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vTento 1&¢ivy pripravek podléhd daldimu sledovani. To umozni rychlé ziskani novych informaci o bezpe&nosti. Zadame
zdravotnické pracovniky, aby hlasili jakékoli podezieni na nezadouci Gcinky. Podrobnosti o hlageni nezadoucich Gcinkd
viz bod 4.8.

Zkracena informace o léc¢ivém pripravku

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 piihody a systémové embolie
u dospélych pacientd s nevalvularni fibrilaci sini (NVAF) s jednim nebo vice rizikovymi faktory, jakymi jsou kongestivni
srdecni selhani, hypertenze, vék = 75 let, diabetes mellitus, prfedchozi cévni mozkova pfihoda nebo tranzitorni
ischemicka ataka (TIA). Lécba hluboké zilni trombdzy (DVT), plicni embolie (PE) a prevence rekurentnich DVT a PE
u dospélych (u hemodynamicky nestabilnich pacientl s PE ). Davkovani a zp@sob podani: Doporucend 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 parenterainim antikoagulanciem podavanym po dobu nejméné 5 dnl. Edoxaban a
inicialni parenteralni antikoagulancium nemaji byt podavany soucasné. U pacientl se stfedné zavaznou nebo zévaznou
poruchou funkce ledvin (CrCL 15-50 ml/min) je doporudend davka pripravku Lixiana 30 mg jednou denné. U pacientd
v kone¢ném stadiu rendlniho onemocnéni (ESRD) (CrCL < 15 ml/min) nebo u pacientd na dialyze se pouziti piipravku
Lixiana nedoporucuje. U pacientd s tézkou poruchou funkce jater se pouziti pfipravku Lixiana nedoporucuje. Bezpe¢nost
a Gdinnost pripravku Lixiana u déti a dospivajicich ve véku do 18 let nebyla stanovena. U pacientli, ktefi soub&zné
uzivaji pripravek Lixiana a nasledujici inhibitory P-gp: cyklosporin, dronedaron, erythromycin nebo ketokonazol, je
doporucend davka pripravku Lixiana 30 mg jednou denné. Lé¢ba pripravkem Lixiana mdZe byt zahajena nebo v ni Ize
pokradovat u pacientt, jejich? stav vyzaduje provedeni kardioverze. Pfed provedenim kardioverze je tfeba u vdech
pacientd provéfit, e pacient uZil pripravek Lixiana tak, jak bylo predepsano. Kontraindikace: Hypersenzitivita na
léCivou 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 povaZzovan za vyznamné riziko
zadvazného krvaceni, nekontrolovana tézka hypertenze, soubézna Iécba jinymi antikoagulacnimi pfipravky, téhotenstvi a
kojeni. Zvlastni upozornéni a opatieni pro pouziti: Edoxaban zvy$uje riziko krvéceni a mize zplsobit zévazné,
potencialné smrtelné krvaceni. PFi pouziti pFipravku Lixiana, stejné jako pfi pouziti jinych antikoagulancii, se doporucuje
opatrnost u pacientll se zvy$enym rizikem krvaceni. U starSich pacientll se ma pripravek Lixiana pouZivat soubé&zné
s kyselinou acetylsalicylovou s opatrnosti kvili moznému vy$&imu riziku krvaceni. Nedoporuéuje se pouZiti ptipravku
Lixiana u pacientl v kone¢ném stadiu renalniho onemocnéni nebo u pacientl na dialyze. Posouzeni renalni funkce: CrCL
se ma sledovat na zadatku Ié¢by u vdech pacientl a nasledné, pokud je to klinicky indikovéno. Interakce s jinymi
lécivymi pripravky a jiné formy interakce: Soubézné pouziti edoxabanu s cyklosporinem, dronedaronem,
erythromycinem nebo ketokonazolem vyzaduje snizeni davky na 30 mg jednou denné. Soucasné podani edoxabanu
s induktory P-gp (napriklad fenytoinem, karbamazepinem, fenobarbitalem nebo tfezalkou tec¢kovanou) mize vést ke
snizeni plazmatickych koncentraci edoxabanu. Nedoporucuje se dlouhodobé pouzivani NSAID s edoxabanem.
Nezadouci Gcinky: Nejcastéjsimi nezddoucimi Ucinky souvisejicimi s krvacenim, hodnocenymi v klinickych studiich,
byly pfi podavéni edoxabanu v ddvce 60 mg krvaceni do mékkych tkéni kiZe, epistaxe a vaginalni krvaceni. Krvéceni
mzZe nastat na jakémkoli mist& a miZe byt zavazné, a dokonce fatalni. Jinymi ¢astymi nezadoucimi Géinky pFi podavani
edoxabanu byly anémie, vyrazka, zavraté, bolest hlavy, bolest bficha, krvaceni v dolni a horni ¢asti zaZivaciho traktu,
nauzea a abnormalni funkéni jaterni test. UZivani ptipravku Lixiana miZe byt spojeno se zvy$enym rizikem okultniho
nebo zjevného krvaceni z jakékoli tkané nebo jakéhokoli organu s moznym nasledkem posthemoragické anémie.
Zvlastni opatfeni pro uchovavani: Tento |éCivy 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 ¢isla: EU/1/15/993/001, EU/1/15/993/016.
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Diive ne? ptipravek predepidete, seznamte se, prosim, s Gplnym souhrnem Gdajl o piipravku.
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Historie objevi antikoagulancii a jejich vyuziti v 1é¢cbé TEN

