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1,000 mg Versus 600 mg or 650 mg 
Acetaminophen for Pain or Fever: A Review

Key Messages
• A single 1,000 mg dose of acetaminophen taken post-

surgery appears to decrease pain by at least 50% and 
results in a larger decrease in pain intensity compared 
with a single 650 mg dose.

• The risk of adverse effects is similar between the two 
doses, and no serious effects were reported for either.

• It is not known how clinically effective 1,000 mg is 
for reducing fever compared with 600 mg or 650 mg 
acetaminophen.

• As these studies only used single doses of acetaminophen 
for acute post-surgery pain, more evidence is needed 
on the maximum daily dose and on the long-term use of 
acetaminophen for acute and chronic pain.

Context
Acetaminophen, or paracetamol, is a non-opiate medication 
commonly taken in pill form for pain and fever relief. More than 
4 billion doses are sold each year in Canada, with only 15% being 
sold by prescription. Acetaminophen is not generally associated 
with serious side effects, although it can cause minor nausea, 
stomach pain, and rash. The recommended maximum daily 
dose of acetaminophen, however, is not much lower than what 
is considered an excessive dose, which can lead to serious liver 
damage. An estimated 4,000 hospitalizations each year in Canada 
are the result of acetaminophen overdoses. More than 250 of 
these cases are of acetaminophen-related liver injury, half of 
which are due to accidental overdose.

Technology 
Acetaminophen is generally available over-the-counter in the 
form of regular-strength (300 mg or 325 mg) pills or extra-
strength (500 mg) pills. The non-prescription acetaminophen 
label instructs adults or children 12 years and older to take a 

single dose of 650 mg (two regular-strength pills) every four to six 
hours, or 1,000 mg (two extra-strength pills) every six hours, while 
symptoms last. The current recommended maximum daily dose 
of acetaminophen is 4,000 mg.

Issue 
With the risk of accidental acetaminophen overdoses causing 
serious liver injury, Health Canada is considering lowering the 
maximum recommended daily dose of acetaminophen to 
minimize the risk of liver damage and improve safety. A review of 
the clinical efficacy of 1,000 mg compared with 600 mg or 650 mg 
acetaminophen to treat pain or fever will help to guide decisions 
regarding safe options for pain and fever management.

Methods
A limited literature search was conducted of key resources, and 
titles and abstracts of the retrieved publications were reviewed. 
Full-text publications were evaluated for final article selection 
according to predetermined selection criteria (population, 
intervention, comparator, outcomes, and study designs).

Results
The literature search identified 690 citations, with one additional 
article identified from other sources. Of these, five potentially 
relevant reports were selected for full-text review, and three met 
the criteria for inclusion in this report — two systematic reviews 
and one randomized controlled trial.

Read more about CADTH and its review of 
high-dose acetaminophen for pain or fever:

cadth.ca/1000mg-versus-650-mg-acetaminophen-pain-
or-fever-review-clinical-efficacy.

http://www.cadth.ca/1000mg-versus-650-mg-acetaminophen-pain-or-fever-review-clinical-efficacy.
http://www.cadth.ca/1000mg-versus-650-mg-acetaminophen-pain-or-fever-review-clinical-efficacy.
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Questions or comments about 
CADTH or this In Brief?

Learn more: 
cadth.ca/dMMR

Contact us: 
requests@cadth.ca

Follow us on Twitter: 
@CADTH_ACMTS

Subscribe to our E-Alert and New at CADTH newsletter: 
cadth.ca/subscribe
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