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Initial events when integrity of vessel wall is breached 



Platelet plug reinforced by set of insoluble proteins produced 

by cascade of protease activation: a positive feedback system 



Extrinsic and Intrinsic Pathways 



Laboratory examination of clotting pathways 



Fate of Fibrin 



Counterbalance by 4 major anti-clotting mechanisms  



• Aspirin 

• Clopidogrel 

• GpIIB/IIIa 

inhibitor 

(abciximab, 

tirofiban, 

eptifibatide) 

• To discuss 

today 

• rt PA 



• Targeting downstream effectors mainly 

Anticoagulants 



Heparin 



Recapitulation 



Thrombin active site 



Direct Thrombin Inhibitors (DTIs) 



NEJM 



Indications for anticoagulation 

• PCI 
• ACS 
• CABG 
• Orthopedic Surgery 
• Initial and long term t/t of venous thromboembolism 
• Prevention of thromboembolism in AF or mechanical valves 

1st manuscript 



Ideal anticoagulants 

• Rapid onset 
• Predictable effect 
• Short duration of action 
• Readily reversible 



Warfarin: Vit K antagonist 

• delayed onset of action 
• interaction with food and drugs 
• inter-individual variability 
• frequent monitoring 

Warfarin 

(VKA) 

New oral anticoagulants (NOACs) 

60 years 

Long term 
commitment to 
measuring INR 

Regular lab tests 
not required 

(patient preference) 
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Forest Plot: bivalirudin vs heparin+GpIIB/IIIa inhibitor (PCI) 
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Forest Plot: bivalirudin vs heparin+GpIIB/IIIa inhibitor (NSTEMI ACS) 
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Forest Plot: bivalirudin vs heparin ± GpIIB/IIIa inhibitor (STEMI ACS) 

Arsenault et al  



Arsenault et al  

Forest Plot: Argatroban in HIT (heparin induced thrombocytopenia) 



Forest Plot: Argatroban vs Enoxaparin in venous TE post-Orthopedic surgery 



RE-LY trial: comparison of oral anticoagulants in prevention of stroke/TE in Afib patients 



Arsenault et al  



2nd  manuscript 





First steps 



Dabigatran 

Factor X 
inhibitor 

Time between last dose and assay of biological activity 



Pharmacokinetic interactions 





Risk Factors 



• NOAC to VKA 

• Accurate measurement of INR 

• Onset of action of VKA slow and 

unpredictable  



Effects of NOACs fades in 1 day 





New oral anticoagulants in mild to moderate CKD 



Surgical intervention, 

including RF catheter ablation 



Other Complex and high risk case scenarios with less well-

defined (evidence based) guidelines 

• Afib + CAD 

• NOAC +ischemic stroke/intracranial bleed 

• Cardioversion 

• Afib + malignancy 



Thank you! 


