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 Debate 

Which one is better – Factor IIa or Xa inhibitor? 

Factor IIa inhibitor is better 
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論語八佾第三  子曰：「君子無所爭。必也

射乎！揖讓而升，下而飲。其爭也君子。」 
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Int Arch Med 2013;6;46 

Anticoagulant Sites of Action 



Characteristics of New Oral Anticoagulants 

Circ J 2011; 75: 1539–1547. 



Study Designs in Trials of NOACs 

Int Arch Med 2013;6;46 

APIX 2.5 mg BID: age ≧ 80 yrs, BW ≦ 60 kg, or Cr ≧ 1.5 mg/dL (two or more) 

RIVA 15 mg QD: CrCl 30-49 ml/min 



Lancet Dec 4, 2013 

Meta-analysis of Randomised Trials  

Interpretation: NOACs showed a favorable risk-benefit profile with 
significant reductions in stroke, ICH, and mortality, and with similar 
major bleeding as warfarin, …….. 
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ROCKET AF 

The efficacy of Rivaroxaban is no better 
than warfarin in Asia groups. 



Rivaroxaban doesn’t reduce major 
bleeding in Asia groups. 

ROCKET AF 



Rivaroxaban is no better than warfarin. 



Summary 
Dabigatran 150mg Dabigatran 110mg 

 
Rivaroxaban 
15/20 mg 

Total population 

All stroke and systemic 
embolism 

Superior Non-inferior Non-inferior 
 

Ischemic stroke Superior Non-inferior Non-inferior 

Major bleeding Non-inferior Superior Non-inferior 

Total bleeding Superior Superior Non-inferior 

Asian 

All stroke and systemic 
embolism 

Superior Non-inferior Non-inferior 

Ischemic stroke Superior Non-inferior Non-inferior 

Major bleeding Superior Superior Non-inferior 

Total bleeding Superior Superior Non-inferior 
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 NOACs vs. Warfarin: NOACs better 

 Dabigatran vs. Rivaroxaban: DABI better   

 Dabigatran vs. Apixaban 

 Dabigatran vs. Edoxaban 

 Review of specific conditions 

 Conclusion 



http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 

Baseline Characteristics in 3 Trials   



http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 

Key Findingsin 3 Trials 



ARISTOTLE – not Significant in Ischemic Stroke 



ARISTOTLE – Major Prespecified Groups 

…
 

…
 

N Engl J Med 2011;365:981-92. 



http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 



http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 
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Baseline Characteristics in 4 Trials 

Lancet Dec 4, 2013 
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http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 

??? 





http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 













Nat. Rev. Nephrol. 2012;8:569-578. 



http://www.slideshare.net/satanicala/novel-oral-anticoagulants-for-stroke-prevention-in-patients-with-atrial-fibrillation 





Tartaric acid in white wine: 450-1200 mg/glass (0.2 L) -- 2.5 to 6.7 

fold higher than that (178 mg) in a single dabigatran 150 mg capsule. 

Scandinavian Journal of Gastroenterology. 2012; Early Online, 1–8 





Characteristics of New Oral Anticoagulants 

Circ J 2011; 75: 1539–1547. 



Dosing and Pharmacokinetic Variations 

Plot of drug with ~ 11 hour half-life 

--  Less peak-to-trough variation with BID compared to QD  

--  Missing a single QD dose is the pharmacokinetic equivalent to 

     missing three BID doses 



Twice daily dosing of dabigatran for stroke 
prevention in AF: a pharmacokinetic justification 

QD設計 – 
血中藥物濃度
波動起伏可能
增加出血風險 



 



J Am Coll Cardiol 2013;61:651–8. 
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 NOACs vs. Warfarin: NOACs better 

 Dabigatran vs. Rivaroxaban: DABI better   

 Dabigatran vs. Apixaban: DABI better (Asian) 

 Dabigatran vs. Edoxaban: DABI better  

 Review of specific conditions: DABI applicable 

 Conclusion 
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Outline 

 NOACs vs. Warfarin: NOACs better 

 Dabigatran vs. Rivaroxaban: DABI better   

 Dabigatran vs. Apixaban: DABI better (Asian) 

 Dabigatran vs. Edoxaban: DABI better  

 Review of specific conditions: DABI applicable 

 Conclusion:  

           Factor IIa inhibitor is better!!!    