1916 heparin — McLean, Howell

1939 warfarin (antagonista vitaminu K) - Link

1937 heparin poprvé pouzit k 1écbé TEN (i.v.)
1944 warfarin poprvé pouzit k 1écbé TEN (p.o.)
Sekvencni pouziti — jiz v 2. poloviné 40. let
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wsually drained with an indwelling urethral catheter for
5 days. When, however, the patient has had & large
residual urine for many years it is of course imposaible
for the bladder to recover tone in this short time, In long-
stunding cases, therefore, the catheter has often had to be
replaced and left for varying periods, and afterwards the
residual urine has often had to be checked daily uneil the
bladder muscle eventually recovered. Occasionally in the
male sex where there is gross sscondary atony with & very
large residual urine which does not diminish after long-
continued drainage it may be necessary to carry o

partial cysteciomy 1o reduce 'bi.lddcr capacity and ing

such a case in a woman, but such therapy might
sionslly be required.

One patient suffering from a carcinoma of the bladder
peck had to be treated surgically,

In two cases results have been poor, One was an old
lady of 78 in whom I caused a vesicovaginal fistula; this
was repaired by operation. She made satisfactory pro-
gress but died eventually from ascending urinary infection.
The second case illustrares the difficulties that may be
encountered :

M, C, aged 62. Previous history of failed colposthaphy
for swress incontinence. Admitted to hospiml in unEmis—
very thin and emaciared. Blood-urea 83 mg. per 100 ml
Inravenous wrography showed considerable dilwtation of
both pelves and wreters. Utrne contained mumerpus whire
blood~cells with a moderate growth of Eicherichiz coli on
culture, With catherer drainage, condition improved remark-
ably. Investigations showed large residual urine and obstruc-
tion ar the bladder neck Transurethral resection relieved
obstruction end abolished residual wrine. Normal centrol
of micturitlon except she still had stress incontinence,
Gynecological opinion sought and further colporrhaphy
performed. After this she developed total incontinence of urine |

Some time later, in an artempt o cure the incontinence, T
carried out & urethral-sling operation without success. Hven-
tually, because she was in such a miserable state, an fleal
conduir had to be made. With this, her general condition
improved and the conduit was satisfactory. She still, however,
was & very poor soul and complained of vaginal discl
After long-conrinued gynmcological trestment, this did mot
clear up, and evenrgally it was found that the discharge was
really coming from her infected bladder. As this did not
clear up after prolonged continuous irrigetion through & two-
way indwelling catheter, the bladder finally had to be removed.
It was just an abscess cavity. After this the patient's condition
tmproved and she was discharged home.

Later she had the misfortuae to fall and break her fendgr.
After many months in hospital she was discharged home &
fair condition, only to contract bronchopncumonis, from
which she died.

Summary

Bladder-neck obstruction in the female is a very real
cendition, just as definite as proswtic obstruction in the
male, It can cause many types of urinary symptoms and
may lead to severe repal dysfunction. A well-performed
transurethral resection not only relieves symptoms but
restores the urinary tract to & healthy state.

T whould lke to recard my indebtedness w Dr. G, 'W. Ollerenshaw
and the members of the deparment of medical {llusration st the

er Royal Infirmary for thelr help in the preparstion of the

Bustrations; also to Dr. J. W. Huffman and the American Medical
Associstion for allowing me o reproduce fig, 2.
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ANTICOAGULANT DRUGS IN THE
TREATMENT OF PULMONARY EMBOLISM
A CONTROLLED TRIAL
D. W. Banmr
M.D. Land., M.R.C.P.

5. C. Jompaw
M.B. Brist.

ited Briztol Horpitals
THE use of an anticoagulant drug in treating venous
thrombosis was first reported by Murray et al. (1937) and
Crafoord (1937), who sdministered heparin, and soon
thl:rt were claims ithat the number of deaths from pul-
R aary em'boham was dlw:by reduced,

w:th intravenous h:pnn.n th no dﬂﬂn Bel:l.uu of the high
cost of heparin and the disadvantage of repested inoravenous
injections, longer-acting anticoagulant drugs of the coumarin
type came into more widespread use. Allen et al. (1947
reported 320 cases of pulmonary embolism treated with heparin
and dicoumarcl with coly 1 desth, Bauer (1959) has reported
627 cases of venous thrombosis, treated with heparin alone,
with only 5 deaths from pulmonary embolism, Of the 45 ather
paticots who had already had one pulmonary embolism 2 died.

