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Rivaroxaban Warfarin 
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ROCKET AF:  

1  20 mg 

(1  15 mg  CrCl 30–49 ml/min) 

Patel MR et al. N Engl J Med 2011;365:883–891 
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Rivaroxaban :        
        ¹'² 

 

 

 

Те  кл ч  п тва я а п оведе   а л че  д а   а о е ява  а л ч  попула , така че е о е да е п ав  п яко л  еп яко ав е е а те те е ултат  

1.Pisters R., Lane D.A Nieuwlaat R et al. EuroEuro Heart Survey.Chest 2010; 138(5):1093-1100 
2.Patel MR et al. N Engl J Med 2011;365:883–891 
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 ц а а   CHADS2 

b 

3–6 = 2 ≤ 1 
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32% 
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% 
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36
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34

% 

RE-LY ARISTOTLE 

             , 
              

 
1.Patel M.R., Mahaffey K.W., Garg eJ.t al.  Rivaroxaban  

2.Granger C.B., Alexander J.H., McMurray eJt.Ja. l.  Apixaban versus warfarin in patients with atrial fibrillatioNnE.ngl J Med.  2011;365(11):981–992. 

3. Connolly S.J., Ezekowitz M.D., YusufeSt .al.  Dabigatran versus warfarin in patients with atrial fibrillatioNnE.ngl J Med.   2009;361(12):1139–1151. 
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ROCKET AF 
Rivaroxaban vs warfarin – Results 

Rivaroxaban  
 (% per year)  

Warfarin  
 (% per year) 

p-value HR and 
95% CIs Non-inf. Sup. 

Per-protocol,  
on treatment 

1.7 2.2 <0.001 

Safety,  
on treatment 

1.7 2.2 0.02 

ITT 2.1 2.4 <0.001 0.12 

 On 
 treatment 

1.7 2.2 0.02 

 Off 
 treatment 

4.7 4.3 0.58 

Favours  
rivaroxaban 

Favours  
warfarin 

1 0.5 2 

Primary efficacy endpoint: Stroke or SE 

Patel MR et al. N Engl J Med 2011;365:883–891 
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ROCKET AF –     
  -   -  

   

840 

    

Riva. 7081 6309 5874 5543  4394   3354     2372      1392 2088 1270 986 775 543 364 211 101 

Warf. 7090 6397 5976 5602  4432   3401     2408      1407 1962 1193 880 681 470 326 196 96 

ITT ; ITT -  - : post hoc  
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Warfarin 

Rivaroxaban 

     
 

Patel et al. NEJM 2011, August 10th epub ahead of print 
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Patel MR, Mahaffey KW, Garg J et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation. N 

Engl J Med 2011;365:883–891 

Rivaroxaban

Last dose of 

study drug

Study duration

Warfarin

Stop 

rivaroxaban

Start 

warfarin

Double-blind treatment period Post-treatment observation period

R

First dose of 

study drug

Follow-

up

Suboptimal 
anticoagulation

Transition to 
open-label VKA 

Continue with 

warfarin

R=randomization

ROCKET AF –     
 -  -  
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 1 

Safety population – on-treatment analysis 

1. Patel et al, 2011 

Warfarin 

2.16% per year 

HR=0.79 (95% CI 0.66–0.96) 

p-value non-inferiority p<0.001 

Rivaroxaban 

1.71 % per year 

ц ц я 
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      аКrПКrТЧ 

n=14,236 WARFARIN XARELTO® 

1.5 

1.0 

0.5 

0.2 

0 

ЪТ Ч НО 
КЪ Н  

Ч
ТО

Т
 Н

 
Ъ

ИТ
ИЯ

 (%
/

О
) 

Ф Т ЛНО 
КЪ Н  

КЪ Н  ОТ 
К ИТИЧ Н О Н 

1.2 

0.8 

p=0.007 

RRR 

31% 

0.5 

p=0.003 

RRR 

50% 0.7 

0.5 

p=0.02 

RRR 

33% 

                 
 ,      

     аКrПКrТЧ1,6,7 

RRR, ле е  от о тел я к; рR, кое е т  к; CI, до е теле  те л 
aПъ ч  к  ел  е оп о т: рR .  9 % CI .9 –1.11); p= 0.44. 

