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COX-2 has a larger and more flexible
substrate channel than COX-1, and

COX-2 has a larger space at the site where
inhibitors bind.
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Therapeutic disadvantages
of selected NSAIDs*

Upper Gl disturbances
are common

No antipyretic
effect

Very potent; should be
used only after less
toxic agents have

proven ineffective

CNS disturbances are
common

Potential for increasing
myocardial infarctions
and strokes

Salicylates:
Aspirin
Salicylate salts
Diflunisal
Acetic acids:

Indomethacin
Sulindac
Tolmetin

Propionic acids:

lbuprofen
Fenoprofen
Flurbiprofen
Ketoprofen
Naproxen
Oxaprozin

Oxicams:

Piraxicam
Meloxicam

Fenamates:

Mefenamic acid
Meclofenamic acid

COX-2 inhibitors
Celecoxib

Therapeutic advantages
of selected NSAIDs

Low cost; long
history of safety
Less Gl irritation
than aspirin

Long half-life permits daily

or twice-daily dosing

Lower toxicity and better
acceptance in some
patients. Naproxen is
considered by some experts
as one of the safest NSAIDs

Less Gl irritation than

aspirin




Range of COX-1 and COX-2 selectivity of NSAIDs

lumiracoxio
rofecoxib
eloncoxib
valdecoxib » 50-old COX-2 selective

gtodolac
meloxicam
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celecoxib i
i 5 to 50-fok] COX-2 selective
fenoprofen < 5-f0ld COX-2 saiective
buprofen
tolometin
nagroxen
asplrin
indomethacin
ketoprofen
{hurtiprofen
ketorolac
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-3 2 -1 0 1 2 3
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Range of COX selectivity for COX-1 and COX-2
(logm 'Cgp COX'ZJCOX'”

COX = cyclooxy-genase; IC50 = concentration of NSAID that inhibits COX by 50%,
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Acetaminophen=Paracetamol
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Acetaminophen=Paracetamol

NSAIDs

Anti- Analgesic  Antipyretic
inflammatory effect effect
effect

Acetaminophen
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