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IgE hypersensitivity mediated to lysine clonixinate
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Lysine clonixinate is a drug belonging to the nicotinic acid family, a family of nonsteroidal anti-inflamatory analgesics (NSAIDs) and an antiprostaglandinic drug which,
at therapeutic doses, acts mainly by inhibiting cyclooxygenase-2 (COX-2); while at
lower doses, it inhibits cyclooxygenase-1 (COX-1). It is indicated as an analgesic and
anti-inflamatory in patients with acute or chronic pain. It has been proven effective in
various algic syndromes such as renal colic, nerve compression, muscular pain and
odontalgias [1]. Generally, it is used orally but it also effective and well tolerated
intravenously in the treatment of severe migraine attacks [1-3]. The cross-reactivity
among nicotinic acid family anti-inflamatories (lysine clonixinate, morniflumate,
isonixin and niflumic acid) is not well known in acute allergic reactions. Most of them
are used as an useful alternative in patients with NSAID hypersensitivity [4]. There are
numerous studies about the efficacy and tolerance of lysine clonixinate orally when
compared to other analgesics/NSAIDs [5-8]. Allergic reactions to lysine clonixinate are
very rare and there are no studies thereof in the medical literature.
A 70-year-old female had been prescribed lysine clonixinate for headache, and 30
minutes following the first 250 mg intake, she developed itching in ears, armpits and
arms and, progressively, generalized rash without angioedema. She did not develop
dyspnea, stomach pain or other systemic symptoms. In emergencies, she was treated
with antihistamines and intramuscular corticosteroids, improving completely in 2 hours.
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A month later, she reported a similar reaction following the first 250 mg intake. At a
later moment, a 2 gr paracetamol per day dose was well tolerated. Skin prick test and
single-blind-placebo-controlled oral challenge with lysine clonixinate, morniflumate,
isonixin and niflumic acid and acetylsalicylic acid were performed, after 2-3 months of
the reaction and once written consent had been obtained.
Skin prick test using lysine clonixinate dissolved in saline, was positive with 4x4mm,
histamine control: 4x4mm and saline serum: 0mm (Figure). We performed skin prick
test with lysine clonixinate, dissolved in saline, in 10 atopic patients and in 10 patients
with diagnostic of hypersensitivity to NSAIDS, and all prick test were negative. Oral
challenge with lysine clonixinate was not performed. Skin prick test using
morniflumate, isonixin and niflumic acid and acetylsalicylic acid, dissolved in saline,
was negative. Oral challenge with acetylsalicylic acid 1g was well tolerated. Oral
challenges with morniflumate, isonixin and niflumic acid were not performed as these
were not authorized by the patient.
Lysine clonixinate is a NSAID with only few adverse effects [9]. Like all medicines,
Lysine clonixinate can cause side effects, although not everybody gets them. Common
(may affect up to 1 in 10 people): discomfort, stomach ache, sickness, vomiting,
diarrhea and minimal intestinal bleeding. Rare (may affect up to 1 in 1,000 people):
Stomach inflammation, vomiting with blood. Very rare (may affect up to 1 in 10,000
people): dizziness, hypersensitivity reactions (allergy) with rash and itchy skin, spotted
eczema, skin disorders, bronchospasm, breathing difficulties, insomnia, suffocation,
tremor, pharyngitis, fever, fatigue, lack of appetite and blood disorders such as
agranulocytosis, anemia or thrombocytopenia. It has to be noted that Kramer et al.
described that lysine clonixinate did not induce changes in platelet count or function
when administered to healthy volunteers at the commonly used therapeutic doses [10].
We describe a patient with allergy to lysine clonixinate, acute urticaria, with positive
prick test and good tolerance to acetylsalicylic acid, discarding hypersensitivity to
NSAIDs. Cross-reactivity between drugs of the nicotinic group could not be
demonstrated as authorization therefor by patient could not be obtained. Prick test to
lysine clonixinate is a useful tool for the diagnosis of immediate acute urticaria allergy
due to sensitization to lysine clonixinate. To our knowledge, this is the first skin prick
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test positive to lysine clonixinate described in medical literature, strongly suggesting an
IgE mediated mechanism.
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