
.ÏÖï ÏÒÜÌÎÅ ÁÎÔÉËÏÁÇÕÌÁÎÃÉÜ 
v ÌÉÅéÂÅ ÖÅÎĕÚÎÅÈÏ 
tromboembolizmu  

WǳǊŀƧ aŀřŀǊƛő 



De Caterina R, et al. Thromb Haemost. 2013  

V s¼ľasnosti dostupn® 
antikoagulanci§ 
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Healey J et al. ESC 2011 

Ēľinn§ antikoagulaľn§ lieľba - 
warfarin  



Å̈ ȊƪŜ ǘŜǊŀǇŜǳǘƛŎƪŞ okno ς ǾŜƯƪł őŀǎǙ pacientov mimo 
ǘŜǊŀǇŜǳǘƛŎƪŞƘƻ okna (do 60%!) 

 

Å±ȇǎƪȅǘ ǾŜƯƪŞƘƻ ƪǊǾłŎŀƴƛŀ 2% Ǉƻőŀǎ ǇǊǾȇŎƘ 6 mesiacov ƭƛŜőōȅ 
warfarinom 

ÅŦŀǘłƭƴŜ ƪǊǾłŎŀƴƛŜ 11% z ƪǊǾłŎŀƴƝ 

ÅƛƴǘǊŀƪǊŀƴƛłƭƴŜ ƪǊǾłŎŀƴƛŜ 9% z ǾŜƯƪȇŎƘ ƪǊǾłŎŀƴƝ s rizikom mortality 
46% 

ÅCarrier M, et al. Ann Intern Med 2010 
ÅLinkins LA, et al. Ann Intern Med 2003 
ÅDouketis JD, et al. Arch Intern Med 2000 