In a retrospective survey covering thirteen years, Barker eral.
{19407 found evidence of venous thrombosis or pulmonary
embolism in 0-06% of 172,888 postoperative cases untreated
with anticoagulants; more than half of their patients with
pulmonary embolism died. In other series the morulity in
cases of pulmonary embolism has been high: de Takats and
Jesser '1;-ll:|| and Short (1952) reported a mormlity of
and 23%, mﬂ'dj

The d:unnm of pulm;m embeolism Is rarely proved
before death. The diagnosis in life rests on a combination
of symptoms and signs in the chest and legs and changes in
the radiogram and electrocardiogram; and in the less
severe cases the diagnosis is more uncertain, For this
reason it is unsatisfactory to compare results in series
reported by different workers.

There are other objections to this type of comparison.
Sudden death is common in pulmonary embolism, and
untreated series inclode patients who died before any
effective tremtment could have been given. In other cases
thedimn.wu:pmndmhic.ismnde only at necropsy.

£ .

'I'he risk of hiemorrhage has made many phrlimm and

surgeons unwilling to use anticoagulants routinely in the
LEATmeEnt nf pulmonary u'nb-nJ.um on existing evid

tion aﬂnrdcd h:.' mul:m.mlanu in a report by Ml.rh etal
(1954). They reported favourably on the value of anti-
coagulants in cases of wenous thrombesis but found that it
did not reduce the incidence of faral pulmonary embeali.
Once pulmonary embolism has occurred it may appear 1o
be too late for anticoagulants to be effective.

Our object has been to messure the effect of anti-
coagulants in patents who have had cpe pulmonsry
embolism, both on the course of the first embolism and on
the rizk of further attacks. It seemed essential to use the
method of observing concurrent series of patients, deciding
by chance whether they received anticoagulants or nbt.

Material and Methods
Selacticn of Patisnts

Medical and surgleal colleagues wt::uk:d.tobwﬂmu
the first indication thar pulmonary embolism might have
occurred in any of their patients. Pull clinical sxamination was




Nevyhody soucasné pouzivanych antikoagulancii

neparin -nepredvidatelny antikoagul. a¢inek nevhodny
-riziko HIT (heparinem indukovana pro dlouhodobé
trombocytopenie) uziti
- 0steoporosa
LMWH  -riziko HIT neprili§ vhodny

pro dlouhodobé uziti

Warfarin  -pomaly nastup ucinku nutné pravid. kontroly INR
-uzké terapeutické okno s upravou davky
-mnohocetné interakce
s 1¢ky a potravou

Keli, Int Angiol 2011






»Nova“ (?) oralni antikoagulancia

NOAC — non-vitamin K antagonist oral anticoaqulants
DOAC — direct oral anticoagulants

rivaroxaban
apixaban

dabigatran



//upload.wikimedia.org/wikipedia/commons/2/2f/Apixaban.svg
http://en.wikipedia.org/wiki/File:Rivaroxaban_structure.svg
http://en.wikipedia.org/wiki/File:Dabigatran_etexilate_structure.svg

Farmakologicke vlastnosti NOAC

Toabigatan ___[Rivaroban _____ [Apbaban _____|Edoxaban |

66% (bez jidla)

Biologicka dostupnost  EEEZ

Biologicky polocas 12-17 hodin

Renalni vylucovani 80% 35%
Metabolizace v jatrech NG Ano
se zapojenim CYP3A4

Absorpce s potravou ZAadny efekt

Doporuceno uzivani s Ne
jidlem

Ovlivnéni absorpce -12 az -30% (neni
W T RA s PATIIS NN klinicky relevantni)
¢i inhibitory protonové

pumpy

Gastrointestinalni Dyspepsie v 5-10% Bezproblémova

tolerance

Heidbuchel, Europace 2015;17:1467-1507

5-9 hodin (mladi)
eliminace 11-13 hodin (starsi)

50%

12 hodin
27%

Ano

Zadny efekt
Ne

Ne

Bezproblémova

62%

10-14 hodin
35-50%
Minimalni
(<4%
eliminace)
+6az +22%

Ne

Ne

Bezproblémova




NOAC vs. standardni 1écba u akutni TEN

Apixaban

Rivaroxaban

Dabigatran

Edoxaban

Nutnost
parenteralniho
antioagulancia

pired NOAC?

Pocet

Studie P
pacientu

5395
DVT: 3532
PE: 1836™

Dvojité

AMPLIFY! .
slepa

EINSTEIN-

DUT? DVT: 3449

Otevrena

EINSTEIN-PE® PE: 4832

RE-COVER* 2539

Dvojité
slepa

LMWH, UFH,
¢i fondaparinux

RE-COVER II° >5 dni

2568
8240
DVT: 4921
PE: 3319

Dvojité
slepa

Enoxaparin
¢i UFH
>5 dni

Hokusai-VTE®

Délka
1éCby
(mésice)

Davky NOAC

Apixaban
10 mg 2x/d 7 dni,
poté 5 mg 2x/d

Rivaroxaban
15 mg 2x/d 21 dni,
poté 20 mg 1x/d

6
or12

Dabigatran
150 mg 2x/d

Edoxaban
60 mg 1x/d

1.Agnelli et al. N Engl J Med 2013;369:799-808; 2. Bauersachs et al. N Engl J Med 2010;363:2499-2510; 3. Biiller et
al. N Engl J Med 2012;366:1287-1297; 4. Schulman et al. N Engl J Med 2009;361:2342-2352; 5. Schulman et al.
Circulation 2014;129:764-772; 6. The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415.




