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SELECTIVE COX II INHIBITORS

· COX II – Induced in inflammation when activated; primary inflammatory cytokines IL1 and TNF are important in this regard
· most of NSAIDs are inhibitors of both COX I & II
· COX II selective inhibitors bind to and block the active sites of COX II isoenzyme more effectively than that of COX I.
· This group of drugs do not affect the action of constitutively active drugs found in the kidneys, platelets and GIT
· They have an algesic, antipyretic and anti-inflammatory effect similar to NSAIDs but with fewer GIT effects
· Like COX I, COX II is constitutively active within the kidney and so COX II inhibitors are not recommended for those with severe renal insufficiency
Uses

· similar to non selectives
· osteoathritis
· rheumatoid arthritis
· polyposis
· dysmenorrhea.
· Acute gouty arthritis
· acute masculoskeletal pain
· ankylossing spondylitis
· anti-inflammatory action of NSAIDs is mainly related to their inhibition of COX II, when used as anti-inflammatory agents, their unwanted effects are largely due to inhibition of COX I.
Cox II Inhibitors

· coxibs
· celecoxib
· rofecoxib
· valdecoxib
· etericoxib
· COX II inhibitors do not affect platelet functioin at their usual doses
·  their efficacy equals that of the older known selective cox inhibitors but their GIT safety is improved; less GIT irritation.
· The toxic effects of the highly selective COX II inhibitor are attributable to inhibition of prostaglandin in the kidney; oedema and hypertension.
ROFECOXIB

· A furanos derivative
· a potent cox II Inhibitor
uses

· Osteoid and rheumatoid arthritis
· anti pyretic and analgesic properties in common with the other NSAIDs
P'kinetics

· well absorbed orally; t1/2 of 17 hrs
· highly ppb
· metabolism by cytosolic reductases producing dihydro derivatives
· eliminated in urine as metabolites while 14% is eliminated in feces as unchanged drugs
· There appears to be saturable metabolism as therapeutic doses
· not recommended for use for those with adverse renal dx
· there is significant interaction of rofecoxib with rifampin, methotrixate and warfarin
· It does not inhibit platelet function; there is improved GIT safety.
·  High doses are associated with edema and hypertension
CELECOXIB

· A sulfonamide
· highly selective cox II inhibitors
· about 10 – 20 times more selective for cox II than for cox I
· it's as effective as other NSAIDs in rheumatoid and osteo- arthritis
· causes fewer gastric ulcers than the other NSAIDS
· the frequency of side effects approximates those of the other NSAIDS; does not affect platelet aggregation
· it's effective at doses of 100 -200mg/bd or 400mg/od
P'kinetics

· moderate rate of absorption; the extend of absorption not documented
· Tmax 2 -4 hrs
· t ½ is 11 hrs
· extensively PPB
· Little of the drug is excreted unchanged; most excreted as carboxylic acid and glucoronide metabolite in urine and feces.
· Plasma conc in pts with renal insufficiency is lower; there is increased apparent clearance; pts may pass out albumin in urine- no proteins to bind the drug thus increased clearance
· Plasma concentration increases by 40-100% in those with mild and moderate hepatic impairment respectively
· Drug interaction
· with fluconazole and lithium
· not with ketoconazole or metotrixate.
· Occasionally interacts with warfarin
· metabolized by CYP 2C9 and may interact with drugs that inhibit this isozyme.
· therapeutic use and S/Es similar to those of rofecoxib
ETORICOXIB

· A bipyridine derivative with structural similarities to diclofenac
· it's a second generation cox ii inhibitor with highest selectivity ratio of any coxib for inhibition fo cox ii relative to cox I
· t1/2 = 22 hrs
· extensively metabolized by CYT P450 followed by renal excretion
uses

· similar to the other drugs
·  good for rx of acute gouty arthritis
· hepatic function should be monitored in pts receiving this drug since it's structurally similar to diclofenac
VALDECOXIB

· A di-aryl substituted isoxazole
· highly selective for cox ii inhibitors 
· t1/2 of 8 -11 hrs
· uses similar to the other coxibs
· it's a sulfonamide and those sensitive to sulfonamide may react to the drug
Other NSAIDS

APAZONE

· an anti-inflammatory analgesic and antipyretic; a weak inhibitor of COX and also less active than the other NSAIDs
· it's a potent glucosuric agent and useful for rx of acute gout.
· Inhibits neutrophil migration, degranulation and superoxide production which may contribute partly to its anti-inflammatory effect.
P'kinetics

· rapidly and almost completely absorbed from the gut
· tmax in plasma is about 4 hrs post admin
· extensively PPB
· T1/2 = 20 – 24 hrs
· penetrates slowly into synovial fluids
· about 60% is excreted in urine unchanged; approximately 20% as hydroxylated products
· undergoes entero-hepatic recycling.
Uses

· rx of oste & rheumatoid arthritis
· gout
· dosages should be reduced in elderly
Adverse effects

· 6 -10% of pts
· includes
· mild GIT effects; nause, epigastric pain and dyspepsia
· skin rashes in about 3% 
· CNS; headache, vertigo (less frequent)
NIMESULIDE

· A sulfonamide cpd
· analgesic, anti-inflammatory and anti-pyretic effects
·  used for pts with allergic hypersensitivity to asprin or NSAIDS
· A weak inhibitor of PG synthesis but also inhibits neutrophil activation and exhibits anti-oxidant properties that contributes to it's anti-inflammatory effects
· can also block metalloproteinase activity of articular chondrocytes.
P'kinetics

· rapidly and extensively absorbed following oral admin
· Cmax in 1 -4 hrs
· elimation t1/2 about 3 hrs
· Oral and rectal bioavailability is about 70%--may be given as suppositories
· also extensively PPB
· Metabolized and metabolites excreted by the kidneys
Side effects

· involves GIT and CNS
· Due to A/Es pediatric preparations withdrawn from the market
1
1

