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Homeostasis J

( Balance of ) | Coagulation + Fibrinolysis |

WVascular Tissue
Injory Injury
Coagulation Cascade FDPs Excreted
Prothrombin Fibrin Degradation Products ( FDPs)
Thrombin | Fibrinogen + Fibrin Clot Breakdown
Fibrinogen Plasmin
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FACTORS WHICH PROMOTE BLOOD FLUIDITY

Natural Anticoagulants
Protein C
Protein S
Antithrombin |l
Endothelial-Derived Anti-Platelet Substances
Nitric Oxide
Prostacyclin (PGl,)
Fibrinolytic System "clot busters”
Plasmin
Plasminogen
Tissue Plasminogen Activator (tPA)

Department of Pharmacology Howard University College of Medicine
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Drug Class Prototype Action Effect

Anticoagulant Heparin Inactivation of Prevent venous

Parenteral clotting thrombosis
factors

Anticoagulant Warfarin Decrease Prevent venous

Oral synthesis of thrombosis
clotting factors

Antiplatelet Aspirin Decrease platelet | Prevent arterial

drugs aggregation thrombosis

Thrombolytic Streptokinase Fibrinolysis Breakdown of

drugs

thrombi
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Name Factor Name Factor

Fibrinogen I Stuart or Stuart- X
Prothrombin 11 Prower factor

Tissue Factor or 111 Plasma thomboplastin XI
thromboplastin antecedent

Ca++ 1V Hageman factor, XII
Proaccelerin \% contact factor

Accelerin A4 Fibrin stabilizing factor Xl
Proconvertin  VII Prekallikrein factor
AntihemophilicA  VIII High-molecular- weight
factor kininogen

Antihemophilic B IX
factor or Christmas
factor
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Platelet aggregation inhibitors

leia )ShI g Adlide Gl Cilaiall gant alll
Aspirin 1 -
Dipyridamole J -
Clopidogrel -
Ticlopidine -
Prasugrel -
Abciximab 1 -
Tirofiban -
Eptifibatide -
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* Loss of function mutations in the subunits (a2bf3) cause the bleeding
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Endothelial cells

P2Y,/P2Y 5

Smooth muscle cells/macrophages

Source: Brunton LL, Lazo 1S, Parker KL Geedmman & Gilman's The Pharmacolagical
Easis of Therapeutics, 11th Edition: http:/fwww. accessmedicine. com
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Drugs

Arachidonic Acid ASA

NSAIDs
ADP Ticlopidine

Clopidogrel
Thrombin: GP |IB/lIIA Inhibitors:
- Final common Abciximab (ReoPro*)
pathway Eptifibatide (Integrilin*
- Promotes platelet Tirofiban (Aggrastat®)
adhesion (fibrinogen,
VWF)
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—Anti Platelet Drugs «lasiall paad Glalaa
Drug Mechanism Uses
Aspirin Permanently CAD
Inhibits COX-1 Stroke-TIAS
and COX-2

NSAIDs Reversibly inhibits | Limited
COX-1

Dipyridamole Inhibits PDE; TIAS
Increases cAMP

Ticlopidine Inhibits ADP TIAs, Stroke

Clopidorgrel PlatAg;active CAD; PVD
metabolite
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vitamin K antagonists
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Blood Vessel Injury Tissue Injury
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Affected by Oral Anticoagulants XIII “@ o
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Surface activating agent Thromboplastin
(Ellagic acid, kaolin) Tissue factor
Phospholipid Phospholipid
Calcium Calcium
Intrinsic pathway Extrinsic pathway
Common pathway
Thrombin

Fibrin clot
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Food and drug interactions

dosage adjustments &
|. monitor with INR

narrow therapeutlc window

b overlap with parenteral drugs

slow onset of action
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