А л   е оп о тт   од   лече ето 
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И улт л  те е  е ол ъ a 

(n=14,171) 

Ко о д тет/ 
ков ф кто  

ял 
п ц е т b 

 пол   
Xarelto® 

 пол   
warfarin 

HR 

(95% CI) 

C 
CHF c 

64% 
0.91 

(0.74–1.13) 

H 
пе то я 

91% 
0.87 

(0.73–1.03) 

A 
Въ т ≥  од  

44% 
0.80 

(0.63–1.02) 

D 
Д ет 

40% 
0.74 

(0.54–1.01) 

S2 
П е я  улт/TIA 

55% 
0.94 

(0.77–1.16) 

еде  CHADS2  

ко  3.5 1.0 

HR (95% 

CI) 

1.5 2.0 0.5 

ITT л  
 

AF, п едъ д о ъ де е; HR, кое е т  к; CI, до е теле  те л; CHF, то  
ъ деч  едо т тъч о т; TIA, т то  е ч  т к ; 

ITT, е е е  лече е ; LVEF, ле ок е  к я  тл к е 

aПъ ч  к  ел: ъ т   чк  улт  е ч   е о ч   те е  
е ол ъ  

b  Дял п е т  ъ  ъто ете  ко о д тет  п оуч ето ROCKET AF. 

c Ил  ЛК И ≤ % 

1.Patel MR et al. N Engl J Med 2011;365:883–891 
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ROCKET AF:    
    

 

       
   

 

 

 

 ROCKET AF: 5635  (39,9%)  
 

      

      

 
 

 

 

     
    

     

   ,     

,  ; ,  ; ,    
 ;  

,   
Halperin JL et al. Circulation 2012;126:A15544 

/  
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:     
 

БКrОlt ®,    
     

     
(CrCl: 30-49 ml/min) 

 

*     (2,5 ЦР   )       428 

      (4,7%)    ARISTOTLE.2        
 382  CrCХ ШП <50 ЦХ/ЦТЧ 
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ROCKET AF: c     
    

       
  -       
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:     
  

 

         , 
 „ ”   (15 ЦР OD)   М   

  -    (CrCХ ≥50 ЦL/ЦТЧ),  
  20 ЦР OD         

.  

 

 

 

 

CI:ц ц ;цCNS:ц ц ц ;цCrCl:ц ц ъ ъ ;цHR:ц ц ц ;цOD:ц ъ ц . 

1. Fox KAA, et al. Euro Heart J. 2011;32:2387–2394; 2. Granger C, et al. N Engl J Med. 2011;365:981–992. 

цццц цц ццццц ц ццц ъ цццц я1 

ъ цццц цццц ц ццц( ц я ъ ц )ццц ццц ццц ъ ццц  

Вц ц ц 
XARELTO®  

Вц ц ц 
 

 

ц ц ъ я/100ц -  
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%
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Warfarin 

Rivaroxaban 

HR 0.84  (0.57,-1.23- 95% CI) 

  а  в :                       
Rivaroxaban 1,434 1,226 1,103 1,027 806 621 442 275 
Warfarin 1,439 1,261 1,140 1,052 832 656 455 272 

Д   а а  а а а я 

Fox KA et al. Eur Heart J 2011; 32 (19): 2387-2394 

 
      (%),           

ROCKET AF:       
  CrCl 30–49 ml/min  
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ROCKET AF –     
 

 

 

     ROCKET-AF   
         

 warfarin  -       
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 . 

 
  

  
 

 
CrCl 

15‒49 
mL/min 

≥50 
mL/min 

20 mg OD 15 mg OD 

<15 
mL/min 

  
 

 

CrCХ:  ; OD:   . 
*Xarelto®         CrCХ 15–29 mL/min 
Xarelto® SPC, January 2014. 
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    :       
rivaroxaban      /        

  warfarin      ROCKET AF :  
    ,                         

  /   

        -        -        
 

  : 

–   /  (  ) vs  

–   /  (   ) 

– 7468 (52%)     (n=4907)       
(n=2561) 

 

 

ROCKET AF:        
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ROCKET AF –       
 (ITT)-1 

Rivaroxaban 
Events/yr (nr*) 

