Posch and Ay et al. submitted



Meta-Analysis mﬁ@ﬁ\fgﬁs@
Risk of VTE major bleeding in cancer patients treated
with DOACs vs. Vitamin K Antagonists

Figure 3B: NOAC vs. VKA

AMPLIFY - 0.46 (0.09, 2.44) 2187 4130 13.97
EINSTEIN DVT+PE - 0.49 (0.16, 1.48) 51257 8202 3209
RECOVER I+l > 0.82 (0.28, 2.38) 61159 7152 2420
HOKUSA - 1.51 (0.37, 6.17) 51109 3/99 19.74
Subtotal (l-squared = 0.0%, p = 0.600) -<::=- 0.72 (0.39, 1.35) 18/612 22/533  100.00

NDTE: Yeights are from random effects analysis

I I
A 1 10

Lower Risk with Intervention Lower Risk with VKA

Posch and Ay et al. submitted



Treatment issues of oral anticoagulation mﬁﬁﬁiﬁﬁﬁﬁf
(with Vitamin K Antagonists)

 Drug interactions, malnutrition, Gl disturbances and liver
dysfunctions alter anticoagulant levels in an unpredictable
manner (wide fluctuations of INR)

* Thrombocytopenia and invasive procedures require
interruption of therapy

e Regular monitoring (INR control)

* Increased risk of recurrence and bleeding




DOACs - Interaktionspotential (0 st
Absorption, Metabolismus und Elimination

Dabigatran Rivaroxaban

Gut esterase-mediated
= hydrolysis

. L ‘__._- ; . = il s, -I-- s s _1._I '.::;.;
Cvpasg) @ ~——» Rivaroxaban —-—» t, = 5-9h (young)
- : -~ 11-13h Eﬁdﬂl’!f}
) Bio-availability:
Bio-availability 3-7% o ~B0%, 66% (without food)
' =80% (with food)

Apixaban Edoxaban

~35%

-

~——» Apixaban —>

Bio-availability 50%

EHRA Guide: Heidbuchel H, et al. Europace (2013) 15, 625—-651




DOACs/NOACs [IIJ]JM
Interactions with anti-cancer therapies

Dabigatran Rivaroxaban Apixaban
Interaction P-glycoprotein P-glycoprotein
effect* P-glycoprotein CYP3A4 CYP3A4
Increases NOAC Cyclosporine Cyclosporine Cyclosporine
plasma levelst Tacrolimus Tacrolimus Tacrolimus
(INHIBITORS) Tamoxifen Tamoxifen Tamoxifen
Lapatinib Lapatinib Lapatinib
Nilotinib Nilotinib Nilotinib
Sunitinib Sunitinib Sunitinib
Imatinib Imatinib
Reduces NOAC Dexamethasone Dexamethasone Dexamethasone
plasma levelst Doxorubicin Doxorubicin Doxorubicin
(INDUCERS) Vinblastine Vinblastine Vinblastine

DOACs may not be suitable for use in some cancer patients because they share
metabolic pathways.
Further research is needed to find out more about the impact of the interaction!



Zusammenfassung (0w
Algorithmus zur Antikoagulation bei onkologischen
Patienten mit Vorhofflimmern

Cancer-related atrial fibrillation

2!

Assess bleeding risk: cancer-related high bleeding-risk features®, HAS-BLED score®
Assess thromboembolic risk: CHA,DS -VASc score®

A _ L 4 )
l No High bleeding-risk features ‘ \ High bleeding-risk features ‘
) v
‘ CHA,DS,-VASc 21 and CHA,DS,-VASc =0 or
HAS-BLED <3 HAS-BLED =3
Optional antithrombotic No antithrombotic
therapy® therapy
=

*Intracranial tumor, hematologic malignancies with coagulation defects, cancer therapy induced
thrombocytopenia, severe metastatic hepatic disease etc.

Farmakis et al. J Am Coll Cardiol 2014:;63:945-53
e



Zusammenfassung (0w
Wie behandle ich eine krebs-assoziierte VTE

Alternative: DOAC

Komplette Remission Aktive Krebserkrankung
v
Beenden der Antikoagulation NMH weiter Orale

Antikoagulation

DOAC

oder
Vitamin K Antagonist

Ay C et al.; Hamostaseologie 2012; 32: 139-44.




