Drug Safety Communications

FDA Drug Safety Communication: FDA warns of rare but serious skin reactions with the pain
reliever/fever reducer acetaminophen

Safety Announcement

[8-1-2013] The U.S. Food and Drug Administration (FDA) is informing the public that acetaminophen has
been associated with a risk of rare but serious skin reactions. These skin reactions, known as Stevens-
Johnson Syndrome (SJS), toxic epidermal necrolysis (TEN), and acute generalized exanthematous
pustulosis (AGEP), can be fatal. Acetaminophen is a common active ingredient to treat pain and reduce
fever; it is included in many prescription and over-the-counter (OTC) products.

Reddening of the skin, rash, blisters, and detachment of the upper surface of the skin can occur with the
use of drug products that contain acetaminophen. These reactions can occur with first-time use of
acetaminophen or at any time while it is being taken. Other drugs used to treat fever and pain/body
aches (e.g., non-steroidal anti-inflammatory drugs, or NSAIDS, such as ibuprofen and naproxen) also
carry the risk of causing serious skin reactions, which is already described in the warnings section of
their drug labels.

Anyone who develops a skin rash or reaction while using acetaminophen or any other pain
reliever/fever reducer should stop the drug and seek medical attention right away. Anyone who has
experienced a serious skin reaction with acetaminophen should not take the drug again and should
contact their health care professional to discuss alternative pain relievers/fever reducers.

Health care professionals should be aware of this rare risk and consider acetaminophen, along with
other drugs already known to have such an association, when assessing patients with potentially drug-
induced skin reactions.

This new information resulted from the Agency’s review of the FDA Adverse Event Reporting System
(FAERS) database and the medical literature®
with acetaminophen (see Data Summary). It is difficult to determine how frequently serious skin

to evaluate cases of serious skin reactions associated

reactions occur with acetaminophen, due to the widespread use of the drug, differences in usage among
individuals (e.g., occasional vs. long-term use), and the long period of time that the drug has been on the
market; however it is likely that these events (i.e., SIS, TEN, and AGEP) occur rarely.

FDA will require that a warning be added to the labels of prescription drug products containing
acetaminophen to address the risk of serious skin reactions. FDA will also request that manufacturers
add a warning about serious skin reactions to the product labels of OTC acetaminophen drug products
marketed under a new drug application and will encourage manufacturers of drug products marketed
under the OTC monograph do the same.



FDA has prepared a list of questions and answers to provide more information about this safety issue.

Facts about acetaminophen

e It is widely used in both prescription and over-the-counter (OTC) products to reduce pain and
fever.

e Itis available in single-ingredient drug products and in fixed-dose combination drug products
(i.e., a combination of two or more ingredients in a single drug product).

Additional Information for Patients and Consumers

e Acetaminophen is available alone in single-ingredient products and also combined with other
medicines in products used to treat colds, coughs, allergies, pain, and sleeplessness.

e Acetaminophen is an ingredient in many over-the-counter (OTC) and prescription medicines. On
OTC medicines, the word “acetaminophen” appears on the front of the package and on the Drug
Facts label under the Active Ingredient(s) section. On prescription medicines, the label may
spell-out acetaminophen or it may have a shortened version of it such as “APAP,” “acet,”
“acetamin,” or “acetaminoph.” If you aren’t sure if your medicine contains acetaminophen, ask
a pharmacist or your health care professional for additional information.

e Acetaminophen may rarely cause serious skin reactions. Symptoms may include skin reddening,
rash, blisters, and the upper surface of the skin may become separated from the lower layers.

e Serious skin reactions can occur even if you have taken acetaminophen in the past without any
problems.

e If you develop any skin rash or reaction while using a medicine containing acetaminophen, stop
the medicine and seek medical attention immediately. A health care professional will evaluate
you to determine if you are experiencing a serious skin reaction.

e If you have had a serious skin reaction with acetaminophen, do not take it or any products
containing acetaminophen again. Doing so could cause you to have another serious skin
reaction.

e Talk to your health care professional if you have any questions or concerns about
acetaminophen or other pain relievers/fever reducers.

e Other medicines used to treat fever and pain/body aches (e.g., non-steroidal anti-inflammatory
drugs, or NSAIDs, such as ibuprofen and naproxen) also carry the risk of causing serious skin
reactions. However, having experienced a serious skin reaction with acetaminophen does not
necessarily mean that you will also experience the reaction with other pain reliever/fever
reducer medicines.


http://www.fda.gov/Drugs/DrugSafety/ucm363045.htm

e Report side effects from acetaminophen to the FDA MedWatch program, using the information
in the Contact FDA box at the bottom of this page.

