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Lixiana* 15 mg, 30 mg a 60 mg, potahované tablety. Slozeni : Jedna potahovana tableta obsahuje edoxabanum
15 mg, 30 mg nebo 60 mg (jako edoxabani tosilas). Indikace: Prevence cévni mozkové prfihody a systémové embolie
u dospélych pacientl s nevalvularni fibrilaci sini (NVAF) s jednim nebo vice rizikovymi faktory, jakymi jsou kongestivni
srdec¢ni selhani, hypertenze, vék = 75 let, diabetes mellitus, predchozi cévni mozkova prihoda nebo tranzitorni
ischemickda ataka (TIA). Lécba hluboké Zilni trombdzy (DVT), plichi embolie (PE) a prevence rekurentnich DVT a PE
u dospélych (u hemodynamicky nestabilnich pacientd s PE ). Davkovani a zpGsob podani: Doporudend davka
edoxabanu u prevence cévni mozkové prihody a systémové embolie je 60 mg jednou denné. Pfi IéCbé hluboké Zilni
trombdzy (DVT), plicni embolie (PE) a prevenci rekurentnich DVT a PE je doporucena davka edoxabanu 60 mg jednou
denné& nasledujici po zahajeni 1é&by parenteralnim antikoagulanciem podavanym po dobu nejméné& 5 dnd. Edoxaban a
inicialni parenteralni antikoagulancium nemaji byt podavany soudasné. U pacientl se stfedné& zavaznou nebo zavaZnou
poruchou funkce ledvin (CrCL 15-50 ml/min) je doporuéend davka pfipravku Lixiana 30 mg jednou denné. U pacientl
v kone&ném stadiu renalniho onemocné&ni (ESRD) (CrCL < 15 ml/min) nebo u pacientl na dialyze se pouZiti pfipravku
Lixiana nedoporuduje. U pacientl s t&Zkou poruchou funkce jater se pouziti pfipravku Lixiana nedoporucuje. Bezpecnost
a ucdinnost pripravku Lixiana u déti a dospivajicich ve véku do 18 let nebyla stanovena. U pacient(, ktefi soub&zné
uzivaji pripravek Lixiana a nasledujici inhibitory P-gp: cyklosporin, dronedaron, erythromycin nebo ketokonazol, je
doporudend davka pfipravku Lixiana 30 mg jednou denné. Lécba piipravkem Lixiana mGZe byt zahajena nebo v ni lze
pokracovat u pacientl, jejichZ stav vyZaduje provedeni kardioverze. Pfed provedenim kardioverze je tfeba u vs$ech
pacientl prové&rFit, e pacient uZil pfipravek Lixiana tak, jak bylo predepsano. Kontraindikace: Hypersenzitivita na
IéCivou latku nebo na kteroukoli pomocnou latku, klinicky vyznamné aktivni krvaceni, jaterni onemocnéni spojené
s koagulopatii a klinicky relevantnim rizikem krvaceni. Léze nebo stav, ktery je povazovan za vyznamné riziko
zavazného krvaceni, nekontrolovana téZzka hypertenze, soubé&zna lécba jinymi antikoagulacnimi pfFipravky, téhotenstvi a
kojeni. Zvlastni upozornéni a opatFeni pro pouziti: Edoxaban zvysuje riziko krvaceni a mdéze zplsobit zavazné,
potencidlné smrtelné krvaceni. PFi pouziti pripravku Lixiana, stejné jako pfi pouziti jinych antikoagulancii, se doporucuje
opatrnost u pacientl se zvySenym rizikem krvaceni. U star$ich pacientl se ma pripravek Lixiana pouZivat soub&zné&
s kyselinou acetylsalicylovou s opatrnosti kvili moznému vys$s$imu riziku krvaceni. Nedoporuduje se pouziti pripravku
Lixiana u pacientd v kone&ném stadiu rendlniho onemocné&ni nebo u pacientd na dialyze. Posouzeni renalni funkce: CrCL
se ma sledovat na zadatku lé¢by u vSech pacient@ a nasledné&, pokud je to klinicky indikovano. Interakce s jinymi
lécivymi pFipravky a jiné formy interakce: SoubéZzné pouziti edoxabanu s cyklosporinem, dronedaronem,
erythromycinem nebo ketokonazolem vyzaduje snizeni davky na 30 mg jednou denné. Soucasné podani edoxabanu
s induktory P-gp (napfiklad fenytoinem, karbamazepinem, fenobarbitalem nebo tifezalkou ted¢kovanou) miZe vést ke
snizeni plazmatickych koncentraci edoxabanu. Nedoporucuje se dlouhodobé pouzivani NSAID s edoxabanem.
NeZzadouci adinky: Nejcasté&jsimi nezadoucimi UGcinky souvisejicimi s krvacenim, hodnocenymi v klinickych studiich,
byly pfi podavani edoxabanu v ddvce 60 mg krvaceni do mékkych tkani kiZe, epistaxe a vaginalni krvaceni. Krvaceni
miZe nastat na jakémkoli misté& a mGZe byt zdvazné, a dokonce fatalni. Jinymi ¢astymi neZadoucimi Gc¢inky pFi podavani
edoxabanu byly anémie, vyrazka, zavraté, bolest hlavy, bolest bficha, krvaceni v dolni a horni ¢asti zazivaciho traktu,
nauzea a abnormalni funkéni jaterni test. UZivani pripravku Lixiana maze byt spojeno se zvys$enym rizikem okultniho
nebo zjevného krvaceni z jakékoli tkdné nebo jakéhokoli orgdnu s moznym nasledkem posthemoragické anémie.
Zvlastni opatfFeni pro uchovavani: Tento Iélivy pfipravek nevyzaduje zadné zvlastni podminky uchovavani. Druh
obalu a velikost baleni: Lixiana 15 mg tablety: 10 tablet; Lixiana 30 mg tablety: 30 tablet; Lixiana 60 mg tablety: 30,
60 tablet. Drzitel rozhodnuti o registraci: Daiichi Sankyo Europe GmbH, Zielstattstrasse 48, 81379 Munich,
Némecko. Registracni disla: EU/1/15/993/001, EU/1/15/993/016.
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Typy léCby
zilni trombozy a plicni embolie

