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Angioedema Caused by Acetaminophen
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A woman in her 30s presented to our dental clinic, with one day history
of an increasingly swollen tongue on the left side. Two days before
presentation, the patient had taken acetaminophen (Paracetamol).
The patient was recently diagnosed with tension headache and
was prescribed tablet acetaminophen (Dolo-650) twice daily for
two days by her general physician. She did not have any swelling
in other part of her body and face. She had no associated airway
obstruction but did have difficulty in talking due to the degree of
tongue swelling. Her past medical and surgical histories were not
significant. She had no family history of angioedema. She had no
known history of drug intolerance and allergic responses. Her vital
signs and remainder of physical examination were unremarkable; in
particular there was no wheeze and rashes.
On examination she was afebrile with no respiratory distress.
She had a diffuse, soft non tender swelling in the left posterior
lateral border of tongue [Table/Fig-1a&b]. There was no cervical
lymphadenopathy. There was no evidence of quinsy or tonsillitis,
and no foreign body was seen.

[Table/Fig-1]: a) Angioedema of left tongue. Black arrows shows diffuse swelling in
the left posterior lateral border of tongue; b) Blue line clearly delineate areas of angioedema. Black arrows show angioedema of left posterior lateral border of tongue.

Laboratory investigations, including a complete haemogram,
routine urine test, and renal and liver function tests were negative.
Erythrocyte sedimentation rate and C reactive protein level were
within normal limits. Thyrotropin and complement component
levels (C1q, C3, and C4) were normal. Initial tryptase and 24 hour
tryptase levels were within normal limits. As per Naranjo’s Algorithm,
a causality score of 5 was obtained.
From Naranjo’s scale with causality assessment (WHO-UMC scale)
the angioedema categorized as probable reaction to acetaminophen.
Acetaminophen (Paracetamol) was discontinued, intravenous
dexamethasone 8 mg and intravenous diphenhydramine 25 mg
were given twice daily for two days. Patient symptoms and signs
improved markedly overnight. The dexamethasone dosage was
tapered and stopped over the next 2 days. Her tongue oedema
resolved completely over the next 2 days [Table/Fig-2]. A prompt
response to dexamethasone and diphenhydramine confirmed the
diagnosis of angioedema. The patient was advised to have regular
recall visits, for every two months.

DISCUSSION
Angioedema is a localized self-limiting swelling in the dermis,
lip mucosa and tongue. It occurs due to release of plasma and
vasoactive mediators. Angioedema is generally subdivided into
idiopathic angioedema, extrinsic factor induced angioedema and
angioedema with C1-INH deficiency. The extrinsic factor induced
angioedema includes angioedema associated with Non Steroidal
Anti Inflammatory Drug (NSAID) such as aspirin, paracetamol [1].
Generally NSAID-induced angioedema considered as a non-allergic
reaction. The pathogenesis of NSAID induced angioedema is by
inhibition of Cyclooxygenase (Cox) which results in significant
changes in arachidonic acid metabolism such as cysteinyl
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[Table/Fig-2]: Disappearance of left tongue angioedema after treatment.

leukotriene excessive production. Recent research suggests that
bradykinin play a vital role in the pathogenesis of most forms of nonallergic angioedema [1,2].
Patient with oropharyngeal angioedema may present with acute
upper airway obstruction and this should be monitored for airway.
Since, oedema from the site typically progresses rapidly and may
end up in life-threatening complications [2].
Paracetamol (Acetaminophen) is a commonly used antipyretic agent
and it act by preferentially inhibiting Cox-3 receptors. Angioedema
to paracetamol is rare and likely to occur in children [3,4].
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The important step in treatment of angioedema is to terminate the
drug that suspected to trigger angioedema. Antihistamines and
glucocorticoids often act as mainstay drugs in treatment of drug
induced angioedema [1,2].
Ayonrinde OT, Saker BM stated higher prevalence of allergic
reactions to acetaminophen in females than males [5].
Oral drug challenge is preferred test for acetaminophen allergy and
this is due to non specificity of serum IgE test and intradermal skin
test. Oral drug challenge for acetaminophen should be performed
by a trained allergy officer and this test helps in widening therapeutic
options in patients allergic to acetaminophen [6].
An exhaustive medical literature search revealed only one previously
reported case of tongue angioedema secondary to paracetamol
(Acetaminophen) in a four year old patient [4].
This is the first article in the medical literature reporting unilateral
angioedema due to paracetamol in an adult. All healthcare
professionals should be aware of such a possibility. Furthermore,
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such an event should be recognized early and treated accordingly.
This case report should alert physicians prescribing acetaminophen
which consider one of the safest drugs available till date.
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