Warfarin 
Events/yr (nr*) 

                  / TIA 
                / TIA 

 

HR  
(95% CI) p-value 

   
1.44 (90) 

2.79 (179) 
1.88 (119) 
2.96 (187) 

0.77 (0.58-1.01) 
0.94 (0.77-1.16) 

0.23 

  
1.31 (82) 

2.66 (171) 
1.72 (109) 
2.71 (172) 

0.76 (0.57-1.01) 
0.98 (0.79-1.21) 

0.16 

  
0.17 (11) 
0.34 (22) 

0.42 (27) 
0.46 (30) 

0.41 (0.20-0.83) 
0.73 (0.42-1.26) 

0.21 

  
  

  

1.13 (71) 

2.34 (151) 

1.29 (82) 

2.27 (144) 

0.88 (0.64-1.21) 

1.03 (0.82-1.30) 
0.41 

 
 (MRS 0–2) 

0.67 (42) 
1.13 (73) 

0.61 (39) 
1.05 (67) 

1.09 (0.71-1.69) 
1.08 (0.77-1.50) 

0.97 

  
  

(MRS 3–6) 

0.59 (37) 
1.41 (92) 

1.00 (64) 
1.53 (98) 

0.58 (0.39-0.88) 
0.93 (0.70-1.23) 

0.07 

10 1 

   
warfarin 

0.2 0.5 2 4 

   
rivaroxaban 

Intention-to-treat population 
*nr=number of events; MRS=modified Rankin scale 
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ROCKET AF –      
  -  (Safety on-treatment) 

Rivaroxaban 
Events/yr (nr**) 

Warfarin 
Events/yr (nr**) 

                 
                    / TIA 
                   / TIA 

 

HR  
(95% CI) p-value 

 
   

 -
  

16.69 (785) 
13.31 (690) 

15.19 (743) 
13.87 (706) 

1.10 (0.99-1.21) 
0.96 (0.87-1.07) 

0.08 

  
4.10 (217) 

3.13 (178) 

3.69 (203) 

3.22 (183) 

1.11 (0.92-1.34) 

0.97 (0.79-1.19) 
0.36 

 
 

0.22 (12) 

0.26 (15) 

0.48 (27) 

0.49 (28) 

0.46 (0.23-0.90) 

0.54 (0.29-1.00) 
0.74 

  
 

0.39 (21) 
0.59 (34) 

0.68 (38) 
0.80 (46) 

0.57 (0.34-0.97) 
0.74 (0.47-1.15) 

0.47 

  0.24 (13) 
0.45 (26) 

0.52 (29) 
0.54 (31) 

0.46 (0.24-0.89) 
0.84 (0.50-1.41) 

0.16 

  
0.18 (10) 
0.17 (10) 

0.30 (17) 
0.35 (20) 

0.61 (0.28-1.32) 
0.50 (0.23-1.07) 

0.73 

Intention-to-treat   
**   

Hankey G et al. Lancet Neurol 2012; 11: 315–22 

1 0.2 0.5 2 4 10 0.1 

   
rivaroxaban 

   
warfarin 
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Hankey G et al. Lancet Neurol 2012; 11: 315–22 

 

ROCKET AF –      - 
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      -    /TIA,     

      -      

           

      -      ICH    -    rivaroxaban 

      -      rivaroxaban   
  warfarin        

 

  

 

 



30 

  

   

  /    

     

    

 

 

 

 

 

     ? 



31 

1. Büller et al, 2008; 2. Agnelli et al, 2007; 3. Kubitza et al, 2005 
 

 Xarelto 20 mg od      III ROCKET AF    
     II     

 

   -  -   ,  Xarelto  
       (     

 )   24    

 

   -         
         24-     

  

   - Xarelto 20 mg od    -      
 20mg bid 

 

 

 

   Xarelto®    
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Xarelto –   

      

C through 
  

20 mg rivaroxaban  

  

  
  

0 
0 

  

  

  

  

150 

  

4 10 14 18 24 

Time (hours) 

20 22 16 12 8 6 2 

R
iv

a
ro

x
a
b

a
n
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la

s
m

a
  

c
o

n
c
e
n

tr
a
ti

o
n

 (
µ

g
/l
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Adapted from Kubitza D et al. Clin Pharmacol Ther 2005;78:412–421, with permission from the Nature Publishing Group 

C throuh 

/min.efect.C/
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  C max   

  -   
   

 

 
 

  
 

 

    ( ) 

  ↑ 

Kreutz  R J Thromb Thrombolysis (2014) 38:137–149 

Charite, R Kreutz 
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  1 

.  

