TB action!

	Drug Name
	Mechanism
	Toxicities
	Multiple Drug Interactions
	Other/Notes

	Isoniazid
	-↓mycolic acid synthesis (enzyme-covalent)
	-Hepatitis (fatal 1%)- in alcoholics, pregnancy, v young and v old (unrelated to acetylation rate)

-Slow acetylators-↑excretion of pyridoxine(peripheral neuropathy (alcoholics, malnutrition, DM, AIDS, uremia) (give B-vits!)

-Fever, rashes, systemic lupus erythematosis (rarely)
	interferes with:

 -carbamazepine (↑both)
-↓phenytoin clearance (CNS stuff/gingival hyperplasia)
	-PO, activated by bacterial catalase-peroxidase

-bactericidal

-10% resistance in US (20%ww)- mess with activation, mycolic acid synthesis enzymes

-acetylated (inactivated)-urinary excretion (rate is variable)

	Rifampin
	-↓bacterial DNA dep RNA polymerase
	-Turns body fluids orange (harmless)

-Rashes, ↓plts, nephritis, cholestatic jaundice (occas)

-Hepatitis, acute tubular necrosis (rarely)
	↑p450s: reduces-methadone, phenytoin, anticoags, protease inhibitors, oral contraceptives, cyclosporin, ketoconazole (antifungal) (Rifabutin—less induction of p450, used in AIDS pts)


	-PO, penetrates well (even macrophages), CNS with meningitis

-Bactericidal (for TB + others)

-Resistance-mutation in polymerase

	Pyrazinamide
	-?mechanism, bacteriostatic 
	-Hepatotoxicity (1-5%)

-Hyperuricemia(gout action (renal excretion)
	
	-PO, deriv of nicotinamide, good absorption-CNS if inflamed,  in macrophages (active in acidic endosome)

-activated (deaminated) by TB

-?bacteriostatic

Resistance- mutation of activator, ↓uptake 

	Ethambutol
	-↓arabinosyl transferases (cell wall synthesis, ↑access of other drugs)
	-Dose related retrobulbar neuritis (↓visual acuity/red-green color blindness)

-Renal excretion—can accumulate with renal failure
	
	-PO- absorbed well (variable to CNS even if inflamed)

Resistance- ↑transferases

	Streptomycin
	-↓bacterial protein synthesis
	-AMG( nephro/ototoxicity
	
	-IV- for extracellular organisms

Resistance- ribosome mutations (S12, 16S)

	Amikacin (less frequent)
	Same as streptomycin

-used against strep-resistant TB (little cross resistance)
	AMG( nephro/ototoxicity
	
	

	Ciprofloxacin
	
	
	-used with other TB drugs against x-resistant TB (used with pyrazinamide prophylactically for those exposed to x-resistant TB)
	Resistance- mutated Gyrase A gene


IT IS CRUCIAL TO GIVE COMBO AGENTS IN TX OF TB