 Konzervativni lé¢ba (heparin/LMWH/fondaparinux, VKA,
NOACS) - u vice nez 90% nem.

« Systémova trombolyza pro hemodyn. destabilizujici PE,
pripadné pfi kontraind. TL endovaskul. farmakomechan.
embolektomie

« Lokalni trombolyza (farmako-mechanicka terapie) pri
tromboze proxim. (= ilické vény), pfi nizkem riziku krvaceni

« Chirurgicka lécba (vzacné) — PE nebo ZT
* Inserce kavalniho filtru ve specif. situacich




Lécba TEN (10th ACCP Guidelines, 2016)

3 meésice >3 meésice

x x *

Zakladni Prodlouzena
Long-term Extended

Proximalni HZT nebo PE: minimdilné 3 mésice antikoagulace (1B)

@] Chest 2016; 149(2): 315-352
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Kasuistika - F.V., 1950

Zdroj: archiv VFN

» 67lety nemocny, letity kufak (od 20 let min. 20 cigaret denné),
s anamn. ICHDK, pfijat v zafi 2017 pro trombo6zu LHK

Piiciny Zilni trombézy hornich konéetin (4-10% vsech):
- Paget-Schroetteruv syndrom (namaha, atletické typy)

» Idiopaticka
« Sekund.: zavedené katétry
maligni procesy

 chronicka namahova dusnost bez zhorseni
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Kasuistika — pokrac.

Onkoscreening v¢. CT hrudniku:

Zaveér: tromboza zil LHK vCetné podkliCkoveé a Casti brachiocefalické zily
bez postizeni HDZ, kolem Zily v axille a na pazi napadna zanétliva reakce;
hypodenzni okrsky v naplni vétvi a. pulmonalis svédcici pro plicni embolii
- uzaviena jedna ze segmentalnich vétvi pro bazalni segmenty vpravo a vlevo
je uzavrena vétev pro apikoposteriorni segment horniho laloku;

hypodenzni uzel stitné zlazy;
zmeény plic pfi chronickém nikotinismu charakteru emfyzému a chronické
bronchitidy,

uzly plicni ke kontrole v Casovém odstupu bez suspekce na tumor v
zachyceném rozsahu (krom vySe zminéného uzlu ve stitné Zlaze).