“ ”          
       (з48%), 

,   , 
     (з10  %), 
   (з7%)      -

  (з4%). 
1. Coleman C.I., Roberts M.S. et al.  Curr Med Res Opin.2012;28(5):669-680 
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     -   
        

¹ 

*  90  180 . 
1. Laliberté F, et al. Curr Med Res Opin. 2014;30:1317–1325;  

2. Ewen S, et al. Clin Res Cardiol. 2014;103:173–182. 

60%
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100%

0 30 60 90 120 150 180
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   ( ) 

HR=0,66 (95% CI 0,60–0,72); p<0,001 
 

,   
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„…  ,       
         

,    ”2 
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  ATLAS ACS 2-TIMI 51**   15 000 
. 

 

          ,   
 rТvКrШбКЛКЧ 2.5 ЦР     

   –  
 К   (ASA)   

  (МХШpТНШРrОХ  tТМХШpТНТЧО), 
    
   (  , 
   )    

Ш  ,     
 . 

   2013       
Rivaroxaban  : 

       
   

Mega J.L. et al.NEJM; 2012:366(1),9-19 
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   Rivaroxaban     
(2,5 mg bid)    

                      
     

 

 

 Mega J.L. et al.NEJM; 2012:366(1),9-19 

ESC STEMI Guidelines 

  Rivaroxaban  2,5 mg  bid  
  ASA  Clopidogrel   

Steg PG. et al.Eur Heart J. 2012;33:2569-2619. 
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Dabigatran 150  Dabigatran 110 Apixaban 
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                     EHRA Practical Guide on the use of new oral anticoagulants in patients with non-valvular atrial fibrillation: executive summary† Hein Heidbuchel1,*,  

http://eurheartj.oxfordjournals.org/search?author1=Hein+Heidbuchel&sortspec=date&submit=Submit


42 

EHRA  –    
    

    

 

     

 

     

 

      

 

    

 

     

 

EHRA: European Heart Rhythm Association; OAC: oral anticoagulants. 
Heidbuchel H, et al. Europace. 2013;15:625–651. 
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   Rivaroxaban 

     

    
      

– ESC, CHEST, NICE,  

     

– HAS-BLED 

  ,     

   

   

   

   ? Bleeding risk 
0 – low risk 
1–2 – moderate risk 
≥3 – high risk 
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    ? 

Heidbuchel H, et al. Europace. 2013;15:625–651.  
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  VKA  

    

 

    INR 
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  VKA   

  VKA1  

  INR   2 

      INR  ≤3,0 
(SPAF)  ≤2,5 (DVT )1 

 

1. Xarelto® SPC, January 2014; 2. Haas S, et al. Vasc Health Risk Manag. 2014;10:101–114. 



47 

    OAC   

      OAC: 

 

  OAC    ,  

     ,    
,       

-    ( .    
 )“ 

OAC:  . 
Heidbuchel H, et al. Europace. 2013;15:625–651. 
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-  
 1  

 

2-3  
 

 
 

   
  

 
 

 
   

  
 

 

-  
 1  

2–3  
 

  

 

    

 
   

  
 

 

2–3  
 

>30  
≤50 mL/min 

>50  
≤80 mL/min 

>80 
mL/min 

-   
2  

1  
 

1 
 

4 
 

2–4  
 

2–4  
 

 
CrCl 

>30  
≤50 mL/mi

n 

>50  
≤80 mL/min 

>80 
mL/min 

 
CrCl 

≤30 
 mL/min 

2–5  
 

 
 

  
  

 
 

 

≤30 
 mL/min 

>5  
 

   OAC     
     

      1* 

*   VKA     5   .2 

CrCХ:  ; OAC:  ; VKA:    K. 
1. McMaster University Division of Hematology and Thromboembolism Clinical Protocols (and Reversals):  

