Pharma                                                                                                                 T.B & leprosy


جداول للمراجعــــــــــــــة
….First line drugs….
	Drug
	Activity

	INH
	▪ Bacteriostatic for ----- “resting” bacilli

▪ Bactericidal for --- rapidly dividing bacilli

	RMP
	Bactericidal

	PZA
	Bactericidal

	EMB
	Bacteriostatic

	STM &

Amikacin
	Bactericidal


	Drug
	Site of action

	INH
	intracellular bacilli

extracellular bacilli

bacilli in caseous lesions

	RMP
	

	PZA
	intracellular bacilli

	EMB
	intracellular bacilli

extracellular bacilli

	STM & Amikacin
	extracellular bacilli


	Drug
	Mechanism of action

	INH
	▪ Is a prodrug

▪ Cell Wall synthesis inhibitor------

inhibits synthesis of Mycolic acids,  ---- which

are  essential components of mycobacterial cell walls

	RMP
	▪ inhibit RNA synthesis ------by binding  strongly

to -----  the Beta-subunit of  bacterial DNA

dependent RNA polymerase

	PZA
	▪  Prodrug

▪ Drug target & mechanism of action unknown

	EMB
	▪ Mycobacterial cell wall synthesis inhibitor

▪ inhibit mycobacterial arabinosyl transferases ,

inhibit polymerization reaction of arabinoglycan ,

an essential  component of  mycobacterial cell wall

	STM &

Amikacin
	▪ Inhibitors of protein synthesis

Binds to 30S ribosomal subunit


	Drug
	Clinical Uses

	INH
	▪ Treatment of tuberculosis -- in combination

▪ Prevention of active T.B ----- as a single agent alone

	RMP
	▪ Treatment of Mycobacterial infections --- in combination

▪ Tuberculosis

▪ Leprosy

▪ Prevention of active Tuberculosis.

▪ Treatment of other infections

	PZA
	▪ Treatment of tuberculosis ----      in combination

▪  Prophylaxis of tuberculosis--- in combination

with ---- ciprofloxacin or ofloxacin

	EMB
	▪ Treatment of tuberculosis ----      in combination

	STM
	▪ Principally in severe , possibly life-threatening form of  T.B. ,

e.g., meningitis   and disseminated disease , and

infections resistant to other drugs

▪ active also against aerobic gram – ve bacteria.


	Drug
	Adverse effects

	INH
	►Hepatitis      ► Peripheral neuropathy (neuritis)

►Optic neuritis and atrophy.  ►CNS toxicity

►Hypersensitivity reactions

	RMP
	►harmless red-orange discoloration of body secretions

►light chain (Bence Jones) proteinuria

►Hepatotoxicity     ►a flu-like syndrome

	PZA
	► Hepatotoxicity    ► Drug fever

► Hyperuricemia ---- may provoke acute gouty arthritis

	EMB
	►Optic (Retrobulbar) neuritis

► Hyperuricemia ---by decreasing renal excretion of uric acid

	STM   &

Amikacin
	► Ototoxicity        ► Nephrotoxicity

► Neuromuscular block


Second line drugs
	Second line drugs
	Mechanism of action:

	Capreomycin
	▪ Aminoglycoside

▪ Route of administration ---- parenteral

▪ peptide protein synthesis inhibitor

	Ethionamide
	▪ chemically related to isoniazid

▪ also block ---  synthesis of mycolic acid

	Cycloserine
	▪ Inhibitor of cell wall synthesis

	Aminosalicylic acid
	▪ Structurally similar to PABA & to

sulfonamides

▪ Folate synthesis antagonist


	Second line drugs
	CLNICAL USES:

	Capreomycin
	▪  Drug-resistant T.B.

	Ethionamide
	▪ Tuberculosis

▪ Leprosy --- as a substitute for

Clofazimine

	Cycloserine
	▪ Tuberculosis

	Aminosalicylic acid
	▪ Tuberculosis


	Second line drugs
	ADVERSE EFFECTS :

	Capreomycin
	▪ Nephrotoxic

▪ Ototoxic ---- - tinnitis  -deafness – vestibular disturbances

	Ethionamide
	▪ Neurological symptoms , --- may be alleviated by pyridoxine

▪ Hepatotoxic

	Cycloserine
	▪ Peripheral neuropathy

•CNS dysfunction , including – depression

and psychotic reactions seizures

(CONTRAINDICATION  ----    Epilepsy)

•Pyridoxine should be given to

Ameliorate neurologic toxicity

	Aminosalicylic acid
	▪ Crystalluria ----due to high concentration of it in urine

▪ GIT-- Peptic ulceration , hemorrhage.

Diminished by giving with meals and

with antacids
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