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COX-2 Inhibitors – Guidelines for Use – December 2002

Pikes Peak Region Formulary Committee 

USA MEDDAC, FORT CARSON

A recent drug use evaluation showed a high percentage of inappropriate patient selection and initial high dose use of the COX-2 Inhibitors.  The following guidelines are provided to ensure appropriate use of these high cost agents.

Patient Selection

Celecoxib (Celebrex) Valdecoxib (Bextra), Rofecoxib (Vioxx) or Meloxicam (Mobic) use is appropriate for the following: 


*For patients considered to be at higher risk of upper GI events associated with NSAIDs, consider acetaminophen** or 

salsalate.  Patients at higher risk for upper GI events with NSAIDs include the following: age ( 65 years; history of PUD 

or upper GI bleed;  concurrent  use of anticoagulants or glucocorticoids; co-morbid conditions.
**The American College of Rheumatology recommends acetaminophen as first-line therapy of osteoarthritis.

Indications/Dosages*** 

Celecoxib (Celebrex)



( analgesia in patients intolerant of first line NSAIDs, NTE 200mg per day



( osteoarthritis (OA) in adults = 100mg qd to bid or 200mg qd, NTE 200mg per day

( rheumatoid arthritis (RA) in adults = 100mg to 200mg bid (200mg BID dosing is permitted for RA only, based on the report that even though the doses were equal in their effectiveness, a very few patients did derive additional benefit)

Rofecoxib (Vioxx)



( analgesia in patients intolerant of first line NSAIDs, NTE 50mg per day (as a single dose)

( osteoarthritis (OA) or rheumatoid arthritis (RA) in adults = 12.5mg to 25mg per day total


Valdecoxib (Bextra)  



( analgesia in patients intolerant of first line NSAIDs, 10 to 20mg per day as a single dose

( osteoarthritis (OA) or rheumatoid arthritis (RA) in adults = 10mg to 20mg per day as a single dose


Meloxicam (Mobic)



( analgesia in patients intolerant of first line NSAIDs, 7.5mg to 15mg per day as a single dose



( osteoarthritis (OA) or rheumatoid arthritis (RA) in adults = 7.5mg to 15mg per day as a single dose

***The Cox-2 agents listed above, are on the formulary for the indications above only.  Any Cox-2 prescriptions requiring BID dosing, or doses greater than those listed for the indications above, will need to be filled at a network pharmacy; or via the DoD Mail Order Pharmacy (http://www.tricare.osd.mil/pharmacy/nmop.cfm) using the Prior Authorization Form on the reverse side. 

Note: When prescribing COX-2 agents within the guidelines above please provide a specific comment referring to which indication the patient falls into, to assist in the prompt filling of the prescription.

Efficacy

Celecoxib, valdecoxib and rofecoxib have been reported to produce a lower risk of gastroduodenal erosions when compared to other traditional non-steroidal agents.  Although the use of highly selective COX-2 inhibitors may results in a lower incidence of GI toxicity, it is not known whether other side effects may arise as a result of specific COX-2 inhibition.  Clinical trials of celecoxib and rofecoxib have demonstated more efficacy than placebo and comparable efficacy to currently available NSAIDs (celecoxib to naproxen for OA; rofecoxib to ibuprofen, diclofenac).  Given the lack of published data, celecoxib, valdecoxib and rofecoxib should be considered second-line NSAID therapy for RA and OA and reserved for patients at high-risk for adverse outcomes to traditional NSAIDs.  
Renal Effects


Clinical trials with celecoxib, valdecoxib and rofecoxib indicate these agents have effects on renal function comparable to non-selective NSAIDs.  Expression of COX-2 in afferent and efferent arterioles likely accounts for these observations.

Gastroprotective Agents


If used concomitantly with non-selective NSAID therapy, consider stopping any treatment with an H2RA (cimetidine or ranitidine) or PPI (rabeprazole), if using for NSAID-induced GI symptoms, when starting COX-2 therapy.

Considerations
· Patients with a sulfonamide allergy should not receive celecoxib

· Patients with dyspepsia are not candidates for COX-2 therapy (they have been reported to cause dyspeptic symptoms)

· Patients with a lack of response to a NSAID is not indicative of the need for COX-2 therapy (they have not been shown to be superior)

· Patients with impaired renal function, heart failure, liver dysfunction, the elderly and those taking diuretics and ACE inhibitors may be at risk for exacerbating renal effects similar to the NSAID class effects

( history of peptic ulcer disease or NSAID related ulcer*, clinically significant GI bleeding*, or coagulation defect


( concurrent use of corticosteroids, anticoagulants, antiplatelet agents, methotrexate


( failure of an adequate trial with at least two different NSAIDs


( Any of these agents may be used pre or post operatively, provided they are prescribed as a single daily dose, do not exceed the analgesic dosages below, and do not exceed a 30-day total supply.

































