MEDICAL

Evaluierung der Patienten fiir Einsatz von DOACs mgg{,gggmv

Kriterien fur Einsatz von DOACs bei onkologischen Patienten

* Risikofaktoren fur Blutungen
* Keine grof3en Blutungsereignisse (innerhalb der letzten 2 Monate)
 Nichtvorhandensein intrakranieller oder viszeraler Malignome mit einem erhdhten
Blutungsrisiko

e Thrombozyten
* Thrombozytenzahl >5o G/l
* Abfall der Thrombozyten nicht zu erwarten (aufgrund der Grunderkrankung oder
Chemotherapien)

* Normale plasmatische Gerinnung (PTZ, aPTT, Fibrinogen)

* Normale Leberfunktionsparameter
* Keine signifikante Hepatopathie (z.B. CHILD-Pugh B oder C Zirrhose)

* Nierenfunktion
e CrCl >30 ml/min
* Nicht zu erwartende Fluktuation aufgrund nephrotoxischer Chemotherapien oder
anderer Medikamente

e (Co-)Medikamente
* Kein gleichzeitiger Gebrauch mit starken Inhibitoren/Induktoren von CYP3A4 oder

P-glycoprotein Uber eine lange Dauer
Short et al. The Oncologist 2014;19:82-93
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« Fallprasentation »

Ein 68-jahriger Mann prasentiert sich mit folgenden Symptomen:
Appetitlosigkeit, Fieber, Gewichtsverlust und Nachtschweild seit
einem Monat

Anamnese: « immer gesund »

Status: palpable Lymphknoten inguinal, Beinodeme; ECOG 2
Blutbild: Hb 10.2 G/I, PLT 98 G/I, WBC 3.9 G/I

eGFR 48 ml/min, gamma-GT und LDH sind maRig erhoht
CT-Hals/Thorax : Pleuraergiisse, mediastinale
Lymphknotenvergrollerung, retroperitoneale Lymphadenopathie,
« Lymphknotenbulk » in der Fossa iliaca links




« Fallprasentation »

Weitere Abklarung mit Lymphnotenbioposie und BKP:
Diffus groRzelliges B-Zell-Lymphom (DLBCL), Stadium IlIB

Therapieempfehlung: Immun-/Chemotherapie nach dem R-CHOP
Protokoll

Nach 3 Zyklen R-CHOP erfolgt ein Re-Staging (PET-CT)
—>dabei findet sich eine sog. « asymptomatische » bzw. zufallig
entdeckte Pulmonalembolie (Unterlappen links)

Blutbild zu diesem Zeitpunkt: Hb 9.8 G/I, PLT 68 G/I, WBC 3.1 G/I




« Fragen »

Wirden Sie diesen Patienten (bei einer asymptomatischen
Pulmonalembolie) Giberhaupt behandeln?

Sind direkte orale Antikoagulantien (DOACs) eine geeignete
Behandlungsoption fir diesen Patienten?

Welche Bedenken haben Sie sonst?




Potentielle Interaktionen der DOACs mit der
Chemotherapie

keine keine

Induktion Inhibitor

keine Inhibitor

keine Inhibitor

keine Inhibitior




Management of cancer-associated VTE [}
in patients with high risk of bleeding

e Cancer- and chemotherapy induced thrombocytopenia

 LMWH is cleared by the kidneys =>accumulation in patients with
impaired renal function (creatinine clearance <30 ml/min).
* Increased risk for major bleeding in patients with a creatinine
clearance of <30 ml/min treated with therapeutic doses of LMWH
e In patients with severe renal failure (creatinine clearance <25—30
ml) = anti-Xa activity monitoring is recommended
e Elevated levels of anti-Xa activity >dose reduction of LMWH




Management algorithm of VTE in patients [[[J}j i
with cancer and thrombocytopenia

A B Subacute/Chronic VTE avant
Acute VTE event
Platelet count
r Blatolet count 250 x 10%L
= 50 x 108/L
‘L Weight-based
- iy
nsfuse to
Weight-based full
maintain platelet
dose LMWH count
250 x 10%L