ÅHealey J et al. ESC 2011 

Hlavn® limit§cie lieľby 
warfarinom  



Å [ƛŜőōŀ hlbokej ǾŜƴƽȊƴŜƧ ǘǊƻƳōƽȊȅ pri ƴŜǵőƛƴƴƻǎǘƛ ǿŀǊŦŀǊƝƴǳ definovanej 

ako hodnota INR pod 2.0 po troch ǘȇȌŘƶƻŎƘ ƭƛŜőōȅ ǇƻǘǾǊŘŜƴł ŀǎǇƻƶ 

ǑƛŜǎǘƛƳƛ meraniami 

Å 6 Lbw ƳŜǊŀƴƝ Ǉƻőŀǎ о ǘȇȌŘƶƻǾ, ŎŎŀΦ ƪŀȌŘŞ о Řƴƛ ς Ǿ őŀǎŜ ƴŀƧǾŅőǑƛŜƘƻ ǊƛȊƛƪŀ 

ŜƳōƻƭƛŎƪȇŎƘ ƪƻƳǇƭƛƪłŎƛƝ ŀ ǇǊƻƎǊŜǎƛŜ ǘǊƻƳōƽȊȅ 

Å ŘƻǎƛŀƘƴǳǘƛŜ Lbw ƴŀŘ нΦл ƴŜȊƴŀƳŜƴł ǎǇǊłǾƴǳ όōŜȊǇŜőƴǵύ ŀƴǘƛƪƻŀƎǳƭłŎƛǳ  

Å 1 meranie INR  zo 6  s hodnotou nad  2 (TTR 17%) ƴŜƳƻȌƴƻ ǇƻǾŀȌƻǾŀǙ  za 

ŘƻōǊŜ ƪƻƴǘǊƻƭƻǾŀƴǵ ƭƛŜőōǳ 

Å [ƛŜőōŀ hlbokej ǾŜƴƽȊƴŜƧ (HVT) a prevencia rekurencie HVT a ǇƯǵŎƴŜƧ 

ŜƳōƽƭƛŜ (PE) po ŀƪǵǘƴŜƧ HVT u ŘƻǎǇŜƭȇŎƘ 

LƴŘƛƪŀőƴŞ ƻōƳŜŘȊŜƴƛŜ 

Rivaroxaban ð indik§cia VTE do 
1.7.2014 



Å[ƛŜőōŀ ƘƭōƻƪŜƧ ȌƛƭƻǾŜƧ ǘǊƻƳōƽȊȅ ŀ ǇǊŜǾŜƴŎƛŀ ǊŜƪǳǊŜƴŎƛŜ ƘƭōƻƪŜƧ ȌƛƭƻǾŜƧ 
ǘǊƻƳōƽȊȅ ŀ ǇƯǵŎƴŜƧ ŜƳōƽƭƛŜ ǳ ǇŀŎƛŜƴǘƻǾ ǎ ǇǊƻȄƛƳłƭƴƻǳ όƭƻƪŀƭƛȊƻǾŀƴł Ǿƻ 
ǾŜƴŀ ǇƻǇƭƛǘŜŀ ŀ ǇǊƻȄƛƳłƭƴŜƧǑƛŜύ Ƙƭōƻƪƻǳ ȌƛƭƻǾƻǳ ǘǊƻƳōƽȊƻǳΣ ƪǘƻǊł ƳǳǎƝ ōȅǙ 
ƻōƧŜƪǘƛǾƴŜ ǇƻǘǾǊŘŜƴł όŘǳǇƭŜȄƴȇƳ ǳƭǘǊŀȊǾǳƪƻǾȇƳ ŀƭŜōƻ ǾŜƴƻƎǊŀŦƛŎƪȇƳ 
ǾȅǑŜǘǊŜƴƝƳ) 

 

ÅDoba ǳƘǊłŘȊŀƴŜƧ ƭƛŜőōȅ ƧŜ ƭƛƳƛǘƻǾŀƴł ƴŀ ƳŀȄƛƳłƭƴŜΥ 

Åa) 3 mesiace Ǿ ǇǊƝǇŀŘŜ ǇǊǾŜƧ ǾȅǇǊƻǾƻƪƻǾŀƴŜƧ ƘƭōƻƪŜƧ ȌƛƭƻǾŜƧ ǘǊƻƳōƽȊȅ 

Åb) 6 mesiacov Ǿ ǇǊƝǇŀŘŜ ƛŘƛƻǇŀǘƛŎƪŜƧ ƘƭōƻƪŜƧ ȌƛƭƻǾŜƧ ǘǊƻƳōƽȊȅ 

Åc) 12 mesiacov Ǿ ǇǊƝǇŀŘŜ ƻǇŀƪƻǾŀƴŜƧ ǊŜŎƛŘƛǾǳƧǵŎŜƧ ƘƭōƻƪŜƧ ȌƛƭƻǾŜƧ 
ǘǊƻƳōƽȊȅ  

Åd) dlhodobo ǳ ǇŀŎƛŜƴǘƻǾΣ ǳ ƪǘƻǊȇŎƘ ƧŜ ƛƴŘƛƪƻǾŀƴł ŘƭƘƻŘƻōł 
ŀƴǘƛƪƻŀƎǳƭŀőƴł ƭƛŜőōŀ ŀ ǎǵ ƴŜǾƘƻŘƴƝ ƴŀ ƭƛŜőōǳ  ǿŀǊŦŀǊƝƴƻƳ  

N§vrh indikaľn®ho obmedzenia 



1. hŘǎǘǊłƴƛǙ ŘƛǎƪǊƛƳƛƴłŎƛǳ ƻōőŀƴƻǾ {w  

 

2. YƭƛƴƛŎƪȇ ōŜƴŜŦƛǘ ǇǊŜ ǇŀŎƛŜƴǘŀ 

 

3. ½ǾȇǑŜƴƛŜ ƪƻƳŦƻǊǘǳ ǇǊŜ ǇŀŎƛŜƴǘŀ 

 

4. Bez ǇǊŜŘǇƻƪƭŀŘǳ ƳŀǎƝǾƴŜƘƻ ƴŀǾȇǑŜƴƛŀ ŦƛƴŀƴőƴȇŎƘ 
ƴłƪƭŀŘƻǾ ς ǾŅőǑƛƴƻǳ őŀǎƻǾƻ ƻōƳŜŘȊŜƴł ƭƛŜőōŀ ǳ ǊŜƭŀǘΦ 
ƳŜƴǑŜƧ ǎƪǳǇƛƴȅ ǇŀŎƛŜƴǘƻǾ όC! 55 000 z nich po CMP 12 000; 
VTE 9 000 pacientov) 

Hlavn® argumenty v prospech 
¼pravy indikaľn®ho obmedzenia 
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Year 

Prevalencia VTE so do roku 2015 ȊŘǾƻƧƴłǎƻōƝ 3 

>750 000 VTE events/year1 >900 000 VTE events/year2 

1. Cohen AT et al. Thromb Haemost 2007 
2. Roger VL et al. Circulation 2012 

3. Deitelzweig SB et al. Am J Hematol 2011 

Perspekt²va vĪskytu VTE 



tǊƻȄƛƳłƭƴŀ HVT (vena poplitea a ǇǊƻȄƛƳłƭƴŜƧǑƛŜ) 

