2002 Rheum question 5. Answer B

Colchicine and NSAIDs to be avoided in patients with CRF. Rules out A, C & E.

Dose of Allopurinol not adjusted during an acute attack. Rules out D.

Chapter 322: Gout and Other Crystal Arthropathies (Harrison’s)
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Treatment

Acute Gouty Arthritis

The mainstay of treatment during an acute attack is the administration of an anti-inflammatory drug such as colchicine, nonsteroidal anti-inflammatory drugs (NSAIDs), or glucocorticoids depending on the age of the patient and comorbid conditions. Both colchicine and NSAIDs may be quite toxic in the elderly, particularly in the presence of renal insufficiency and gastrointestinal disorders. In elderly patients, one may favor the use of intraarticular glucocorticoid injections for attacks involving one or two larger joints or cool applications along with lower oral doses of colchicine for gouty synovitis affecting small joints. Colchicine given orally is a traditional and effective treatment, if used early in the attack, in at least 85% of patients. One tablet (0.6 mg) is given every hour until relief of symptoms or gastrointestinal toxicity occurs, or a total of four to eight tablets have been taken in accordance with the age of the patient. The drug must be stopped promptly at the first sign of loose stools, and symptomatic treatment must be given for the diarrhea. Intravenous colchicine is sometimes used and can reduce, though not eliminate, the gastrointestinal side effects. Intravenous colchicine is most reliable for pre- or postoperative prophylaxis in 1- to 2-mg doses when patients cannot take medications orally. NSAIDs are affective in about 90% of patients, and the resolution of signs and symptoms usually occurs in 5 to 7 days. The most effective drugs are those with a short half-life and include indomethacin, 25 to 50 mg tid, ibuprofen, 800 mg tid, or diclofenac, 50 mg tid. Cyclooxigenase-2-specific inhibitors are probably equally effective but with less short-term gastrointestinal toxicity. Oral glucocorticoids such as prednisone, 30 to 50 mg/d as the initial dose and tapered over 5 to 7 days, a single intravenous dose of methylprednisolone, 7 mg of betametasone, or 60 mg of triamcinolone acetonide have been equally effective. ACTH as an intramuscular injection of 40 to 80 IU in a single dose or every 12 h for 1 to 2 days is effective in patients with acute polyarticular refractory gout or with a contraindication for using colchicine or NSAIDs.

Hypouricemic Therapy

Attempts to normalize serum uric acid to <300 PRIVATE "TYPE=PICT;ALT=0x0003bc"MSUmol/L (5.0 mg/dL) to prevent recurrent gouty attacks and eliminate tophaceous deposits entail a commitment to long-term hypouricemic regimens and medications that generally are required for life. Hypouricemic therapy should be considered when the hyperuricemia cannot be corrected by simple means (control of body weight, low-purine diet, increase in liquid ingestion, limitation of ethanol intake, and avoidance of diuretic use). The decision to initiate hypouricemic therapy is usually made taking into consideration the number of acute attacks, family history of gout, presence of  tophaceous deposits, uric acid excretion >800 mg per 24 hours, presence of uric acid stones, and risk for acute uric acid nephropathy during chemotherapy for myeloproliferative disorders. Uricosuric agents, such as probenecid, can be used in patients with good renal function who underexcrete uric acid, with <600 mg in a 24-hour urine sample. Urine volume must be maintained by ingestion of 1500 mL of water every day. Probenecid can be started at a dosage of 200 mg twice daily and increased gradually as needed up to 2 g in order to maintain a serum uric acid level <300 PRIVATE "TYPE=PICT;ALT=0x0003bc"mol/L (5 mg/dL). Probenecid is the drug of choice to treat elderly patients with hypertension and thiazide dependence; however, probenecid is not effective with a renal creatinine clearance <1 mL/s. These patients may require allopurinol or benzbromarone (not available in the United States), which is another uricosuric drug that is effective in patients with renal failure and who are receiving diuretics. Allopurinol is the best drug to lower serum urate in overproducers, stone formers, and patients with advanced renal failure. It can be given in a single morning dose, 300 mg initially and increasing up to 800 mg if needed. In most patients, it is not necessary to start at a lower dose; however, in patients with renal failure, the dosage should be adjusted depending on the serum creatinine concentration in order to minimize side effects. Patients with frequent acute attacks may require lower initial doses to prevent exacerbations. Toxicity of allopurinol has been recognized increasingly in patients with renal failure who use thiazide diuretics and in those patients allergic to penicillin and ampicillin. The most serious side effects include skin rash with progression to life-threatening toxic epidermal necrolysis, systemic vasculitis, bone marrow suppression, granulomatous hepatitis, and renal failure. Urate-lowering drugs should not be initiated during acute attacks. This is especially important in patients who have refractory acute arthritis or who had a flare-up previously with hypouricemic drugs. Colchicine prophylaxis in doses of 0.6 mg one to two times daily is usually continued, along with hypouricemic therapy, until the patient is normouricemic and without gouty attacks for 3 months. However, prophylactic colchicine treatment may be necessary as long as tophi are present.

