Studie HOKUSAI-VTE CANCER

lecba zilniho tromboembolismu v souvislosti s karcinomem
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Nador a tromboembolicka nemoc

Incidence TEN je 1:1000
20-30% nemocnych s nadorem prodela TEN
Nador zvysuje riziko TEN 4-7 x

Riziko krvaceni u nemocnych s nadorem je 8-
10% rocné

Riziko recidivy je 20% rocné



Rudolf Wirchov 1821 - 1902
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Armand Trousseau (1801-1867)
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Lecba TEN u nemocneho s nadorem
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LMWH vs VKA in Patients With Cancer: Efficacy
(Recurrent VTE) and Safety (Major Bleeding)

Recurrent VTE

Major Bleeding

LMWH vs VKA (n = 2078)

LMWH vs VKA (n = 2020)
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12=0.0%; P =.963; I>=23.1%; P = .267
Posch F, et al. Thromb Res. 2015;136:582-589.



Table 2. Guidelines for Managing VTE in Cancer Patients

Recommendation  NCCN (2014) ASCO (2015) ACCP (2015)
Initial therapy LMWH preferred LMWH recommended LMWH recommended
Chronic LMWH preferred over LMWH preferred for 26 mo LMWH preferred
therapy wartarn tor 15t 6 mo Extended therapy >3 mo
recommended. In patients
not treated with LMWH,
VEA sugpested over
rivaroxaban or dabigatran
Chronic MNovel oral anticoagulants not Movel oral anticoagulants LMHW and VKA
outpatient currently recommended for not currently recommended recommended over
treatment VTE thromboprophylaxis or tor patients with cancer and rivaroxaban or

treatment owang to insufficient  VTE owing to limired dara
clincal dara in cancer paticnts  In cancer patients

dabigarran

ACCP: Amerrcan College of Chest Plrvsrerans; ASCO: American Soaety of Clinreal Oncology: LMWH: lor-molecular-seeight
breparin; NCCN: National Cancer Comprrelensive Network: VKA: witammin K amtagonist; VTE: venons thramboembaolism,

Sowrce: References 15, 19, N0,



Patients With Active Cancer From
Phase 3 VTE Rx Studies

Recurrent VTE

Odds Ratio

Study or Subgroup M-H, Fixed, 95% Cl

AMPLIFY 2013

EINSTEIN-DVT 2010
EINSTEIN-PE 2012
HOKUSAI 2013
RE-COVER | & 11 2013

Total (95% Ci)

0.01 0.1 1 10 100
Favors DOA Favors comparator

Vedovati MC, et al. Chest. 2015;147:475-483.



Hokusai-VTE Cancer: Study Design

Prospective, randomized, open-label, multicenter noninferiority
study comparing dalteparin with LMWH-edoxaban for 12 months

LMWH-edoxaban (n = 525)
LMWH 5 days followed by
edoxaban 60 mg daily’

Patients with symptomatic or
incidental proximal DVT or PE
and active cancer or previous
cancer within 2 years
(n = 1000)

Treatment period: > 6 months*
Study period: 12 months

Dalteparin (n = 525)
200 1U/kg/d for 1 month,
followed by 150 1U/kg

* Primary outcome: Composite of recurrent VTE (symptomatic VTE,
incidental VTE, or death due to PE) or major bleeding

*Intention is to treat patients for 12 months with the study treatment, but continuation of anticoagulation beyond 6 months will be
based on the risk-benefit assessment of the treating physician and/or the patient preference; "dose adjustment to 30 mg/d in patients
with body weight < 60 kg, creatinine clearance between 30 and 50 mi/min, or concomitant use of P-glycoprotein inhibitors,

Racknh GGF o2 al N Enal it Mad Y017 15 b ahead af cetntl- Van Fe N o0 al Theamb Hoamas?t YOMS112 42681276



Kacusika Hokusai (& 8L #T) (1760-1849)
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Vysledky (%)

edoxaban dalteparin

Fatalni krvaceni 0 0.4



Hokusai VTE Cancer: Cumulative Event Rate
for Primary Endpoint
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Edoxaban 522 472 429 407 388 360 345 328 310 295 270 237 161
Dalteparin 524 485 449 420 385 364 352 340 324 313 276 241 171

From N Engl J Med, Raskob GE, et al., Edoxaban for the Treatment of Cancer-Associated Venous
Thromboembolism, [Epub ahead of print]. Copyright © 2017 Massachusetts Medical Society. Reprinted with
permission from Massachusetts Medical Society.



Hokusai VTE Cancer

Primary-outcome events

Secondary-outcome events

20 -
P=0.02 for noninferiority

5

15 12.8 13,5

10 -

5

0

Edoxaban dalteparin
o

|

(Recurrent VITE, Major bleeding)

P=0.09

P=0.04 \

edoxaban dalteparin



https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiSy-vRmdLYAhVDtRQKHZJMD54QjRwIBw&url=https://atbv.it/hokusai-vte-cancer-trial/&psig=AOvVaw1Sf-lJlglNNmnHsopwyiyA&ust=1515838469440020

Hokusai VTE-Cancer: Types of Major Bleeds
Contributing to Primary Outcome

Edoxaban Dalteparin

(n=522) (n=524)
Major bleeding, no. (%) 33 (6.3) 17 (3.2)
Fatal 0 2 (0.4)
Intracranial 2 (0.4) 4 (0.8)
Gastrointestinal 20 (3.8) 6(1.1)
Upper 17 (3.3) 3(0.6)
Lower 3 (0.6) 3(0.6)

Urogenital 5(1.0) 0

Other 6(1.1) 7 (1.3)

Raskob GE, et al. N Engl ] Med. 2017. [Epub ahead of print]



Zvysene riziko krvaceni

Nemocny s kolorektalnim karcinomem ma 3x
vyssi riziko krvaceni z horni casti GIT.



SELECT-D
Study Design

Prospective, randomized, open-label, multicenter, pilot trial
in selected patients with cancer at risk for VTE recurrence
Estimated enrollment: 530 patients

Rivaroxaban Dalteparin
15 mg orally twice daily X 3 weeks 200 1U/kg daily subcutaneously X 1 month

20 mg once daily X 6 months 150 IU/kg months 2to 6

Residual vein thrombosis-positive patients

Rivaroxaban B Place bO
20 mg once daily 6 months vs 12 months

of treatment

Primary efficacy: incidence of recurrent VTE

Secondary outcomes: safety, acceptability, biomarkeridentification, and health economics

Young A, et al. ASCO 2014. Abstract TPS9661.17]




SELECT-D Trial: Primary Endpoint
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Major bleeds were similar: 3% with dalteparin, 4% with rivaroxaban

Young A, et al. Data presented at 59th ASH Annual Meeting, Atlanta, Georgia ,December 9-12, 2017. Abstract 625.



Hokusai VTE-Cancer, SELECT-D

Hokusai VTE-Cancer!®)

Primary outcome: Composite of the first
recurrent VTE or major bleeding event
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a. Raskob GE, et al. ASH 2017, Abstract LBA-6,
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https://www.medscape.org/viewarticle/890050_transcript

Edoxaban je alternativou v lecbe TEN u
nemocnych s nadorem

Pacienti jsou ve vysokem riziku recidivy po 6
mesicich standardni lecby

Benefit pokracovani lecby po 6 mesicich
prevysuje riziko krvaceni

Diskutovana je otazka krvaceni u nemocnych s
kolorektalnim karcinomem
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