+ 

hōƧŜƪǘƝǾƴŜ potvrdenie HVT (Duplex USG, flebografia)  

¨ƘǊŀŘŀ ƭƛŜőōȅ ZP ƳŀȄƛƳłƭƴŜ: 

a) tǊǾł ǾȅǇǊƻǾƻƪƻǾŀƴł HVT    3 mes. 

b) LŘƛƻǇŀǘƛŎƪł HVT     6 mes. 

c) wŜŎƛŘƛǾǳƧǵŎŀ HVT 

 + ŀǎǇƻƶ jedno z: 

1. 2 merania zo 6-tich nie ǎǵ v ǊƻȊƳŜŘȊƝ INR 2-3   

2. wŜŎƛŘƝǾŀ HVT/PE napriek ƭƛŜőōŜ ǿŀǊŦŀǊƝƴƻƳ 12 mes. 

3. [ƛŜőōŀ ǿŀǊŦŀǊƝƴƻƳ je ƪƻƴǘǊŀƛƴŘƛƪƻǾŀƴł 

YŀǘŜƎƻǊƛȊłŎƛŀ lieku rivaroxaban Ǉƭŀǘƴł od 1.7.2014 

Indikaľn® obmedzenia na ¼hradu lieku ZP  
Rivaroxaban (Xarelto) v lieľbe a sek.prevencii VTE 



Ájedna molekula fXa je ȊƻŘǇƻǾŜŘƴł za vznik asi 1000 ƳƻƭŜƪǵƭ ǘǊƻƳōƝƴǳ 

Árivaroxaban, apixaban ƛƴƘƛōǳƧǵ fXa priamo ƴŜȊłǾƛǎƭŜ ƴŀ ŀƴǘƛǘǊƻƳōƝƴŜ 

ÁLMWH, fondaparin ς nepriame ƛƴƘƛōƝǘƻǊȅ fXa ŀƪǘƛǾłŎƛƻǳ ŀƴǘƛǘǊƻƳōƝƴǳ 

Ádabigatran ς priamy ƛƴƘƛōƝǘƻǊ ǘǊƻƳōƝƴǳ 

Nov® p.o. lieky priamo ovplyvřuj¼ce 

koagulaľn® faktory 



Charakteristika Apixaban Rivaroxaban Dabigatran  

/ƛŜƯƻǾł molekula Faktor Xa Faktor Xa  ¢ǊƻƳōƝƴ (IIa) 

Prodrug Nie Nie #ƴƻ 

.ƛƻƭƻƎƛŎƪł ŘƻǎǘǳǇƴƻǎǙ 50% 80% 6% 

DłǾƪƻǾŀƴƛŜ 2xdenne нȄŘŜƴƴŜ Χ 1xdenne  2xdenne 

Tmax 3 ς 4 h 2 ς 4 h 1.25 ς 6 h 

tƻƭőŀǎ 8 ς 15 h 7 ς 11 h 14 ς 17 h 

±ȅƭǳőƻǾŀƴƛŜ ƻōƭƛőƪŀƳƛ  25% 35% 80% 

Monitorovanie 
Nie   
 (Xa) 

Nie  
 (Xa) 

Nie  
(aPTT,Hemoclot) 

11 

Farmakodynamick® charakteristiky 
NOAK 



Skupiny [łǘƪŀ Prevencia 
VTE 

[ƛŜőōŀ a 
ǎŜƪǳƴŘłǊƴŀ 
prevencia VTE 

tǊŜŘƮȌŜƴł 
ƭƛŜőōŀ VTE 

Antagonisti Xa rivaroxaban RECORD EINSTEIN DVT 
EINSTEIN PE 

EINSTEIN-EXT 

apixaban ADVANCE AMPLIFY VTE AMPLIFY-EXT 

edoxaban STARSE HOKUSAI VTE 

Antagonisti 
ǘǊƻƳōƝƴǳ (IIa) 

dabigatran RE-COVER 
RE-COVER II 

RE-MEDY 
RE-SONATE 

Å ½ƧŜŘƴƻŘǳǑŜƴŞ ŘłǾƪƻǾŀŎƛŜ ǊŜȌƛƳȅ 
Å ¿ƛŀŘƴŜ ŘƛŞǘƴŜ ƻōƳŜŘȊŜƴƛŀ 
Å tǊŜŘǾƝŘŀǘŜƯƴȇ ǵőƛƴƻƪ ōŜȊ ǇƻǘǊŜōȅ ƳƻƴƛǘƻǊƛƴƎǳ 
Å aƻȌƴƻǎǙ ǇƻŘłǾŀǙ ŦƛȄƴŞ ŘłǾƪȅ 

