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CLINICAL FEATURES OF ACETAMINOPHEN
TOXICITY
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FOUR STAGES OF ACETAMINOPHEN TOXICITY

IR L B Clinical Stages of Acute Acetaminophen Toxicity

Stage 1 Stage 2 Stage 3 Stage 4
Timing First24 h Days 2-3 Days 34 After day 5
Clinical manifestations Anorexia Improvement in anorexia, nausea, and Recurrence of anorexia, nausea, and | Clinical improvement and recovery (78 d)
Nausea vomiting vomiting or
Vomiting Abdominal pain Encephalopathy Deterioration to multi-organ failure and death
Malaise Hepatic tenderness Anuria
Jaundice
Laboratory abnormalities Hypokalemia Elevated serum transaminases Hepatic failure Improvement and resolution

Elevated bilirubin and prolonged pro-
thrombin time if severe

Metabolic acidosis
Coagulopathy
Renal failure
Pancreatitis

or
Continued deterioration




I8 L Bl Clinical Stages of Acute Acetaminophen Toxicity

Stage 1 Stage 2
Timing First 24 h Days 2-3
Clinical manifestations Anorexia Improvement in anorexia, nausea, and
Nausea vomiting
Vomiting Abdominal pain
Malaise Hepatic tenderness
Laboratory abnormalities Hypokalemia Elevated serum transaminases

Elevated bilirubin and prolonged pro-
thrombin time if severe




Stage 3 Stage 4

Days 3—4 After day 5

Recurrence of anorexia, nausea, and | Clinical improvement and recovery (7-8 d)
vomiting or

Encephalopathy Deterioration to multi-organ failure and death
Anuria

Jaundice

Hepatic failure Improvement and resolution

Metabolic acidosis or

Coagulopathy Continued deterioration

Renal failure

Pancreatitis




DIAGNOSIS
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THE RUMACK-MATTHEW NOMOGRAM
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Acetaminophen plasma concentration
micrograms/mL
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Recommend treatment
if level is above broken line
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Take level
at least
4 hours
post ingestion
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Hours post ingestion
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TREATMENT




GI DECONTAMINATION
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ACETYLCYSTEINE
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IV Acetylcysteine
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V. R L By Acetylcysteine Dosing Regimens

Oral

IV Adult

Preparation

Available as 10% and 20% solutions.
Dilute to 5% solution for oral administration.

Available as 20% solution.

Loading dose

140 milligrams/kg.

150 milligrams/kg in 200 mL 5% dextrose in water
infused over 15—-60 min.

Maintenance dose

70 milligrams/kg every 4 h for 17 doses.

50 milligrams/kg in 500 mL 5% dextrose in water
infused over 4 h (12.5 milligrams/kg per hour).

followed by

100 milligrams/kg in 1000 mL 5% dextrose in water
infused over 16 h (6.25 milligrams/kg per hour).

Duration of therapy

72h.

20 h.

Comments

Dilute with powdered drink mix, juice, or
soda.

Serve chilled.

Drink through a straw to reduce disagreeable
smell.

Monitor for drug-related adverse effects and anaphylac-
toid reactions.




TABLE 190-2 g.t¢)

IV Pediatric (<40 kqg)

Preparation

Available as 20% solution.

Dilute to 2% solution by mixing 50 mL in 450 mL
5% dextrose in water.

Loading dose

150 milligrams/kg (7.5 mL/kg) infused over
15—60 min.

Maintenance dose

50 milligrams/kg (2.5 mL/kg) infused over 4 h
(12.5 milligrams/kg per hour).

followed by

100 milligrams/kg (5 mL/kg) infused over 16 h
(6.25 milligrams/kg per hour).

Duration of therapy

20 h.

Comments

Monitor for drug-related adverse effects and ana-
phylactoid reactions.

500 mL of the 2% solution prepared as described
above is enough to treat a 33-kqg child for the full
20-h course.
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Oral Acetylcysteine
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EXTRACORPOREAL ELIMINATION
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TREATMENT GUIDELINES BASED ON TIME TO ED PRESENTATION
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APAP Ingestion

<4 h from ingestion

Consider Gl
decontamination

Between 4 and 24 h
from ingestion

Toxic: AC Rx

symptomatic Rx

Send =4 h
APAP level
Level available Level not available
<8h until =8 h
Plot on Give 1st dose AC
nomogram (within 8 h)
Mot toxic:

FIGURE 190-3. Treatment guidelines for acetaminophen (APAP) ingestion.

Unknown or =24 h
from ingestion

Consider Gl
decontamination
for unknown
ingestion

Send APAP levels
Send LFTs (AST, ALT, PT)
Give 1st dose AC

APAP =10 micrograms/mL
or AST/ALT increased

Yes: No:
Continue AC Supportive Rx

If
pH <7.3
PT =100
Cr=>3.3
AMS

Refer to liver
transplant unit




Presentation Within 4 Hours of Ingestion
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Presentation >24 Hours After Ingestion or Time of Ingestion Unknown
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DISPOSITION AND FOLLOW-UP
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