Weightsbased
full dose LMWH

Acute VTE (<1 month) and subacute or chronic VTE (>2month)

Lee AY. Blood 2013




Treatment of thrombosis associated with mﬁ{?‘fgﬁiﬁ‘f
central venous catheters in patients with cancer

Journal of Thrombosis and Haemostasis, 11; TI-80 DO 1000 jth 12071

International clinical practice guidelines for the treatment and
prophylaxis of thrombosis associated with central venous
catheters in patients with cancer

P. DEBOURDEAU,*" D. FARGE,+$' M. BECKERS,5% C. BAGLIN,5% R. M. BAUERSACHS,**

B. BRENNER,Tt D. BRILHANTE, i1 A. FALANGA,8§8 G. T. GEROTZAFIAS, % N. HAIM ***

ALK, KAKKAR, #++ A. AL KHORANA,T1T R. LECUMBERRI,§58 M. MANDALA 999 M. MARTY, ****

M. MONREAL,+++%, 1111 S. A. MOUSA 5858 S. NOBLE, Y99 I|. PABINGER, ***** P.PRANDONI, 11+
M. H.PRINS, {t1tt M. H. QARI 555588 M_B. STREIFF,499YY K. SYRIGOS, ****** H.R.BULLER}+++14'
and H. BOUNAMEAUXT 111!

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



Catheter-related thrombosis (CRT) (0 smi
Therapy

* For the treatment of symptomatic CRT in cancer patients,
anticoagulant treatment is recommended for a minimum of 3
months; in this setting, LMWHs are suggested. Oral VKA can
also be used, in the absence of direct comparisons of these two
types of anticoagulants in this setting [Best clinical practice].

* The CVC can be kept in place if it is functional, well-positioned
and non-infected with good resolution of symptoms under
close surveillance; whether the CVC s kept or removed, no
standard approach in terms of duration of anticoagulation is
established [Best clinical practice].

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



Catheter-related thrombosis (CRT) )
Prophylaxis and general recommendations

 Use of anticoagulation for routine prophylaxis of CRT is not
recommended [Grade 1A].

Values and preferences: bleeding risk with anticoagulants.

e Catheters should be inserted on the right side, in the jugular
vein, and the distal extremity of the central catheter should be
located at the junction of the superior vena cava and the right
atrium [Grade 1A].

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



Major guidelines
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Table 1. Consensus guidelines on treatment of deep vein thrombosis or pulmonary embolism in patients with cancer

ACCP 201271

MCCN 20112

ASCO 2013™

Initial/acute
treatment

Lang-term
treatment

Duration of
treatment

Mot addressed in cancer patients.

LMWH preferred to VKA [2B]."

In patients not treated with LMWH, VIKA
therapy is preferred to dabigatran or
rivaroxaban [2C)." Patients receiving
extended therapy should continue with the
same agent used for the first 3 mo of
treatment [2C].”

Extended anticoagulant therapy is
preferred to 3 mo of treatment [2B].”

LhiWH

Dalteparin 200 Uikg OD

Enaxaparin 1 mgkg BID

Tinzaparin 175 Ulkg OD

Fandaparinux 5 mg (=50 kg), 7.5 mg (50-100 kg),
or 10 mg (=100 kg) OD

APTT-adjusted UFH infusion

LMWH is preferred for first 6 mo as monatherapy
without warfarin in patients with proximal DVT
or PE and metastatic or advanced cancer.

Warfarin 2.5-5 mg every day initially with
subsequent dosing based on INR value
targeted at 2-3.

Minimurm 3 rmo.
Indefinite anticoagulant if active cancer or
persistent risk factors.

LMWH i preferred for initial 5-10 d of
treatment in patients with a CrCl =30 mLmin.

LMWH is preferred for long-term therapy.

VEAs (target INR, 2-3) are acceplable for
leng-term therapy it LMWH is not available.

At least & mo duration.

Extended anticoagulation with LMWH or VKA may
be considered beyond & mo for patients with
metastatic disease or patients who are
receiving chemotherapy.