NOAK ð VTE klinick® ģt¼die 



RE-MEDYÊ* 

Month 6 Month 12 Month 48 

EINSTEIN-DVT 

AMPLIFY 

AMPLIFY-Extension 

Month 30 

RE-COVERÊ  

RE-COVERÊ II 

EINSTEIN-PE 

PradaxaÑ Apixaban Rivaroxaban 

Time 

RE-SONATEÊ 

EINSTEIN-Extension 

Light-colored: placebo-controlled trials 

Treatment 

duration  

 3, 6 or 12 mo 

Treatment 

duration  

  6 or 12 mo 

HOKUSAI-VTE 

Edoxaban  

Pretreatment  

3ï12 months*  

Pretreatment  

6ï18 months  

Pretreatment  

6ï12 months  

Pretreatment  

6ï12 months  

Parenteral 

therapy 

Treatment 

duration  

 3ï12 mo 

Treatment 

duration  

 6ï36 mo 

Month 18 Month 24 
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NOAK ð VTE klinick® ģt¼die 



NOAK v klinickĪch VTE 

ģt¼di§ch fazy III 

ÅNOAK ŀǎǇƻƶ tak ŜŦŜƪǘƝǾƴŜ ako VKA  

 

ÅNOAK rovnako ōŜȊǇŜőƴŞ/ōŜȊǇŜőƴŜƧǑƛŜ ako VKA 

 

ÅAdherencia k ƭƛŜőōŜ a ǾŜŘƯŀƧǑƛŜ ǵőƛƴƪȅ NOAK 
ǇƻǊƻǾƴŀǘŜƯƴŞ s VKA 
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0 

1.0 

2.0 

3.0 
Rivaroxaban (n=1,731) 

Enoxaparin/VKA (n=1,718) 
4.0 

Ļas do udalosti, dni 

Rivaroxaban 

(n/N) 

Enox/VKA 

(n/N) 

HR 

(95% CI) 

36/1,731 51/1,718 
0.68  

(0.44 to 1.04) 

EINSTEIN Investigators. N Engl J Med 2010 (TBC) 

p<0.001 pre non-inferioritu 

ĒľinnosŦ rivaroxabanu v lieľbe a  

sek.prevencii VTE  



RE-COVER Study Group. N Engl J Med 2009 

ĒľinnosŦ dabigatranu v lieľbe a 

sek.prevencii VTE  

YǳƳǳƭŀǘƝǾƴŜ riziko rekurencie VTE alebo s ƶƻǳ spojenej mortality Ǉƻőŀǎ 6 ƳŜǎŀőƴŜƧ ƭƛŜőōȅ 



ĒľinnosŦ NOAK v prevencii rekurencie  VTE 

Rekurencia VTE 



Enoxaparin/VKA (n=1,711) 

Rivaroxaban (n=1,718) 

Ļas do udalosti, dni 
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14 

Rivaroxaban 

(n/N) 

Enox/VKA 

(n/N) 

ARD  

(95% CI) 

HR 

(95% CI) 

139/1,718 138/1,711 
ï1.93  

( ï5.21 to 1.34) 

0.97 

(0.76 to 1.22) 

p=0.77 

EINSTEIN Investigators. N Engl J Med 2010  

BezpeľnosŦ rivaroxabanu v lieľbe 

a  sek.prevencii VTE  



RE-COVER Study Group. N Engl J Med 2009 

BezpeľnosŦ dabigatranu v lieľbe 

a sek.prevencii VTE  

YǳƳǳƭŀǘƝǾƴŜ riziko ƪǊǾłŎŀƴƛŀ Ǉƻőŀǎ 6 ƳŜǎŀőƴŜƧ ƭƛŜőōȅ 





BezpeľnosŦ NOAK v lieľbe VTE 

±ȇǎƪȅǘ ǾŜƯƪŞƘƻ ƪǊǾłŎŀƴƛŀ 



Klin.ģt¼die f§zy 3 ak¼tnej lieľby VTE 



Efektivita NOAK v lieľbe ak¼tnej 

VTE Meta-analĪza 

Å Van Der Hulle T, et al. J Thromb Haemost 2014 

Å24.455 pacientov s ŀƪǵǘƴƻǳ VTE ǇǊƝƘƻŘƻǳ (rivaroxaban, dabigatran, apixaban, 
edoxaban versus warfarin = Einstein-DVT, Einstein-PE, Re-Cover, Amplify, Hokusai) 