Hokusal-VTE: Globalni ucast
H@KUS@HVTE

.

6 kontinentii
37 zemi - .
439 studijnich center

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



Design studie

Randomizovana, dvojité zaslepena studie

Edoxaban 1x denné; n=4.118

| [
n@)KusanVTE

INR u placeba :

1

Objektivné potvrzena TEN I
Stratifikovana randomizace: :
« HZT/PE I
« Davka edoxabanu [
« Rizikové faktory :
INR I

|

1

1

1

I

I

Placebo edoxaban
= \Warfarin
------- Placebo warfarin
= Nizkomolekularni heparin / UFH

Raskob et al. J Thromb Haemost 2013;11:1287-1294

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

Warfarin (INR 2,0-3,0); n=4.122

12 mésica



Kritéria pro zarazeni do studie

Muzi nebo Zeny ve véku > 18 let

Pacienti s akutni symptomatickou proximalni HZT nebo s akutni
symptomatickou PE nebo s obojim, potvrzeno odpovidajicim diagnostickym
zobrazovacim vySetienim.

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



Hlavni kritéria pro vylouceni ze studie
=Kontraindikace pro LMWH, UFH nebo warfarin.

*Trombektomie, zavedeni kavalniho filtru nebo pouziti fibrinolyzy
=|ndikace pro warfarin, jiné nez DVT anebo PE.

*>48 hodin predchozi 1é¢by antikoagula¢nim pripravkem (LMWH, UFH
a fondaparinux) nebo vice nez jedna davka VKA pro 1é¢bu aktualni
epizody pred randomizaci.

=*Soubézna 1écba
*Aspirin >100 mg/den nebo dualni protidestickova lécba s
predpokladem pokracovani béhem studie
*Silny P-gp
*Systematické uzivani silnych inhibitori P-gp v dobé randomizace;
nasledné uzivani je pripustné

=CrClI <30 ml/min.

=Aktivni malignita (predpoklad dlouhodobého uzivani LMWH).

= Aktivni krvaceni nebo vysoké riziko krvaceni (kontraindikace pro

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



Rezimy davkovani

| S
y ®FwsauVTE
m Edoxaban 60 mg 1x denné

m davka snizena na polovinu, tj. 30 mg 1x denné:
= Pri randomizaci
m Trvale
s CrCl 30-50 ml/min
= Télesna hmotnost < 60 kg
m DocCasné™
= Soubézné uzivani silného inhibitoru P-gp: chinidin, verapamil

= Béhem studie
m Trvale
= CrCl 30-50 mi/min a > 20% pokles oproti vychozimu stavu
= Télesna hmotnost < 60 kg a > 10% pokles oproti vychozimu stavu
m Docasné*
® Soubézné uzivani silného inhibitoru P-gp: chinidin, verapamil,
erytromycin, azitromycin, klaritromycin, ketokonazol, itrakonazol
The Hokusai-VTE Investigators. N Engl J Med 2013;369:1406-1415



L]

m Cilové ukazatele i¢innosti rokusai

= Primarni: symptomaticka rekurentni VTE (slozeny ukazatel: rekurentni
DVT, nefatalni PE nebo fatalni PE) béhem 12mési¢niho obdobi trvani
studie.

= Sekundarni: slozeny klinicky vysledek: symptomaticka rekurentni DV'T,
nefatalni symptomaticka rekurentni PE a amrti ze vSech pri€in; sloZzeny
klinicky vysledek: symptomaticka rekurentni DV T, nefatalni
symptomaticka rekurentni PE a amrti
z KV pricin.

m Cilové ukazatele bezpe¢nosti

m Primarni: klinicky relevantni krvaceni (sloZeny ukazatel: zavazné nebo
klinicky relevantni nezavazné krvaceni béhem lécby nebo béhem 3 dnu od
vysazeni nebo prerusSeni uzivani studovaného pripravku).

= Sekundarni: vSechna umrti, MACE, abnormality jaternich enzymu a
bilirubinu.

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



Charakteristiky pacientu (1)

Prumérny vék (roky £ SD)
Vék > 75 let, %

Muzi, %

Hmotnost, %
<60 kg
>100 kg

Clearance kreatininu, %
30-50 ml/min

Pacienti, kterym byla pri randomizaci uréena davka 30 mg
edoxabanu 1x denné (nebo placebo), %

Rasa, %
Europoidni
Mongoloidni
Negroidni
Ostatni

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

Warfarin
(N=4.122)

5616
13

57

13
16




Charakteristiky pacientu (2)

Warfarin
(N=4.122)

Piipady HZT nebo PE, %
Nevyprovokované 66 65
Docasny rizikovy faktor” 28 28
Prodélana malignita 9 10
Aktivni malignita 3 2
Predchozi TEN 19 18

Skutecna délka 1écby studovanym lékem, %
3 mésice 12 13
>3 azZ < 6 mésicu 26 26
>6 mésicu 62 61
12 mésicu 40 40

Doba uzivani studovaného léku, prumérny pocet

+ +
dnii%SD / mediin 250%112/ 265 248+113/ 261
Celkem pacientorokii 1é¢by studovanym lékem 2.822 2.804

Celkem pacientorokii nasledného sledovani pro dany

studovany lék il .

