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TABLE 18.1 Stages of Acetaminophen Toxicity

Time post APAP plasma
ingestion  concentration

Stage (hr) (mg/dL)? Signs & symptoms Laboratory findings
1. Preclinical 4 >150 Anorexia, nausea, Hepatic transaminases
toxic effects 8 >75 vomiting, pallor, (AST, ALT) rising
12 >35 diaphoresis, malaise,
24 >h confusion,

hypotension,
arrhythmias

2. Hepatic 24-72 >1(at72 hr)  Clinical improvement, Transaminases peaking;
injury right upper quadrant bilirubin and PT?
pain; hepatic and renal elevated
function deterioration
3. Hepatic 72-96 >1 Hepatic centrilobular Peak levels of AST
failure necrosis; jaundice, (20,000 U/mL) and
coagulopathy, ALT
encephalopathy

(coma); reappearance
of nausea & vomiting,
arrythmias, acute renal
failure, death
4. Recovery 414 days >1 Resolution of hepatic Return to baseline levels
dysfunction and
recovery if liver
damage reversible
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TABLE 16.2

Pathology and Mechanism of ASA Toxicity

Mechanism of
Toxicity

Elevated ASA serum
concentration (acidic

substance)

Stimulation of
medullary
respiratory center

Renal compensation
for respiratory
alkalosis

Inhibition of Kreb's

cycle enzymes

Oxidative uncoupling
of electron transport

chain

Pathological
Consequence

Decreases serum pH

Hypervenulavon

Kidneys excrete more
bicarbonate ons:
retain more hydrogen
ions

Accumulation of
organic acids
(oxaloacetate)

Prevents combination
of phosphate with
ADP

Increases peripheral

demand for zlucose

Metabolic Compensation

Contributes to metabolic
acidosis: alters platelet
function
(hypoprothrombinemia)

Decreases plasma PCO,
with respiratory alkalosis

Contributes o
compensatory metabolic
acidosis: CNS toxicity

Contributes to metabolic
acidosis and lactic
acidosis

Decreases formation of
ATP. enhanced glycolysis,
lectic acid, pyrwvic acid:
contributes to mewbolic

acidosis

Stimulates lipid
metabolism, releases fatty
acids, contributes 1o
metabolic acidosis

Signs and Symptoms

Increases bleeding
ime

Tachypnea,
pulmonary edema,
tachycardia,
dehydration

Irritability,
restlessness, unnitus,
dehydration,
@izures, coma

Gastric irritation,

nause, vomiting

Hypenhermia,
tachycardia,
dehydration,
cardiovascular
collapse.
hypoglyveemia
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