Additional Information for Health Care Professionals

e Rarely, acetaminophen can cause serious, potentially fatal skin reactions, such as acute
generalized exanthematous pustulosis (AGEP), Stevens-Johnson Syndrome (SJS), and toxic
epidermal necrolysis (TEN).

e The evidence supporting causality primarily comes from a small number of cases published in
medical literature in which patients were rechallenged with acetaminophen and had a
recurrence of the serious skin reaction.” Other supportive data include reports from the FDA
Adverse Event Reporting System (FAERS) database and case control studies (see Data
Summary).? %

e Inform patients about the signs of serious skin reactions and that use of acetaminophen should
be discontinued at the first appearance of skin rash or any other sign of hypersensitivity.

e Inform patients that acetaminophen may be an ingredient in over-the-counter (OTC) and
prescription fixed-dose combination drug products, including those used to treat colds, coughs,
allergy, pain, and sleeplessness.

e Other drugs used to treat fever and pain/body aches (e.g., NSAIDs) also carry the risk of causing
serious skin reactions. However, there does not appear to be cross-sensitivity between
acetaminophen and other pain reliever/fever reducer drugs.

e Report adverse events involving acetaminophen to the FDA MedWatch program, using the
information in the Contact FDA box at the bottom of this page.

Data Summary

FDA reviewed the FDA Adverse Event Reporting System (FAERS) database and the medical literature for
evidence of an association between acetaminophen and Stevens-Johnson Syndrome (SJS), toxic
epidermal necrolysis (TEN), and acute generalized exanthematous pustulosis (AGEP). The evidence
supporting causality between acetaminophen and serious skin reactions primarily comes from a small
number of published cases in which patients were rechallenged with acetaminophen and had a
recurrence of a serious skin reaction.*?

e Inone case, a 7-year-old girl with fever and sore throat was treated with three doses of
acetaminophen (10 mg/kg), and 12 hours later, she developed an erythematous rash over her
gluteal region and legs. Her condition worsened, and she was admitted to a hospital. Her skin
biopsy was compatible with TEN. Six months later, an allergist questioned the diagnosis of TEN
due to acetaminophen and performed an oral rechallenge with acetaminophen 250 mg. No
other drugs were used. Thirty minutes later, the patient developed diffuse urticaria and
erythema and was readmitted to the hospital.!



e Inanother case, an 11-year-old boy was hospitalized for SJS. He had taken acetaminophen for a
cold and presented to medical attention with malaise, fever, and erythematous macules that
progressed to erosive, hemorrhagic lesions. Laboratory testing included a biopsy that was
compatible with SJS. A later oral test with acetaminophen (clinicians were unaware the original
reaction was associated with acetaminophen) resulted in erythema multiforme, diagnosed
clinically with a compatible biopsy.?

e Inathird case, an 83-year-old man took acetaminophen and multiple other drugs for a hip
replacement. He was admitted to the hospital with an erythematous rash with hundreds of
small, nonfollicular pustules; biopsy showed subcorneal pustules, spongiosis, papillary edema,
and a perivascular infiltrate consistent with AGEP. All drugs were stopped with resolution of the
eruption and widespread desquamation. Skin patch tests with acetaminophen only resulted in
subcorneal pustules. He experienced a recurrence of AGEP with subsequent administration of
intravenous propacetamol, a prodrug of acetaminophen.’

In addition to the three positive rechallenge cases, the medical literature contained several cases of SJS,
TEN, and AGEP (3, 17, and 6 cases, respectively) in which the only drug administered prior to the
reaction was acetaminophen, or acetaminophen hypersensitivity was demonstrated by skin testing or
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other means.” " There were no deaths reported in the literature, but the majority of cases required

hospitalization. All cases resolved with discontinuation of the drug.

A search of FAERS from 1969 to 2012 identified 91 cases of SJS/TEN and 16 cases of AGEP, which
resulted in 67 hospitalizations and 12 deaths. The majority of the cases involved single-ingredient
acetaminophen products. A small number of cases involved injectable acetaminophen products or oral
acetaminophen/opioid fixed-dose combination products. Indications for acetaminophen use varied
between pyrexia and analgesia, and the majority of the reported doses were consistent with labeled
dosing recommendations.

Of the 91 cases of SIS/TEN, 6 were categorized as probable cases associated with acetaminophen, with
the rest categorized as possible cases. Of the 16 cases of AGEP, 1 was categorized as a probable case
associated with acetaminophen, with the rest categorized as possible cases. These seven probable
cases had a confirmed diagnosis of SJIS/TEN or AGEP by a dermatologist and/or histological findings
temporally associated with acetaminophen; confounding medications were not administered within two
weeks preceding the events. The time to event, which was measured from the initiation of
acetaminophen to the onset of cutaneous signs and symptoms, ranged from less than 24 hours to 8
days. Among these probable cases, six people were hospitalized and one died.

FDA's review of five SIS/TEN case-control studies and one of AGEP indicated that risks of SIS/TEN may
be increased with the use of acetaminophen and were generally independent of the effects of other

2126 However, all but two of these case control studies failed to address the possible presence of

drugs.
protopathic bias, which in this setting refers to a false increase in the risk of SJIS/TEN attributable to
acetaminophen, due to its use to treat fever, a prodromal symptom of SIS/TEN. In one of the two

studies that controlled for the confounding effect of protopathic bias by limiting the acetaminophen



exposure period to a time preceding the prodromal period, acetaminophen remained significantly
associated with SJS/TEN.%
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