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




Primarni vysledek ucinnosti (recidiva TEN)

“u”é~c
ﬂ@KMS@ﬂVTE

Primarni vysledek ucinnosti v predem specifikovanych podskupinach podle pocatecni diagnozy

P-hodnota
Edoxaban Warfarin pro non-
Vysledek (N=4.118) (N=4.122) Relativni riziko (95% CIl) inferioritu
Vsichni pacienti, n (%0)
Celé trvani studie 130 (3,2) 146 (3,5) @+ <0,001
Doba uzivani léku 66 (1,6) 80 (1,9) —C—— <0,001
Pacienti s DVT, n (%) 2.468 (59,9) 2.453 (59,5)
Celé trvani studie 83(3,4) 81 (3,3) lﬁ
Doba uzivani léku 48 (1,9) 50 (2,0)
Pacienti s PE, n (%) 1.650 (40,1) 1.669 (40,5)
Celé trvani studie 47 (2,8) 65 (3,9) —O—
Doba uZivani léku 18 (1,1) 30 (1,8) H—H
I T 1
0 0,5 1 1,5
edoxaban warfarin lepsi

lepSi

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



Kaplan-Meierovy kiivky vysledki Géinnosti Hox oaiVITE

40 - .
Celkové
P —— Warfarin
(@]
e\/ Edoxaban
= 3,0 1
17,]
2
5 HR 0,89, CI 0,7-1,13 p<0,001 pro non-inferioritu -
= n-tx
- e - - -
204 et et - —-—-- r=
17,
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>
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= TTR: 63,5%
g
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N>
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0 30 60 90 120 150 180 210 240 270 300 330 360

Podet pacientii Doba do sledované udalosti (dny)

Edoxaban celkem 4.118 4.050 4.024 4.002 3.985 3.974 3.959 3.885 3.692 3.524 3.358 3.190 2.918
Warfarin celkem 4.122 4.055 4.023 4.001 3.992 3.975 3.962 3.864 3.683 3.519 3.367 3.184 2.936
Edoxaban on-tx* 4.118 3.892 3.793 3.724 3.539 3.478 3.200 2.320 2.169 2.029 1.890 1.769 1.308
Warfarin on-tx* 4.122 3.893 3.791 3.703 3.499 3.423 3.170 2.305 2.140 2.015 1.880 1.740 1.306

TTR = doba v terapeutickém rozmezf; on-tx = podle protokolu (on-treatment)

The Hokusai-VTE Investigators. N Engl ] Med 2013;369:1406—-1415
Biiller H, on behalf of The Hokusai-VTE Investigators. Eur Heart | 2013;34(Suppl 1). Oral session 706



Hlavni vysledky bezpecnosti

Warfarin
(N=4.122)

0,81
(0,71-0,94)

Prvni zavazné nebo klinicky

r r 4 r r r 10 3
relevantni nezavazné krvaceni, % '

Zavazné krvaceni, %0 1,6
Fatalni 0,2 0,84

Nefatalni v kritickych oblastech 0,6 (0,59-1,21)
Nefatalni v nekritickych oblastech 0,8

Klinicky relevantni nezavazné 89 0,80
krvaceni,%0 ’ (0,68-0,93)

0,82

e nls e nama? O
Jakékoli krvaceni,% (0,75-0,90)

Edoxaban celkem 4.118 4.050 4.024 4.002 3.985 3.974 3.959 3.885 3.692 3.524 3.358 3.190 2918
Warfarin celkem 4.122 4.055 4.023 4.001 3.992 3.975 3.962 3.864 3.683 3.519 3.367 3.184 2.936
Edoxaban on-tx* 4.118 3.892 3.793 3.724 3.539 3.478 3.200 2.320 2.169 2.029 1.890 1.769 1.308
Warfarin on-tx* 4.122 3.893 3.791 3.703 3.499 3.423 3.170 2.305 2.140 2.015 1.880 1.740 1.306

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



Kaplan-Meierovy krivky primarnich vysledkii bezpec¢nosti

349/4.118 423/4.122 0,81
8,5% 10,3% (0,71-0,94)
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=

=

=

=

721

=

= HR, 0,81; 95% CI: 0,71 az 0,94; p=0,004 pro superioritu.
Z

i

E warfarin

= edoxaban
-

Doba do sledované udalosti (dny)
Pocet pacientt:
Warfarin 4122 3.757 3.627 3522 3313 3218 2.979 2.165 2.007 1.883 1.754 1.613 1212
Edoxaban 4118 3.840 3.695 3.587 3382 3308 3.038 2192 2.043 1.904 1.764 1.650 1.241

CI = interval spolehlivosti; Hep = hepatin; HR = pomeér tizik
The Hokusai-VTE Investigators. N Engl ] Med 2013;369:1406—1415



