Tissue Remodelling 

Repair by connective tissue, called fibrosis involves four steps:

· Angiogenesis: formation of new blood vessels ( vasculogenesis and angiogenesis are two methods in which this can occur

· Filling and bridging the wound by migration and proliferation of fibroblasts

· ECM deposition

· Remodelling: Fibrous tissue ( scar tissue via reorganization and maturation phase. 

Reference: Robbins, Pathologic Basis of Disease 6th Edition

Remodelling

Remodelling is the transition in components of ECM to form scar tissue from granulation tissue. There is a battle between synthesis and degradation resulting in remodelling. 



















What happens?
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Synthesis of collagen + other connective tissue elements





Modulate synthesis + activation of metalloproteinases





Degrade ECM components
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Metalloproteinases





Degrade collagen + other ECM proteins





Different from things like neutrophils, elastase, kinins, plasmins etc.





These are serene proteinases





Metalloproteinases





Interstitial collagenases





Cleave collagen type I, II, III





Gelatinases
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Cleave collagen, fibronectin





Proteoglycans, laminin, fibronectin amorphous collagen





MBMM





Stimulus (secretion): PDGF, FGF, cytokines, phagocytosis





Fibroblasts, macrophages, neutrophils, synovial cells





Inhibition: TGF-B, Steroids
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Triple helix structure





Two fragments





Activated by chemicals (i.e.: HOCL- and proteases)





Rapidly inhibited by tissue inhiors of metalloproteinases (TIMP)





Prevents uncontrolled action
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