Uptodate (11.1)

Overview of pharmacologic therapy – Pharmacologic modalities employed in the treatment of gout are classifiable as antiinflammatory, prophylactic, and antihyperuricemic. These designations reflect the three distinctive aims of treatment:

  •  Antiinflammatory therapy – prompt and safe termination of the acute arthritic attack

  •  Prophylaxis – prevention of recurrences of acute gouty arthritis

  •  Antihyperuricemic therapy – prevention and reversal of the consequences of urate crystal deposition in joints (gouty arthropathy), urinary tract (nephrolithiasis), renal interstitium (urate nephropathy), and tissue and parenchymal organs (tophi)

The antihyperuricemic agents, while capable of ultimately reducing the frequency of acute attacks, have no value in the treatment of active gouty inflammation. However, once treatment with an antihyperuricemic agent has been initiated, it should not be interrupted during an acute attack.
Recommendations – Unless contraindicated, we prefer administration of a potent NSAID (such as indomethacin) for reduction of acute gouty inflammation, especially if treatment is initiated within 24 hours of the onset of symptoms. In an attack of several days' duration, however, an NSAID with fewer gastroduodenal side effects (such as nabumetone or a selective COX-2 inhibitor) seems preferable, since a longer course of therapy is likely to be required. An alternative to COX-2 selective agents in patients at high risk of gastric ulcer or gastrointestinal bleeding is use of anti-ulcer medication in addition to a nonselective NSAID. 

We reserve the use of oral colchicine for patients intolerant of NSAIDs or those who have used this agent with success in the past. Many patients report that incipient attacks can be aborted with oral colchicine taken at the first symptom.

Other regimens – Other regimens may also be effective, producing a similarly rapid rate of recovery. If the diagnosis of acute gouty arthritis is secure and infection is ruled out, an intraarticular steroid injection (with triamcinolone hexacetonide, 20 mg, for example) is an attractive treatment option for a monoarticular attack and is preferable, in our opinion, to oral steroids. Oral prednisone (30 mg/day for one to two days and then in reduced dose over seven to ten days) can also reduce gouty inflammation, but withdrawal may be attended by a rebound attack.

Advanced renal failure – Although uncommon, gout does occur in patients with advanced chronic renal failure and those being treated with maintenance dialysis. Colchicine is generally avoided in this setting and, in patients not yet on dialysis, there may be concern about worsening renal function with an NSAID. Such patients can be safely treated with intraarticular or oral corticosteroids as described above.
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TREATMENT OF ACUTE GOUTY ARTHRITIS

Three treatments are available for patients with acute gouty arthritis. Colchicine is less favored now

than in the past, because its onset of action is slow and it invariably causes diarrhea. Nonsteroidal antiinflammatory drugs, which are currently favored, are rapidly effective but may have serious side effects. Corticosteroids, administered either intraarticularly or parenterally, are used increasingly in patients with monarticular gout, especially if oral drug therapy is not feasible. Therapy that might alter serum urate concentrations should not be initiated or changed as long as any gouty joint inflammation persists, because such treatment may delay the recovery. The choice of a drug depends on an assessment of its efficacy as compared with its toxic effects in the treatment of a particular attack in a particular patient. However, nonsteroidal antiinflammatory drugs are generally favored unless the risk of side effects is judged to be too high.