Analyza podskupiny uzivajici edoxaban 30 mg ‘l!Okusal

Primarni vysledek ucinnosti

Warfarin
(N=719)

Rekurentni VTE 30 (4,2) 0,73 (0,42-1,26)

Vysledky bezpecnosti

Warfarin
(N=719)

Primarni: prvni zavazné nebo
Kklinicky relevantni nezavazné 92 (12,8) 0,62 (0,44-0,86)
krvaceni, n (%0)

Zavainé krvaceni, n (%) 22 (3,1) 0,50 (0,24-1,03)

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



Analyza podskupin

Recidiva TEN Klinicky relevantni krvaceni*
Podskupina Pomér rizik  P-hodnota pro Pomér rizik P-hodnota
interakci pro
95% ClI 95% ClI interakci
Pocatecni diagnoza | i
1
PE s/lbez DVT = : HOH
1 NS NS
Pouze DVT H ol
1
Vékova skupina i
<75 let 4 i Ol
: NS NS
>75 let — ! e
Pohlavi i
Muzské S i |
: NS 0,004
Zenské — ! HeH
Vychozi rizikové faktory i
Docasné faktory — i e
I NS NS
Vsechny ostatni =| : Ol
1 1 1 1 1 1 1 1
~ 0] 1 2 K] _ 4 ~ 0] 1 2 _ 3
" Edoxaban Warfarin ’ " Edoxaban Warfarin ’
lepsi lepsi lepsi lepsi

L]
I@KMS@HVTE

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



Analyza podskupin

Recidiva TEN

Podskupina Pomér rizik P-hodnota

95% ClI pro interakci

Klinicky relevantni krvaceni

Pomér rizik

95% ClI

P-hodnota

pro interakci

Potieba davky 30 mg
edoxabanu pri
randomizaci

Ano ® 1

Ne
Télesna hmotnost pri
randomizaci (IXRS)
p|
-

Gl
>60 kg

Télesna hmotnost pri
randomizaci (IXRS)
<100 kg
>100 kg

Clearance kreatininu pr¥i
randomizaci (IXRS)
30-50 ml/min
>50 ml/min v

Fragilni
Ano
Ne

(1)

Soubézné uzivani
aspirinu

Ano

Ne

=

NS

NS

NS

NS

0,04

NS

0 2

- 4Ne

Edoxaban Warfarin
lepsi lepSi
Fragiln{ pacienti: vék = 75 let & télesnda hmotnost < 50 kg & CrCl 30-50 ml/min

*Prvni zavazné nebo klinicky relevantni nezavazné krvacen{
The Hokusai-VTE Investigators. N Engl | Med 2013;369:1406—1415
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NS

NS

NS

NS

NS

NS
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1

2

) Edoxaban
lepsi

Warfarin
lepsi



Analyza podskupin

B
)
-

an
@ )

Recidiva TEN Klinicky relevantni krvaceni
Podskupina Pomér rizik P-hodnota Pomér rizik P-hodnota
95% ClI pro interakci 95% ClI pro interakci
Anamnéza: i
malignita 1
Prodé¢lana malignita :
° H NS ® NS
Bez piedchozi malignity - H -
- I -
Aktivni malignita p¥i H
randomizaci i
1
Aktivni malignita : NS
1 =
I -
Bez aktivni malignity H
S 1 (]
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1 1 1 1 1 1 1 1
0] 1 2 K] 4 0] 1 2 K] 4
Edoxaban Warfarin Edoxaban Warfarin
lepsi lepSi lepsi lepsi

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




Analyza podskupin

Recidiva TEN Klinicky relevantni krvaceni
Podskupina Pomér rizik P-hodnota Pomér rizik P-hodnota
95% ClI pro interakci 95% ClI pro interakci
|
Procentné vyjadrena L
doba v terapeutickém !
rozmezi pro subjekty i
uzivajici warfarin pii :
sttedni hodnoté INR i
: -
® NS ¢ 0,018
<60% i
[ J : [ J
>60% '
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1 1 1 1 1 1 1
5 0] 1 2 3 4 0 1 2 -3
Edoxaban Warfarin Edoxaban Warfarin
lepsi lepsi lepsi lepsi

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



Analyza podskupin HokusaiVTE

Recidiva TEN Klinicky relevantni krvaceni
Podskupina Pomér rizik P-hodnota Pomér rizik P-hodnota
95% ClI pro interakci 95% ClI pro interakci
i
Délka po&itetni 16&by ] NS NS
heparinem p¥i nebo 1
po randomizaci i .
0-5 dni S S
6 dnit o | ®
7 dnti @ 1 ] o
8-9 dnii T i
>10 dnt L I -
:
1
Doba pocatecni 1écby i
heparinem p¥i nebo H
po randomizaci H
<Median (7 dni) S " | i —
>Median (7 dnti) 5 ! —
Typ heparinu i
podavany pri 1
poéatetni 16¢bé i
1
1
Enoxaparin e | H e
UFH — —
1 1 1 1 1 1 1 1
5 0] 1 2 3 4 0 1 2 -3
Edoxaban Warfarin Edoxaban Warfarin
lepsi lepSi lepsi lepsi

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



Extendovana lé¢ba NOAC - studie

Studie

AMPLIFY-
EXT!