Lécba: LMWH 6 dni — oralni antikoagulans
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Kategorizace rizika

vzniku zilni trombdzy a plicni embolie
s ohledem na riziko recidivy (=> délku nasledné lécby)

 rizikove faktory permanentni X transientni
 RF vrozené X ziskané
* RF klinické X laboratorni

,RF silné X slabé*

v TEN provokovana prechodnym rizikovym faktorem —
nejkratsi nutna antikoagul. th.
v TEN neprovokovana (,,idiopaticka“ ~ ,,primarni“) —
obvykle 6 mésicu, ale i ,dlouhodobé&”
v TEN spojené s trvajicim nebo trvalym RF — dlouhodobé




Kategorizace rizika vzniku
Zilni trombozy a plicni embolie

» Rizikové faktory permanentni X transientni
» RF vrozené X ziskané
» RF klinické X laboratorni

N neprovokovana (,,idiopaticka®, ,,primarni“) —
obvykle 6 mésicu, ale i ,dlouhodobé&”




Souhrn kasuistiky po 1. hospit.

DG:

 Idiopaticka, akutni hluboka zilni trombdza levé
horni konéetiny (v rozsahu v. brachiocefalica, v. subclavia, v.
axillaris a v. brachialis I. sin., v. jugularis interna) konzervativhé
léCena

A Plicni embolie bilat., asympt. - kiinicky low risk

— planovana doba Ié¢by: 6 mésicu
(pred ukonC. IéCby v planu USG ko pruchodnosti zil HK)




Rizika rekurence VTE - relativni riziko

Fahrni J, et al. Assessing the risk of recurrent venous thromboembolism-a practical approach,
Vasc Health and Risk Management 2015; 11, 451-459

RIZIKOVY FAKTOR relativni riziko /HR (95% ClI)
proximalni idiopaticka DVT 2.3(1.8-2.9)
obesita 1.6(1.1-2.4)
muzské pohlavi 2.8 (1.4-5.7)
positivni D-dimery (po ukonéeni IéCby) 2.6 (1.9 -3.5)
hereditarni trombofilie 1.5(1.1. - 1.9)
antifosfolipidové protilatky 2.4 (1.3-4.1)
rezidualni trombéza 1.5(1.1. - 2.0)

Pohlavi a rekurence TEN (studie AUREC):
» 1. ataka u obou pohlavi se stejnou incidenci
> rekurence vysSi u muzu
(n=826, 20% u muzu a 6% u zen,
@ g median sledovani 26 mésicu)
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Kasuistika F.V., 1950
vysSetreni za 6 meés. — rekanalizace zil LHK,
ale:

kontraindikace nebo selhani

“| antikoagulacni lécby, prip. jeji
komplikace

vlajici trombus v panevni zile
| nebo ve VCI, ev. non-compliance k 1é¢bé

1 PET/ CT:
* Hyperakumulujici lozisko levé plice -
USG verifikovana tromboza dif. dg prim. tu ¢i meta (onkologicka
PDK s vlajicim trombem Skala pravd. 5 — pozitivni).
archiv VFEN cr s v yre
* Hyperakumulujici lozisko ve stitne
Zlaze.
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Tromboza povrchove zily

Zdroj: archiv VFEN

» postihuje nejCastéji varikdzni zily na DK, variabilni spolupodil zanétlivé slozky (flebitis,
periflebitis)

» etiopatogeneze - mnoho rizikovych faktort spoleénych pro povrchovou i hlubokou Zilni
trombozu

« soudasny vyskyt HZT (25-30%) &i dokonce plicni embolie (5%)
« diagnozu lze sice stanovit fyzikalnim vySetfenim, ne ale jeji rozsah — USG k ozfejmeni
rozsahu trombodzy (vzdalenosti od spojeni s hlubokym zilnim systémem)

* urozsahlych varikoflebitid indikovana antikoagulaéni Ié€ba (2t. - 6t.): fondaparinux,
LMWH nebo oralni antikoagulans
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Kasuistika F.V, nar. 1950
DG pri propustéeni 2018:

O Plicni lozisko v S1/2 levé plice o vel. 6 mm dle PET/CT - k resekénimu vykonu
O Recidivujici TEN - subakutni proxim. trombosa PDK dg. 7.3.2018
St. p. hlubokeé zilni trombdze levé horni konCetiny v zafi 2017, komplik. low risk
PE bilat.
O Uzlovita piestavba §titné Zlazy, hyperakumulujici loZisko v levém laloku SZ

O Susp. tumor moC. méchyre (carcinoma in situ) dle cystokopie, hematurie
mikrosk., k doresSeni

Dop. medikace: LMWH v terapeutické davce do provedeni diagn. vykonu!
Nemocny podstoupil biopsii thyreoidey s benignim nal., ale

stavi se negativné k resekci plicniho loziska a IéCbé susp. ca moC. méchyre,

LMWH odmita po 3 tydnech aplikace - pfeveden na edoxaban.