Rivaroxaban (http://fhs.mcmaster.ca/medicine/hematology/anticoag_rivaroxaban.htm); Dabigatran (http://fhs.mcmaster.ca/medicine/ 

hematology/anticoag_dabigatran.htm); Apixaban. (http://fhs.mcmaster.ca/medicine/hematology/anticoag_apixaban.htm);  

2. Douketis JD, et al. CHEST. 2012;141:e326S–e305S. 
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     ICD (       
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1.Hein Heidbuchel,Peter Verhamme,Marco Alings 

EHRA Practical Guide, Europace/2013/ 15, 625-651 
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     ¹ 

       : 

    ,    

    , 

        

   

   

    

     

     

   

1.Hein Heidbuchel,Peter Verhamme,Marco Alings 

                              EHRA Practical Guide, Europace/2013/ 15, 625-651 
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,      

   ¹ 
 

  :   1-3 ,  
,   ,    

 

  : ,  

 

    

 

 “ ”  ( .    ,  
  …) 

 

   18-24 .      
    6  -  

 

1. Hein Heidbuchel,Peter Verhamme,Marco Alings 

       EHRA Practical Guide, Europace/2013/ 15, 625-651 
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     : 
 2,179  , 595 (27,3%)     863   (15,6% 

minimal, 74,3% minor, and 10,1% major procedures) 

  30 ± 5    ,    -    
1,0%         1,2% 

    -     (4,6  8,0%) 

 Heparin bridging    -  ,     
 -      (2,7%)      no bridging 

(0,5%) 

 

         
      

:      ? 

OAC: oral anticoagulant 

Beyer-Westendorf J, et al. Eur Heart J. 2014;35:1888–1896. 
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   БКrОlto   ? 

  

1.      : 
 

    6-8    

 

2.  : 
 

        

 

            48-72 .      

  

             ,     

 

3. ,   : 
 

  - LMWH 6-8    (   ) 
 

  -  48-72    
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    ( . ) 
      

 

/   

, 
 

 

 
 

   
  
    
    

•      
•     
•   

    
•  

•   (PCC, FFP, rFVIIК) 

   
,    
   

•    

•  

•   (PCC, FFP, rFVIIК) 

FFP:   ; PCC:    ; rFVIIК:   VIIК. 
  HККs S, Оt КХ. Vasc Health Risk Manag. 2014;10:101–114. 
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     (24 ) 

    
   VKA  36–42 

 

0 24 48 36 12 

TТЦО (Сours) → 

   

      K   

     

 Rivaroxaban:   : 5–9 hours 
( )/11–13 hours ( ) 

 Apixaban:     : 12 hours 

 Dabigatran: : 12–17 hours 
 

   

 

Ruff CT, et al.  : a meta-analysis of randomized trials. Lancet 2014;383:955-62. 
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    ‘RТvКrШбКЛКЧ’       
         … 

         .   
,   VKA   

  

 

 

Rivaroxaban     , 
        
  warfarin 
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     rivaroxaban    
  

    AF 

 1,194    rivaroxaban OD       
  

    1,4% (1,7% in ROCKET AF) 

     3,4% (3,6% in ROCKET AF) 

        VKA    
  8% 

 

   ,       
     ROCKET AF 

  

Practice Update 2014. Available at: http://www.practiceupdate.com/news/4067. 
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    rivaroxaban   27 467   
-         

 :         -   
    

 :  

- 1,3-   (27,467)  496     2,86 / -

, (95% CI:2,61-3,13)  

-  ROCKET AF   Rivaroxaban    3,6 /100 -  

   . 

 

 

  

 

   Rivaroxaban  
  

2.9 

3.6 

0

0.5

1

1.5

2

2.5

3

3.5

4

PMPVS ROCKET AF

-
 

Patel MR et al. N Engl J Med 2011;365:883–891 
Tamayo S; Characterizing Major Bleeding in Patients With Nonvalvular Atrial Fibrillation; Clin. Cardiol. 38, 2, 63–68 (2015) 
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1.Patel MR et al. N Engl J Med 2011;365:883–891 

2. Fox KA et al. Eur Heart J 2011; 32 (19): 2387-2394 

3. IMS Health MIDAS, Database 

 