EINSTEIN-
EXT?

RE-

] SONATE3
Dabi-

gatran

Dabi-

gatran RE-MEDY?

antikoa | Davky

gulatni [NOAC| Kemparator

Dvojité
slepa

Dvojité
slepa

Warfarin,
INR 2-3

Zavazné Klinicky relevantni

Recidiva TEN - krvaceni -HR Krv.

HR

1,7%vs. 8,8% 0,1%vs. 0,5%  4,3% vs. 2,7%
0.20 (0,11-0,34) 0,25 (0,03-2,24) 1,62 (0,96-2,73)

1,7%vs.8,8% 0,2%vs.0,5% 3,2% vs. 1,7%
0,19 (0,11-0,33) 0,49 (0,09-2,64) 1,2 (0,69-2,10)

0,3% vs. 7.1% . 6,0% vs. 1.2%
018(0,09-039) VS0 5193117

0,4% vs. 5.6% . 5,3% vs. 1.8%
008 (002:025) VS0 59 (150.5 60)

6-36  18%vs.13% 0,9%vs.1,8%  5,6% vs. 10,2%
1,44 (0,78-2,64) 0,52 (0,27-1,02) 0,54 (0,41-0,71)

1. Agnellietal. N Engl J Med 2013; 368(8): 699-708; 2. 2. Bauersachs et al. N Engl J Med 20w10;363:2499-2510; 3. Schulman et
al. N Engl J Med 2013; 368(8): 709-18 4




HOKUSAI-VTE: post-hoc analyza — recidiva TEN

—— Edoxaban on-treatment —— Warfarin on-treatment
—— Edoxaban overall —— Warfarin overall
S -
90 &
g 4 - H 5 . bi:.a
80 E okusail Vv
&
- (&)
S 8 34
e’ 5
5 =
% 60 2 27
S g
E +
g 504 g 17
2 : —
> D 2 —
o (274
& 404 0 | - | | T T T | | ]
é 0 95 120 150 180 210 240 270 300 330 360
(O] . - .
,é - | ——— Time after randomisation (days)
& Edoxaban on-treatment 3633 3557 3493 2999 2298 2163 2035 1898 1766 1017
Edoxabanoverall 3633 3625 3618 3605 3539 3362 3207 3052 2901 2657
20 Warfarin on-treatment 3594 3518 3452 2967 2279 2148 2025 1882 1750 981
Warfarinoverall 3594 3590 3577 3567 3476 3315 3162 3029 2866 2656
10
O T T I ] ﬁ ] T T i
0 95 120 150 180 210 240 270 300 330 36(

Time after randomisation (days)

Edoxaban vs. warfarin (3-12 mésica): 0,3% vs. 0,4% , HR 0,78, 95% CI 0,36-1,72

Raskob et al., Lancet Haematol;3: e228 - e236




HOKUSAI-VTE: post-hoc analyza - krvaceni

—— Edoxaban on-treatment
—— Warfarin on-treatment

HokusaiV

Major or clinically relevant non-major bleeding (%)

1 T T T T T T T T 1
0 95 120 150 180 210 240 270 300 330 360

Number at risk Time after initial study drug administration (days)

Edoxaban on-treatment 3633 3512 3432 2503 2189 2060 1916 1789 1666 243
Warfarin on-treatment 3594 3482 3382 2406 2184 2066 1925 1792 1662 248
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1SIO 18IO 21|O ZAI,O 2}0
Time after initial study drug administration (days)
Edoxaban vs. warfarin (3-12 mésicii):
klinicky relevantni krvaceni: 3,9% vs. 4,1%, HR 0,97, 95% CI1 0,77-1,22
Zavazné krvaceni: 0,3% vs. 0,7%, HR 0,45, 95% CI 0,22-0,92

Raskob et al., Lancet Haematol;3: €228 - €236




HOKUSAI-VTE: post-hoc analyza — PE s dysfunkci pravé komory

Definice RV — dysfunkce: NT-proBNP > 500 pg/ml /. - ;
a/nebo pomér rozméru RV/LV > 0,9 na CT e |
(NT-proBNP k diposzici u 95% pacientt s PE;
RV/LV u 57% pacientil)

3319 pacientii (40%) mélo PE: —=

Edoxaban Warfarin HR 95%Cl)
(n=1566) (n=1599)

NT-proBNP > 465 (30%0) 507 (32%)

500 pg/ml

Recidiva TEN 14/465 (3%0) 30/507 (6%0) 0,50 (0,26-0,94) ,

p=0,033

* Fatalni PE 4 13

* Nonfatalni PE 8 13

- HZT 2 4

Nebyly vyznamné rozdily v charakteristikach pacienti v edoxabanové a

warfarinové skupiné W

usai

Brekelmans, Lancet Haematol 2016



|
ﬂ@KMSaEVTE

HOKUSAI-VTE: post-hoc analyza — PE s dysfunkci pravé komory

Edoxaban Warfarin HR 95%ClI)
(n=1566) (n=1599)

