
	
	Diseases of benefit
	MOA
	Class
	Adverse effects

	Colchicine
	· Chronic hepatitis with fibrosis
· Amyloidosis
· Tracheal stent placement, prevention of fibrosis
	· Stimulation of collagenase activity (experimentally)
· Decreases collagen synthesis by inhibiting microtubule assembly
· Binds microtubules and inhibits polymerization
· Interferes with cell shape, migration and chromosomal translocation in mitosis
· Inhibits transport of some macromolecules
· Leads to inhibition of fibroblasts and other protein synthesizing cells
· Anti-inflammatory effects by inhibition of leukocyte chemotaxis, adhesion, ameboid activity, mobilization, and degranulation of lysozymes
· May have a direct hepatoprotective effect by stabilizing hepatocyte membranes
· Reduces lactic acid production by leukocytes, reducing uric acid deposition (MOA in gout)
	· Alkaloid
	· Vomiting/diarrhea
· Myelosuppression, bone marrow aplasia
· Increases sensitivity to central depressants
· Known metabolism in liver, should be used with caution in those with liver failure…

	Ursodiol
ursodeoxycholic acid, UDCA
	· ONLY IN ABSENCE OF COMPLETE BILE DUCT OBSTRUCTION
· In acute hepatobiliary disease:
· Useful as choleretic
· Medical management of cholesterol gall stones
· Cholangitis in cats due to typically high bile salt levels
· Chronic liver disease 
· As anti-apoptotic
· Copper storage diseases
· Infectious
· Immune mediated
	· Not entirely understood
· Replacement of more toxic bile acids in bile acid pool
· Particularly the more hydrophobic bile acids
· Stimulation of choleresis
· Increase in membrane transporters for bile flow
· Stimulates bicarb rich bile flow in bile ducts
· Anti-apoptosis
· Stabilization of mitochondrial membrane potential
· Protects against loss of cytochrome C
· Prevents Mitochondrial outer membrane permeabilization
· Increases mito GSH by stabilizing transporters or increasing methionine adenosyltransferase activity
· Induces Bal-2lower Bax levels
· Prevents activation of E2F-1/p-53 transcription in hepatocytes
· Immunomodulation
· Downregulates major histocompatibility complex expression on hepatobiliary cells, preventing lymphocyte vulnerability
· Suppresses hepatic synthesis and excretion of cholesterol
· Decreases intestinal absorption of cholesterol
· Decreases detergent action of bile saltsdecreased hepatotoxic effects
	· Bile acid
	· Effects may be synergistic/additive with SAMe
· Pretty safe drug
· Do not use with complete bile duct obstruction, biliary fistulas, cholescystitis or pancreatitis
· Aluminum containing antacids may bind it and reduce efficacy
· May exacerbate taurine depletion by increased renal excretion of taurine conjugated bile acids, potential for clinical importance in cats, not dogs

	Penicillamine
	· Copper storage disease
· Poss. Chronic hep
· Metal poisoning:
· Lead
· Zinc
· Cadmium
· Inorganic mercury
	· Chelates heavy metals, forming stable, water-soluble complexes that are renally excreted
· May have antifibrotic activity by inhibiting lysyl oxidase which is necessary for collagen synthesis
· Directly binds to collagen fibrils, preventing crosslinking
· Induces hepatic metallothionein which may bind copper in a non-toxic form
· Reduces IgM rheumatoid factor in humans (not applicable to liver)
	· Monothiol chelating agent
	· Vomiting mostly
· If given with immunosuppressants may increase the blood or renal adverse reactions
· If given w/ zinc, may decrease the efficacy of penecillamine