A" CENTRU

\(ULT,W
4’6\
2 @ KARDIO
3 VASKULARNI
9
PRAZS




The NEW ENGLAND JOURNAL of MEDICIN I

ORIGINAL ARTICLE

Edoxaban versus Warfarin for the Treatment
of Symptomatic Venous Thromboembolism

The Hokusai-VTE Investigators®

60 1849
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Cim je studie HOKUSAI-VTE  Hsoeai)
specificka:

nejvetsi pocet nemocnych (n = 8292) - ve srovn. s ostatnimi NOAC
studiemi,

|éCba edoxabanem vs warfarinem navazujici na konvencni strategii
LMWH (enoxaparin),

zarazeni i nemocnych s PE (low risk nebo intermediate),
stanoveni NT-proBNP 2500 pg/mL a/nebo dle CT hrudniku (RVp/LV,
>0.9 ) — pozit. u 28%

provéreni ucinnosti a bezpecnosti 2 davek (30 a 60 mg 1xd.)
adjustace davky pri randomizaci i nasledne

flexibilni doba |éCby (3 - 12 mésicu), vyhodnoceni u€innosti u
vsech po 1 roce

{2
2 @ {jﬁ;‘,[(’l'}zmm 1. Raskob et al. J Thromb Haemost 2013;11:1287-1294
2. The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406—-1415



HokusaiV

Prim.cil ucinnosti — rekurence

) P-hodn.
Edoxaban Warfarin pro non-
(N=4118) (N=4 122) Relativni riziko (95% CI) inferioritu
VSichni nemocni s VTE, n (%)
Overall study period 130 (3.2) 146 (3.5) @+ <0.001
On-treatment period 66 (1.6) 80 (1.9) o+ <0.001
Pacienti s DVT , n (%) 2,468 (59.9) 2,453 (59.5)
Overall study period 83 (3.4) 81 (3.3) m
On-treatment period 48 (1.9) 50 (2.0)
Pacienti s PE, n (%) 1,650 (40.1) 1,669 (40.5)
Overall study period 47 (2.8) 65 (3.9) Ho—H
On-treatment period 18 (1.1) 30 (1.8) —o—
| 1 1
0 0.5 1 1.5
edoxaban warfarin
lepsi lepsSi
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Bezpecnost - krvaceni

BREAKDOWN OF CLINICALLY RELEVANT BLEEDING (PRIMARY SAFETY ENDPOINT) COMPOSITE OF MAJOR AND CLINICALLY RELEVANT NONMAJOR BLEEDING EVENTS IN
INHOKUSAI-VTE - SAFETY ON-TREATMENT POPULATION' HOKUSAI-VTE (PRIMARY SAFETY ENDPOINT) - SAFETY ON-TREATMENT POPULATION'
Clinicall relevant nonmajor blegding 0 0
10, 893 (n::m) I LOCANAS 0 g0 mg =418
I LIXANAY 60 mg/30 mg (e 119 (1=368 - 0 1 Vartain (V4122
J et S i
L T 150 A%
o 61 0
g ¢
$ 4 Mejor beding :
g B4
§ 1% 140 §
;.(a 24 (ﬂ=56) (ﬂ:%’ E
¢ (HR 0.84; 95% CI, 059 to 1.21; (HR 0.80; 95% CI, 0.68 0 0.93; 0 - |
P=0.35 for superiory) P>0.01 for superiority (HR 0.81; 95% C, 0.1 to 0.94; P=0.01 for superiority)

?p.KULTA//
S

KOMPLEXNI
@) VASkR ani
'\{ CENTRUM The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415

l:\ VFN Praha

)
o
[e]
&3

)




Typy zarazenych nem.