RV/ILV>09na 414 (44%) 427 (45%)
CT

Recidiva TEN 11/4145 (3%o) 20/427 (5%) 0,57 (0,27-1,17) ,
p=0,13

Fatalni PE 16
Nonfatalni PE /
HZT

Brekelmans, Lancet Haematol 2016



lokusai

HOKUSAI-VTE: post-hoc analyza — PE s dysfunkci pravé komory

— U pacientii se znamkami RV dysfunkce:
Heparin — edoxaban u¢innéjsi nez heparin-warfarin v prevenci recidivy TEN

Edoxaban — stabilni farmakokineticky a farmakodynamicky profil
— konstantni uroven antikoagula¢niho efektu



Unikatni rysy studie Hoorm=VTE

Nejvétsi dosud provedena studie sledujici Siroké spektrum pacientii s
VTE (v€etné pacientii se submasivni PE).

Jedina studie sledujici sniZené davkovani u pacientii se zvySenym
rizikem Kkrvaceni.

Uprava davkovani p¥i randomizaci a béhem studie u pacientt s CrCl
30-50 ml/min, hmotnosti < 60 kg nebo soubéZnym uzivanim
inhibitoru P-gp.

Flexibilni délka trvani 16¢by (3-12 mésici).

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



Unikatni rysy studie rokus

Primarni analyza G¢innosti provedena pii dosazeni 12 mésici.!?
Design studie simuluje béZnou klinickou praxi.

Edoxaban byl porovnavan s nejlepSim moZnym standardem péce
[TTR 63,5 % ve skupiné uzivajici warfarin].

~40 % pacientt uzivalo studovany Iék az 12 mésici.!

TTR = doba v terapeutickém rozmezf;
1. Raskob et al. | Thromb Haemost 2013;11:1287-1294
2. The Hokusai-VTE Investigators. N Engl | Med 2013;369:1406—1415



2014 ESC Guidelines on Dg and Management of Acute PE

Potvrzena role NOAC:
stejné ucinna

Weoewr

Konstantinides et al Eur Heart J 2014;35:3033-3069



Nova doporuceni v 1é6¢bé TEN — vybér antikoagulancia

Faze 1écby

(Trombolyza)
(UFH), LMWH/VKA
NOACt LMWH (UFH)

Pacienti bez malignity: navrzeno pokracovat v jiz
navrZeno preferovat NOAC zavedené 1écbé (2C)

pred antagonisty vitaminu K

)

Kearon CHEST Guideline, CHEST 2016



2017 ESC Guidelines on Dg and Management of Acute DVT

Nejsou-li kontraindikace, je doporuceno preferovat u pacienti s HZT
(bez malignity) NOAC jako 1ék prvni volby pro inicidlni i dlouhodobou 1é¢bu

Mazzolai, Eur Heart J 2017:;00:1-14



Uhrada NOAC v indikaci 1é¢by a sekundarni prevence HZT:

a) po dobu 3 mésicii, pokud rizikovy faktor vzniku trombézy pominul - v
pripadé ,,sekundarni trombdzy*, napr. po operaci, po urazu, po porodu,

b) po dobu 6 mésict, pokud nebyl vyvolavajici faktor vzniku zjistén, tj. jedna
se o idiopatickou trombézu,

C) po dobu 12 mésicii U nemocnych S vvznamnou trombofilii, zejména
vrozenou (deficience antikoagulacné puisobicich proteiniit nebo kombinace
heterozygocie mutaci faktoru V a ll, pripadné jejich samostatna homozygotni
forma, pozitivita lupus antikoagulans), pripadné jde-li o recidivu proximalni
flebotrombo6zy nebo symptomatické plicni embolie a pri zvySeném riziku
recidivy na podklade ziskaného, trvajictho trombofilniho stavu (hormonalni lécbha,
kterou nelze ukoncit nebo prerusit, nefroticky syndrom,

chronické autoimunitni onemocnéni, nespecificky strevni zanét, pokrocilé stavy
srdecni nebo respiracni insuficience - NYHA 11l a IV).

Podminky uhrady dle www.sukl.cz



Zavéry. Hokusai-VTE

m Reflektujici skute¢nou 1écbu VTE, sledujici Siroké spektrum
pacienti vCetné pacienti s téZkou plicni embolii.

= Primarni vysledek ucinnosti:
= Edoxaban 1x denné (po pocatecni lé¢ba LMWH ¢i UFH) byl

non-inferiorni vii¢i dobi'e kontrolované 1é¢b€é warfarinem
z hlediska rekurentni symptomatické zilni tromboembolie (HR

0,89; 95% CI 0,70 az 1,13; P<0,001 pro non-inferioritu).

= Hlavni vysledek bezpecnosti:

m Klinicky relevantni krvaceni, zavazné krvaceni (definovano
jako uhrn zavazného krvaceni a klinicky relevantniho
nezavazného krvaceni) bylo zaznamenano u mensiho poctu
pacienti ve skupiné uzivajici edoxaban 1x denné nez ve skupiné
uzivajici warfarin (HR 0,81; 95% CI 0,71 az 0,94; P=0,004 pro
superioritu).

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