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Incidence

 Annual incidence of VTE in the general population
Is 117 per 100,000

— Cancer alone was associated with a 4.1-fold risk of
thrombosis

— Chemotherapy increased the risk 6.5-fold

* Combining these estimates yields an approximate annual
incidence of venous thromboembolism (VTE) of 1 per 200
in a population of cancer patients



Why You Should Care:

VTE and Public Health Burden

Patients with cancer: 19.8%

One-fifth of all VTE occurs in patients with cancer
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Clinical Features of VTE in Cancer

o Compared to patients without cancer:
- Higher risk of recurrent VTE (HR 3.2)
- Higher risk of bleeding on anticoagulants (HR 2.2)
- Higher risk of dying

» VTE is the second leading cause of death in

hospitalized cancer patients

Piccioli A. J Thromb Haemost 2004;2:885. Prandoni P. NEJM 1992;327:1128.
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CoMorbidities Medicalin DVT 8bjects
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CancefRelated VTE In
Sardjito Hospital Yogyakarta (1)
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CancefRelated VTE In
Sardjito Hospital Yogyakarta (2)
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Risk Factors for VTE
in Patients with Cancer

Patient-related factors
Older age

History of VTE
Performance status
Thrombophilia
Comorbidities
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Cancer-related factors
» Advanced stage

» Initial period after diagnosis
» Site of cancer

» Histology

Treatment-related factors
Recent major surgery
Hospitalization

Chemotherapy

Hormonal therapy
Anti-angiogenic agents

ESAs, Transfusions
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Biomarkers

» Platelet & leukocyte counts, Hb
» D-dimers, CRP, factor VIII

» Soluble P-selectin
>

Tissue factor, microparticles

Tagalakis V, et al. Semin Thromb Hemost 2013;39:127-40.



Treatment Challenges
in Cancer Patients with VTE

» VTE treatment complicated by chemotherapy @

» Anticoagulant management during invasive
diagnostic and treatment procedures

» Individualization of anticoagulant treatment
duration based on:
» Clinical status and stage of the cancer
e Risk of recurrent VTE and bleeding
o Patient’s preference



Guideline Recommendations for
Treatment of Cancer-Associated Thrombosis

Initial freatment Extended freafment

4 > ¢
5-10 days 3 - 6 months




Limitations of LMWH and VKA Result in Poor Adherence to
Guideline-Recommended Therapies for Treatment of CAT

LMWH limitations Oral VKA limitations
+ Parenteral administration » Narrow therapeutic window
— Perceived higher treatment burden ¢ Frequent monitoring and
¢ Weight-adjusted dosing dose adjustment required
e Some risk of heparin-induced » [nteraction with food and drugs
thrombocytopenia including chemotherapy drugs,
making INR control challenging

Quality of life concerns,
particularly in cancer patients o Less effective than LMWH for

treatment of CAT1-3

1. Lee AYY ef al, N Engl J Med 2003;349:146—153; 2. Lee AYY ef al, Blood 2014:124:Abstract LBA-2; 3. Alk EA et al, Cochrane Database
Rev 2014;T-CDODEES0D



Real-world anticoagulant use:
duration

Percentage of patients who remained on anticoagulant therapy
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= LMWH
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N=52 911 cancer patients with VTE in the USA, 20092014

Khorana AA et al, Throm Res 2016:145:51-53



New oral anticogulants for VTE treatment in
cancer patients: pros

A Oral
A Fixed dose

A No lab monitoring

A No risk of HIT



Pharmacological Properties of the DOACs

DELENEN Rivaroxaban |Apixaban
Target Factor lla Factor Xa Factor Xa Factor Xa
Half-life (hour) 12-17 5-9 12 6-10
Time to peak effect (hour) 1-3 2-4 1-3 1-2
Dosing in non-valvular AF 150 mg BID 20mg OD 5 mg BID 60 mg OD

Dosing in VTE treatment 150 mg BID after 5-10 15mgBIDfor21days 10mgBIDfor7days 60 mg OD after 5 days of

days of parenteral followed by 20 mg OD followed by 5 mg BID  parenteral
anticoagulation anticoagulation
Renal clearance as &0 33 27 50
unchanged drug (%)
Drug Interactions P-gp 3A4/P-gp 3A4/P-gp 3A4/P-gp

Pathways



Ongoing Trials of Cancer Associated VTE
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HokusalVTE Is the Largest Single VTI
(DVT and PE) Trial to Date

- ~ A A phase 3, randomized,
Hokusai-VTE' TRIAL DESIGN double-blind, double
| dummy, evertdriven trial

I—d";.ﬁfﬁ that evaluated the efficacy
e ] and safety of Edoxaban
It LIXIANA® 60 mg (n=41437 Yo
hepan compared with wel
thewgp | Including pationts dose reduced to 30 mg! managed Warfarin for

noninferiority across a
broad range of patients

Warfarin n-2149

ey
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G CORNCUTenT W
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Flexible 3- to 12-month
F————— treatment duration' ——|
1A palienils wers folloeed
or 12 manihs)
2 Iwanty-tivie patients did not mealve study dnag, resattng In 41718 satanis nouded In tha etficacy and safety snavals,

" Twerty-sewan paticrts did not recsive study drag, resulting in 41 22 patizrs inolded in the 2ficeay ard safety analysis.
“Intermalicna normalized rato.