DvT PE with or without DVT Fragile
~40% of whom had -~1/3 associated with right .75 years of age
extensive DVT ventricular dysfunction andfor body weight

of <50 kg/110 Ibs and/or
CrCl of 30-50 mi/min

(proximal with a clot
involving the common
femoral or iliac vein)

{examined by CT and
NT-proBNP levets)
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LIXIANA® 60 mg patients receiving 30 mg
reduced dose at randomisation™

n=733

—

5
(’ 9, L« 18%
)
\
5
\

Elderly Cancer for which Prospectively dose reduced for one
75 years lopg-term treatment or more of the following factors
w"_h Iow-mol?cular * Renal impairment (CrCl of 30~50 ml/min)
We'gh‘F‘?Pa"“ was * Concomitant use of P-gp inhibitors
not anticipated verapanmil, dronedarone or quinidine tt

* Low body weight (<60 kg/132 Ibs)

1. Raskob et al. I Thromb Haemost 2013;11:1287-1294
2. The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406—-1415



Dulezité podskupiny
v Hokusai-VTE:

 nemocni s plicni embolii (40%)
* onkologické stavy (9%)

Zdroj: archiv VEN, Praha




Podskupina — pacienti s PE
a NT-proBNP 2500 pg/mL  "okusaiV Ik

6 A HR=0.52 (95% CI: 0.28-0.98)

3,3

Pacienti (%)

30/484

Edoxaban Warfarin

Rekurence VTE

The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415




Podskupiny - nador P

Rekurence VTE Klinicky relevantni krvaceni
Hazard Ratio P-value Hazard Ratio P-value
95% ClI 95% ClI
ANAMNEZA NADORU i
1
1
Pozitivni ca He— i 0.073 e 0.153
1
Negativni an. ca | i _| i I'.'
1
1
NADOR V DOBE i
RANDOMIZACE i
! —e——
Aktivni ca : 0.654
e i lo]
i
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
I 1 1 1 ] | 1
) 0 1 2 3 4 0 1 2 3
) Edoxaban Warfarin ] ) Edoxaban Warfarin !
lepsi lepsi lepsi lepsi
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Lancet Haematel. 2013 Aug;3{2):e370-87. doi: 10.1016/52352-3026(18)30057-6. Epub 2015 Jul 1.

Edoxaban for venous thrombnembnlismlin patients with cancer:}esults from a non-inferiority subgroup analysis of
the Hokusai-VTE randomised, double-blind, double-dummy tnal.

Raskob GE', wan Es M2, Segers A%, Angchaisuksiri P4, Oh Df, Boda ZF, Lyons RM7, Meijer KE, Gudz 15, Weitz JI'E, Zhang G, Lanz H'2, Mercur MF', Baller HR?; Hokusai-WTE invesfigators.

+ Author information

Abstract

BACKGROUMND: Venous thromboembalism occurs commaonly in patients with cancer. Direct oral anticoagulants are non-inferior to conventional anticoagulants for the
treatment of venous thromboembolism. We hypothesised that edoxaban, a direct oral inhibitor of activated clofting factor Xa, might be more suitable than conventional
anticoagulants in the management of cancer-associated venous thromboembolism. The aim of this study was to azsess the efficacy and safety of edoxaban compared with
warfarn in a subgroup of patients with cancer enrolled in the Hokusgai-WTE trial.

METHODS: We did a prespecified subgroup analysis in August, 2013, and a post-hor analysis of non-infericrity and safety in March, 2018, of the pafients with cancer
enrolied in the randomised, double-blind, double-dummy, multicentre, Hokugai-WTE trial done between Jan 28, 2010, and Oct 31, 2012, In this study, patients aged at least
18 years with acute symptomatic deep-vein thrombosis or acute symptomatic pulmonary embolism (with or without deep-vein thrombosis) were asszigned to receive
edoxaban 60 mg once per day (or 20 mg once per day for patients with a creatinine clearance of 30-50 mL/min, bodyweight =80 kg, or who were receiving concomitant
treatment with the P-glycoprofein inhibitors guinidine or verapamil) or warfarin (doze adjusted to maintain the international normalised ratio between 2-0 and 3-0) or
placebos for either group for at l2ast 3 months up to 12 months. All patients received initial therapy with open-label enoxaparin or unfractionated heparin for at least S days.
Edoxoban (or placebo) was started after dizcontinuation of initizl heparin; warfarin (or placebo) started concurrently with the study regimen of heparin. In our analyzis we
examined data for a subgroup of these patients who had a history of cancer or who had been categorised as having active cancer by the study physician at the time of
enrclment. Additionally, all patients with a history of cancer were reviewed post hoo and categorised according to the prezence or abzence of acfive cancer. The primary
efficacy outcome was the proportion of these patients with symptomatic recurrent venous thromboembaolism during the 12-month study period, analysed in the modified
intention-to-treat population, with an upper limit of the Cl for the hazard ratio (HR) of 1-5. The principal safety outcome was the proportion of patients who had clinically
relevant bleeding in the population of patients who received at least one doze of the study drug. This study iz registered with ClinicalTrialz.gov, number NCTID956154.