ACCP, American College of Chest Physicians; BID, twice-daily dosing; NCCN, National Comprehensive Cancer Network; OD, once-daily dosing.
*ACCP adaptation of the Grades of Recommendation, Assessment, Development, and Evaluation (GRADE) Warking Group evidence-based recommendations: 2B,
weak recommendation, moderate-quality evidence; 2C, weak recommendation, low- or very-low-quality evidence.™

Lee AY. Blood 2013



MEDICAL

Risk factors for VTE in patients with cancmj‘é%‘{ﬁﬁ%‘;‘f

Major (cancer) surgem
Hospitalization
Anticancer treatments
(chemotherapy, hormonal
therapy, anti-agiogenics)
Cancer-related Treatment-related Erythropoiesis-stimulating
agents
Central venous catheters
Transfusions, ...

Cancer site (primary)
Advanced tumor stage
High tumor grade
Initial period after diagnosis

\_

ﬁatelet count
Leukocyte count
Y Age?, gender?, BMI?\

Hemoglobin? Biomarkers Patient-related Ethnicity
soluble P-selectin . .
D-dimer Hereditary risk factors

(e.g. factor V Leiden mutation)
Comorbidities
History of VTE
Varicose veiny

Prothrombinfragment 1+2
Factor VIII activity
Thrombin generation potential
C-reactive protein?
Microparticles / Tissue factor?
Mean platelet volume




Association of biomarkers with risk of VTE m
in patients with cancer

Biomarkers and laboratory tests investigated for prediction of

cancer-associated VTE in CATS

Platelet count Simanek et al, JTH 2009 +
soluble P-selectin Ay et al, Blood 2008 +
D-Dimer +
Prothrombinfragment 1+2 Ay et al, J Clin Oncol 2009 +
C-reaktive Protein Kanzetal, JTH2011  (+)
Factor VIII activity Vormittag et al, ATVB 2009 +
Thrombin Generation Assay Ay et al, J Clin Oncol 2011 +
Microparticles/Tissue factor bearing microparticles Thaler etal, JTH2012  -[+ ?
Fibrinogen Tiedje et al, Thromb Haemost 2011 --

Reviewed in: Ay and Pabinger, Thromb Res 2012
e



MEDICAL

Mogliche pathogenetische Mechanismen m‘éiﬁ%‘%ﬁ%‘?
zwischen Krebs und Vorhofflimmern

; Medical therapy |
Direct effect Ff‘;‘”m d“’g_‘d
Cardiac tumors H.E_’ r- E':‘:z :ter:;s G
| Adjacent organ tumaors : g ge
| | Biphosphonates (s
i F e ) m
A Paraneoplastic >
manifestations
g Hyperthyroidism r
E Autoimmunity j . h
| :
‘ Inflammation .
n I
g i . % i & . ! d
ANS imbalance Cancer-related ;
Pain comorbidities
Physical stress Hypoxia t
Emotional stress Mciihelic ot i
k- Electrolyte disorders |
. B e
Atrial g
fibrillation
S —

Farmakis et al. J Am Coll Cardiol 2014:;63:945-53




Vienna Cancer and Thrombosis Study CATS

CANCERANDTHROMBOSISSTUDY

® VTE-Inzidenz bei verschiedenen Tumorentitaten in einer prospektiven
Kohortenstudie

VTE-Inzidenz (%) wahrend einer medianen follow-up
Dauervon 5o1Tagen [IQR, 255-731] bei 825 Krebspatienten
25
20 i 17.6
15.2
15
10 - 8.5 6 8.5
c > 56 51 g
NN R
I I I I I I I I I- I -I
N
2 & O S @O0 Y © &S
O xO Q} rg\\ \O Q \\ \ X
R TR O & QO
Q N AN S
3 o N >
N N "
’b\c) @ o\.
O\,
x

Ay C et al, J Clin Oncol 2009




Wann tritt die VTE bei Krebspatienten auf? AT

CANCERANDTHROMBOSISSTUDY

0,20 Kumulative Wahrscheinlichkeit
3 Monate: 4.2%

W 15+ 6 MonatEZ 6.1%
W g,
% 12 Monate: 8.1%
z
8 2 Jahre: 9.4%
E 0,107
E
S 0,05

0,004 f

T T T T
00 200,00 400,00 00,00 800,00

Observation time (days)

CATS (unpublished)
e
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