VTE= venous thromboembolism.

1. Buller HR et al. N Engl J Med. 2013;369(15):1406-1415. 2. Kang N et al. Thromb Res. 2014;133(6):1145-1151.



HokusalVTE Was Designed to Reflect the
Broad Range of VTE Patients

OR OTHER FACTORS'-P<

PERCENTAGE® OF PATIENTS (N=8240) WITH COMORBIDI

DVT only PE with or Fragile Elderly History of Factors that
—42% of without DVT {=75 years of age {=75 yoars) cancer increase the
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* P-glycoprotein.
a Percentages are approximatePatient characteristics were well balanced across study &PRetients may have had one or more of
the below comorbidities or other risk factosComputed tomography:N-terminal prod NI Ay y I G NAdzZNBGA O LWSLIWHARS € S@St 2F xpnn LIEAKY[ @

Creatinine clearancé&P-glycoprotein inhibitors (eg, verapamil, quinidine).
DVT = deep vein thrombosis; PE = pulmonary embolism; P-gp = P-glycoprotein; VTE = venous thromboembolism.

1. Buller HR et al. N Engl J Med. 2013;369(15):1406-1415.



Edoxaban Was Proven Comparable to Wklhaged Warfarin in Reducing Symptomatic
Recurrent VTE Risk Across a Broad Range of Patients

. '
FIRST RECURRENT VTE EVENT (PRIMARY EFFICACY ENDPOINT; - >
OVERALL STUDY PERIOD*) IN Hokusai-VTE'
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DVT = deep vein thrombosis; PE = pulmonary embolism; VTE = venous thromboembolism.

* One or more of the following factors: moderate renal impairment (creatinine clearance of 30-50 mL/min), low body weight
(060 kg/ 132 1 bs), oglycopratendnhibitord (egnverapansilequirddine).P
1. Buller HR et al. N Engl J Med. 2013;369(15):1406-1415. 2. LIXIANA Summary of Product Characteristics 2014.
Daiichi Sankyo Europe GmbH 3. Dlott JS et al. Circulation. 2014;129(13):1407-1414.



Oncedaily Edoxaban Was Proven Effective Across a Broad Range of
VTE Patients, Including Those With More Severe Disease

PERCENTAGE OF PATIENTS WITH RECURRENT SYMPTOMATIC VTE BY TYPE
IN Hokusai-VTE (OVERALL STUDY PERIOD®)'

LIXIANA®® Warfarin HR- (95% CF)

DVT 34 33
~40%: of whom had extensive DVT (83/2488)" {81/2453) 1.02{0.75 10 1.58)

PE 2.8 3.9
~% associated with {4771650) {B5M 668) 0.73 (0.50 to 1.06)

right ventricular dysfunction’
o
Inelucesd @l eflicacy aulcomes from racdoenizalion throogh The end ol 12 rmonlbs or sludy closore,

regardieas of the duration of the patlent's etudy treatrment.

= Includes patients taking LIXMIANAY 80 mg and those dose-reduced to 30 mg.
* Hezard ratio.
* Confidence interal.

* Murmber ol patients with evesttatal nomber of patients in subgroug,
\ ! Based on M-terminal pre-brain natriuretic peptide lewela of 2500 pg per milliliter.

DVT = deep vein thrombosis; PE = pulmonary embolism; VTE = venous thromboembolism.

1. Biller HR et al. N Engl J Med. 2013;369(15):1406-1415.



Oncedally Edoxaban Associated With
Lower Rates of the Following Types of

Bleedlng Compared With Warfahn

SELECT KEY BLEEDING EVENTS IN Hokusai-VTE (ON-TREATMENT PERIOD")’

LIXIANA®® Warfarin
N=4118 (n/%) N=4122 (n/%)
56 (1.4)
Major bleeding {HR, 0.84; 95% CI, 0.58 to 1.21; 66 (1.6

P=0.35 lar supsaricrily)

208 (7.2

CRNM bleeding iHR, 0.80; 95% CI, 0.68 to 0.93; 368 (8.9)
P=0.004 for superority)

Fatal intracranial bleeding 0(0.0) £ (0.1)

Nonfatal intracranial bleeding 5{0.1) 12 i0.3)

o

“Tirme: o which tre patients = 7 the: dmn '.-ilhirl T s after the shudy drug was stoopec or inkeerunkaed,
Yl -:Ia; m ants taking LIHIF'.HA GIZI ﬂg ::I thoes ::I d to A0 mg.
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CI = confidence interval; CRNM = clinically relevant nonmajor; HR = hazard ratio; VTE = venous thromboembolism.

1. Biller HR et al. N Engl J Med. 2013;369(15):1406-1415.