FINDING 5: Of 771 patients with cancer enrolled in the trial, 3758 were azsigned to edoxaban and 3593 to warfarin. Recurrent venous thromboembelism occurred in 14 (49%) of
378 patients given edoxaban and in 25 (73%) of 393 patients given warfarin (hazard ratio [HR] 0-53, 95% CI 0-28-1-00; p=0-0007). The upper limit of thiz 595% CI did not
exceed the non-inferiority margin of 1-5 that was prespecified for the trial. Elinicallz relevant bleeding {major or non-major) occurred in 47 (12%) of 278 patients who
received edoxaban and in 74 {19%) of 393 patients who received warfarin; HR for clinically relevant bleeding 0-64, 95% Cl 0-45-0-92; p=0-017. Major bleeding occurred in
ten (3%) of 378 patients with a history of cancer who received edoxaban and in 13 (3%) of 392 who received warfarin (HR 0-80, 5% CI 0-35-1-83).

Edoxaban — pravdepodobné stejné ucinny jako warfarin,
s méneé klinicky vyznamnymi krvacenimi
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Edoxaban for the Treatment of Cancer-Associated Venous
Thromboembolism

Gary E. Raskob, Ph.D., Nick van Es, M.D., Peter Verhamme, M.D., Marc Carrier, M.D., Marcello Di Nisio, M.D., David Garcia, M.D., Michael A. Grosso, M.D., Ajay K. Kakkar,
M.B., B.S., Michael ]. Kovacs, M.D., Michele F. Mercuri, M.D., Guy Meyer, M.D., Annelise Segers, M.D., et al., for the Hokusai VTE Cancer Investigators*

BACKGROUND Low-molecular-weight heparin is the standard treatment for cancer-associated venous

thromboembolism. The role of treatment with direct oral anticoagulant agents is unclear.

METHODS In this open-label, noninferiority trial, we randomly assigned patients with cancer who had
acure symptomatic or incidental venous thromboembolism to receive either low-molecular-weight
heparin for at least 5 days followed by oral edoxaban at a dose of 60 mg once dailv (edoxaban group) or
subcutaneous dalteparin at a dose of 200 IU per kilogram of bodv weight once daily for 1 month
followed by dalteparin at a dose of 150 IU per kilogram once daily (dalteparin group). Treatment was
given for at least 6 months and up to 12 months. The primary outcome was a composite of recurrent
venous thromboembolism or major bleeding during the 12 months after randomization, regardless of
treatment duration.

RESULTS Of the 1050 patients who underwent randomization, 1046 were included in the modified
intention-to-treat analvsis. A primarv-outcome event occurred in 67 of the 522 patients (12.8%) in the
edoxaban group as compared with 71 of the 524 patients (13.5%) in the dalteparin group (hazard ratio,
0.97; 95% confidence interval [CI], 0.70 to 1.36; P=0.0006 for noninferiority; P=0.87 for superiority).
Recurrent venous thromboembolism occurred in 41 patients (7.9%) in the edoxaban group and in 59
patients (11.3%) in the dalteparin group (difference in risk, —3.4 percentage points; 95% CI, —7.0 to
0.2). Major bleeding occurred in 36 patients (6.9%) in the edoxaban group and in 21 patients (4.0%) in
the dalteparin group (difference in risk, 2.9 percentage points; 95% CI, 0.1 to 5.0].

CONCLUSIONS Oral edoxaban was noninferior to subcutaneous dalteparin with respect to the

composite outcome of recurrent venous thromboembolism or major bleeding. The rate of recurrent

venous thromboembolism was lower but the rate of major bleeding was higher with edoxaban than with
dalteparin. (Funded by Daiichi Sankyo; Hokusai VTE Cancer ClinicalTrials.gov number, NWCT0O2073682.)
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Edoxaban for the Cancer-Associated
Venous Thrombembolism

Edoxaban was started after a course of thera-
peutic-dose low-molecular-weight heparin was
given subcutaneously for at least 5 days. This lead-
in low-molecular-weight heparin was not required
to be dalteparin; the choice of heparin and thera-
peutic regimen were at the discretion of the treat-
ing physician. Edoxaban was administered orally
at a fixed dose of 60 mg once daily, with or with-
out food. It was administered at a lower dose
(30 mg once daily) in patients with a creatinine
clearance of 30 to 50 ml per minute or a body
weight of 60 kg or less or in those receiving con-
comitant treatment with potent P-glycoprotein
inhibitors.

