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M (o aadddl adlgll 4 serine cpmw Lilay acetylation el (ASA cldeudlue Jibewd (aes) o) P9y

Sl odid usSe pe laputs die iy g1 ¥ (cyclooxygenase) COX-2 g COX-1 ypasii¥ll

Platelet COX-1 After aspirin
AA access obstructed
. by acetyl group in
acetylation v 5
o Ser 529 of serine 529 aspirin-modified COX
:(:ta y"? . -/ \\ N by aspirin / e ~\
S \ / “ catalytic V4 t B R . B
/ . site ) Wy L
) \’ L J v \
: f COX dimer \ " al ‘//
- o ) ' j \‘ ”
4 | ’ \ ' g\ /

! : \\“““
hydrophob/c z Brshmicen O0H b o jE T vy
R Arachidonic Acid e ) AA

P,G“z (AR) .
s lsomerose acetylsalicylic salicylic
Thromboxane A, acid (aspirin) acid
/
b’

I Platelet Activation I

Adapted from Fitzgerald & FitzGerald (2013).
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dimers ¢ g3l 4aLS LS 568 COX mlauis] dalgs
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B. Metabolic effect of salicylate intoxication

Aspirin

|

uncoupling increase inhibition inhibition
oxydative- peripheral of Kreb's of amino acid
phosphorylation glucose cycle metabolism
demand enzymes

ATP —

|

Glycolysis —

A

l Stimulation
of lipid
metabolism
IIOrganic acids
A (alpha-keto-glutarate,
pyruvic acid oxaloacetate) v

i1

A . .
lactic acid

ketone bodies TAmino acids

l l
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Blood concentration (mg/dL)

Mild toxicity Nausea (lde 45-65
) ) Gastritis dasaa 508 L&
;o
Mild hyperpnea Juias wais byd
Tinnitus 30 owls
Moderate toxicity Hyperpnea & J 65-90
Hyperthermia Las,!
tae yp &9 flasy
Dehydratation _élazs
Lethargy M
Severe toxicity Coma (LgS) g 90-120

Convulsions &l
Cyanosis (38,3

Pulmonary edema 45, 439
Respiratory failure uaws (i
Cardiovascular collapse
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Classification

RORT

Enzyme inhibition

¥l Jas

Indole and indene acetic acids

Indomethacin

Selective for COX-1

Sulindac ©33¥ SLanlICOX-1
Heteroaryl acetic acids Diclofenac Slightly Selective for COX-1
0335¥ s ol sy LanICOX-1
Arylpropionic acetic acids Ibuprofen Slightly Selective for COX-1
Ketoprofen ¥ el paay SlaxlCOX-1
Naproxen

Anthranilic acids

Mefenamic acid

Slightly Selective for COX-1

{m;)a? 9@3.“ o QLE_U‘COX-’I

Enolic acids

Piroxicam

Meloxicam

Phenylbutazone

Selective for COX-1

255¥ SLEnICOX-1

pyranocarboxylic acids Etodolac Selective for COX-2
COX-2 inhibitors Celecoxib Selective for COX-2
rofecoxib
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