

GOUT
· Familial metabolic disease characterized  by:
1. Acute arthritis: (is acute precipitation of uric acid in joints. usually start in small joint (big toe) the ascending).
2. Uric acid stones in the kidney 

3. Hyper-urecimia
· Sodium urate precipitate in tissue.
(Treatment of gout:

· Acute gout

· NSAID’s ( except aspirin ( 1st line ).
· Colchicines ( causes diarrhea ( 2nd line ).
· Chronic gout

· Uricosuric agent ( increase excretion of uric acid ).
· Allopurinol ( decrease synthesis of uric acid ).
(CHOLCHICINE
· Produces its anti- inflammatory effects by binding to (the intracellular protein tubulin, (preventing its polymerization into microtubules leading to( inhibition of( 1- leukocytes migration and 2-phagocytosis
· no analgesic effect.

· use in acute attack of gouty arthritis.

(Pharmacokinetics:
· taken orally

· excreted in the intestinal tract ( 10-20%) and in urine mainly as metabolite
(Clinical Uses:

1- prophylaxis or recurrent attacks of gout arthritis

2- in preventing attacks of acute Mediterranean fever

3- hepatic cirrhosis (not common)
4- colchicines is a traditional drug for treatment of acute gouty arthritis but replaced by NSAIDs

(Adverse Effects:

· diarrhea is common effect ,occasionally cause nausea vomiting ,abdominal pain

· rarely cause 
· hair loss

· bone 
· marrow depression
· peripheral neuritis 

· mayopathies

(Acute intoxication:
1- burning throat pain(1st sign)

2- bloody diarrhea 

3- shock 

4- hematuria

5- fetal ascending CNS depression
6- Renal failure.
(NSAID (NOT Aspirin)
· Except Aspirin which use in Chronic gout as a large dose.

· Decrease the prostaglandin synthesis 

· Decrease the urate crystal phagocytosis

(URICOSURIC AGENTS:
1) probenecid and sulfinpyrazone (they are organic acids)

2) large dose of aspirin

3) SulfinPyrazone is active metabolite PhenylPutazone
(Pharmacokinetics:

· probenecid is reabsoarbed by the renal tubules and slowly metabolized( has long duration of action .
· sulfinpyrazone and its active metabolite are excreted rapidly via kidney

· The duration of their effect after oral administration is nearly the same

(Mechanism of action

· uricosuric drugs(probencid,sulfinpyrazone,large dose of asprin) block the active transport sites of the proximal tubules (middle segment) so the net reabsorption of uric acid is decreased

(Clinical Uses:

1- chronic gout (urine volume should be maintained at high level by (fluid intake and urinary Ph kept alkaline )to prevent the stones 

2- prolong action of other weak organic acids as penicillin

(Adverse Effects:

· GIT irritation (more with sulfinpyrazone

· Allergic dermatitis (more with probencid 

· Nephrotic syndrome( with probencid

· both of them( rarely cause aplastic anemia

(ALLOPURINOL
Decrease the synthesis of uric acid by decreasing xanthine oxidase enzyme

(Pharmacokinetics:

1- 80% absorbed after oral administration

2- metabolized to active metabolite alloxanthine
3- given once daily

(Clinical Uses: 

1- chronic gout

2- in patients with gout whose 24 hr urinary uric acid on purine- free diet exceeds 600-700mg

3- when probencid or sulfinpyrazone cannot be used

4- for recurrent renal stones

5- in patients with renal function impairment*
6- when serum urate levels are greatly elevated
7- Anti protozoal agent

8- to prevent the massive uricosuria following therapy of blood dyscrasis
(Adverse Effects:

1- Acute attacks of gouty arthritis occur early in treatment with allopurinol

2- GIT (NVD)

3- peripheral neuritis ,necrotizing vasculitis

4- bone marrow depression

5- hepatic toxicity and intestinal nephritis

6- allergic skin reaction in 3% of patients (pruritic maculpapular lesion)

7- exfoliative dermatitis can be reported

8- cataracts (v.rare)

(Drug – drug  interaction:

1. with chemotherapeutic mercaptopurines their dosage must be reduced to 75%( if ↓ their metabolism ( adjust the dose ).
2. also with cyclophosphamide the same effect

3. decrease the metabolism of probencid and oral anti coagulants
· contraindications:- 
contraindicated in pregnancy and children
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Has selective anti-inflammatory





Mechanism of action:


Prevent migration of granulocytes by binding to cell intracellular protein (tubulin) ( prevent polymerization ( stop cell mitosis ).
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