Paracetamol
(Acetaminophen)



LEARNING OBJECTIVES

* Describe pharmacokinetics of Paracetamol
* Describe mechanism of action of Paracetamol
* Describe the clinical uses of Paracetamol

* Describe the adverse effects of Paracetamol

* Give the therapeutic and fatal doses of
Paracetamol

* Describe the drug treatment of Paracetamol
poisoning
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ACETAMINOPHEN

PHARMACOKINETICS
Peak blood level is reached in 30-60 min

Metabolized by hepatic microsomal enzymes by
Conjugation to form acetaminophen sulphate and
acetaminophen glucronide

5 % = N-acetyl-p-benzo-quinoneimine (NAPQI)
Toxic to liver and kidneys
325 - 1000mg (total dose not > 4000mg)



Pharmacokinetics:

¥

B PCM bio availability above 80%%s .

B FPeak plasma concentration accur between
15 mins and 2 hours after ingestion.

B It has few Pharmacokinetics drue interaction.
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Mechanism of acnon of Paraceramol
Acetaminophen

Faracetamal (Acetaminanhien|

Penetrates the blood-brain barier

Blacks Cycloxygenass [COXCH) in brain

Blocks (he taomdabon and redesse ol groglaglanding (PGE] in ha
Genlral nersus spsbes

irhiel Che &ctian ol endogencis parogens on [he haal-regutating
Ganlers in the brain

Antipyratic etect




Paracetamoal: mechanism of action

Faracetamol acls as a pro-drug. with the active
melabalite (AM404) being faormed in the brain
through comnugabon of the deacalylated
denwvalive ol paracelamal ip-ammophenal | wilth
arachngomic acsd, by the achon of fally acd
amde hydrolase (FALH).

At analgesic doses of paracetamaol, AMADRE which
i5 formed in rat brain regions expressing high
evels of FAAH, can indirectly activate GBI
receptars,



PHARMACOLOGICAL ACTIONS

Active metabolite of phenacetin
Weak COX-I and COX-2 inhibitor
Inhibits COX-3 centrally

No significant anti-inflammatory effects






INDICATIONS

Anti pyretic
Headache

Myalgia and sprains = adjunct with centrally
acting muscle relaxants

Peri menstrual and postpartum pain
Adjunct with NSAIDs In rheumatoid arthritis



ACETAMINOPHEN.....

ADVANTAGES
Preferable to Aspirin in

O Peptic ulcer

O Hemophilia

O Bronchial asthma

O Reye ‘s syndrome

Can be given with probenecid



ADVERSE EFFECTS

Mild increase in hepatic enzymes
Dizziness

Excitement and disorientation at larger
doses

LIVER DAMAGE
In dose greater than 4-6 g/d
15-20gm potentially fatal (30tablets)



PARACETAMOL INDUCED
LIVER FAILURE

Mechanism
N-acetyl-p-benzo-quinoneimine (NAPQI)
Normally Reacts with sulfhydryl group in GSH
Then excreted as mercapturic acid in urine
In toxic dose GSH is depleted
Toxic metabolite accumulates

Toxicity = centrilobular necrosis,
methemoglobinemia,hemolytic anemia




PARACETAMOL INDUCED
LIVER FAILURE

Treatment

Supportive therapy
N-Acetylcysteine
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Email address for queries on the topic

drshams11@hotmail.com
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