Dalteparin was given subcutaneously at a
dose of 200 IU per kilogram of body weight once
daily for 30 days,* with a maximum daily dose of
18,000 TU. Thereafter, dalteparin was given at a
dose of 150 IU per kilogram once daily.® If the
platelet count declined to less than 100,000 per
microliter during treatment, the dose of daltepa-
rin was temporarily reduced.
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Davka dalteparinu po 30 dnech
|éCby redukovana na tzv.
Jintermediarni IéCebnou davku®

Davka edoxabanu neménéna.

N Engl J Med 2018; 378:615-624



Je racionalni pouzivat snizené
davky NOAC v léecbé TEN?

studie léecby TEN s NOAC: celkem u 27 000 nem.

- pouze ve st. HOKUSAI-VTE zkousena nizSi davka i v akutni
fazi leCby

« RIETE registr: nizsi davky se pouzivaji u 15-20% léCenych
pro DVT/PE (stari, CHRI, ..... u malignit ...... ),

« v lecbe onkologickych nem. se davky LMWH bézné snizuji

B ) gemo, Mahé | et al. PLoS One. 2015; 10(6): €0128741.
9 I Published online 2015 Jun 15. doi: 10.1371/journal.pone.0128741



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468159/
https://dx.doi.org/10.1371/journal.pone.0128741

Davky edoxabanu HorusaiV

« Edoxaban 60 mg 1x denne (s jidlem nebo na laCcno)
/A Redukovana davka 30 mg 1x denné: T\

— Prirandomizaci

* Permanentné:
— CrCIl 30-50 ml/min
— hmotnost <60 kg

« DocCasné:
\ — Komedikace P-gp inhibitory: chinidin, verapamil /

— Béhem studie
» Permanentné pfi CrCl 30-50 mL/min a pfi >20% poklesu
nebo hmotnosti <60 kg a poklesu >10% proti vstupni hodn.

» Docasné: chinidin, verapamil, erytromycin, azitromycin, klaritromycin, ketokonazol,
itrakonazol

1. Raskob et al. I Thromb Haemost 2013;11:1287-1294
2. The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415



Primarni ucinnost a bezpecnost
- podskupina s davkou 30 mg

Edoxaban Warfarin Relativni riziko
(N=733) (N=719) (95% CI)

okusai

0.73
Rekurence VTE 22 (3.0 30 (4.2
(3.0 42) " (0.42-1.26)
Relativni
Edoxaban Warfarin riziko
(N=733) (N=719) (95% CI)
Primarni endpoint:
velké nebo klinicky 0.62 (0.44—
relevantni ,,non-major* St ({l=2) 222 (liey 0.86)
krvaceni, n (%)
Velké krvaceni, n (%) 11 (1.5) 22 (3.1) 0'5? f)%)z“_

The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415
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Je racionalni pouzivat snizené
davky NOAC v lécbhée TEN?

studie lecby TEN
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Souhrn: edoxaban v lécbé TEN

Edoxaban 60 mg, 1x denné non-inferiorni ve srovnani s konvencni léCbou
LMWH / warfarin.

SoucCasné edoxaban bezpeénéjsi ve smyslu redukce velkych a klinicky
relevantnich ,,non-major* krvaceni.

Efektivita a bezpelnost sledovany u rtiznych podskupin v porovnani s
warfarinem — nejvétsi poCty nemocnych v ramci studii s NOAC, konzistence
vysledku.

Uéinnost edoxabanu prokdzana i u nemocnych s PE, s elevaci NT-proBNP.

Také edoxaban 30 mg bezpeénéjsi proti warfarinu, pfi zachovani uc¢innosti.

Edoxaban non-inferiorni proti dalteparinu i u nemocnych s malignimi nadory.
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NOAC - léky registrované a dostupné v CR
s uhradou 1 rok od stanoveni
dg zilni trombaézy a plicni embolie

dabigatran rivaroxaban apixaban edoxaban

=> moznost lécby ,,na miru“.