To Be Continued…. 



Holistic Care for the Patients with Cardiovascular Diseases: 
Controversies and Issues in 2013  

 Debate 

Which one is better – Factor IIa or Xa inhibitor? 

Factor IIa inhibitor is better 

日期：103 年 01 月 26 日 (週日) 14:30 - 15:30 

地點：高醫啟川大樓 6F 第一會議室  

講者：台大醫院新竹分院  心臟內科  趙嘉倫 

Rebuttal  Rebuttal  Rebuttal  Rebuttal  Rebuttal 





Cannikin Law (木桶定律) 

http://www.twwiki.com/wiki/%E6%9C%A8%E6%A1%B6%E5%AE%9A%E5%BE%8B 

「木桶理論」--  在一

個團隊裡，決定這個

團隊戰鬥力強弱的不

是那個能力最強、表

現最好的人，而恰恰

是那個能力最弱、表

現最差的落後者。 



請問 Factor Xa inhibitors 中哪一個是最短

的木板? 

RIVA ??   APIX ??  EDOX?? 

 

請問 Factor Xa inhibitors 中要用哪一個跟 

Factor IIa inhibitor 相比?  

 

 



大劑量 

 

 

 

 

Total 
 
 

DABI 
 150 

RIVA 
20 

APIX 
5 

EDOX 
60 

Stroke or SE 
 

1 2 1 1 

Ischemic 
stroke 

1 (2) 2 2 

Hemorrhagic 
stroke 

1 1 1 1 

Intracranial 
hemorrhage 

1 1 1 (1) 

Major 
bleeding 

1* 2 1 1 

Myocardial 
infarction 

2 2 2 2 

All-cause 
mortality 

2 2 1 2 

Total  9 12 9 10 

Asia 
 

DABI 
 150 

RIVA 
20 
 

APIX 
5 
 

EDOX 
60 

Stroke or SE 1 2 (2) 2 

Ischemic 
stroke 

1 (2) 2 NA 

Hemorrhagic 
stroke 

1 (1) 1 NA 

Intracranial 
hemorrhage 

1 1 1 NA 

Major 
bleeding       

1 2 1 NA 

Myocardial 
infarction 

2 (2) 2 NA 

All-cause 
mortality 

2 (2) (2) NA 

Total 9 12 11 NA 



小劑量 

 

 

 

 

Total 
 
 

DABI 
 110 

RIVA 
15 

APIX 
2.5 

EDOX 
30 

Stroke or SE 
 

2 NA 2 2 

Ischemic 
stroke 

2 NA (2) 3 

Hemorrhagic 
stroke 

1 NA (1) 1 

Intracranial 
hemorrhage 

1 NA (1) (1) 

Major 
bleeding 

1 NA (1) 1 

Myocardial 
infarction 

2 NA (2) 2 

All-cause 
mortality 

2 NA (2) 1 

Total  11 NA 11 13 

Asia 
 

DABI 
 110 

RIVA 
15 

APIX 
2.5 

EDOX 
30 

Stroke or SE 2 NA (2) 2 

Ischemic 
stroke 

2 NA NA NA 

Hemorrhagic 
stroke 

1 NA NA NA 

Intracranial 
hemorrhage 

1 NA NA NA 

Major 
bleeding       

1 NA NA NA 

Myocardial 
infarction 

2 NA NA NA 

All-cause 
mortality 

2 NA NA NA 

Total 11 NA NA NA 



褚大師：琴棋書畫  樣樣精通 

    勝 – 理所當然 (因才高八斗)  

    負 – 非戰之罪 (因事證所趨) 

趙小子：吃喝玩樂  處處得逞 

            ：射御書數  個個平凡  

    勝 – 非辯之功 (因二優於十) 

    負 – 請多包涵 (因詞不達意 ) 

  

 



Conclusion 

“Factor IIa inhibitor is better” 




