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Title

Severe cutaneous eruptions following the topical use of preparations containing bufexamac: is it time to

reconsider its registration in Australia?
Abstract

Despite being._a well-recognised cause of allergic contact dermatitis with an embargo in many countries
around the world, bufexamac is available over the counter in topical preparations in Australia. We present a
series of patients who developed severe cutaneous eruptions after the topical application of bufexamac
containing preparations to highlight the potential risks of this medication, as well as advocate for the
reconsiderationof its registration by the Therapeutic Goods Administration in Australia.

Keywords. bufexamac, contact dermatitis, non-steroidal anti-inflammatory agents, patch tests, drug

reaction
L earning Paints:
e Bufexamac''s a potent sensitiser available over the counter asatopical ‘first aid’ cream

e As well as alergic contact dermatitis, adverse reactions to bufexamac can present with

polymorphic eruptions away from the site of application
e We encourage clinicians to assess for, diagnose and report bufexamac induced reactions
Introduction

Bufexamac is a non-steroidal anti-inflammatory drug (NSAID) available over the counter in Australia as a
5% topical preparation in combination with 1% lidocaine hydrochloride monohydrate and 0.1%
chlorhexidine gluconate. This combination is registered with the Therapeutic Goods Administration (TGA)

under various trade names (Table 1) for the treatment of ‘insect bites, stings and itches; and minor cuts,
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abrasions, sunburn and burns’, for which there is no published data demonstrating its efficacy [1]. Topical
bufexamac is a well-recognised cause of allergic contact dermatitis (ACD) at the site of application as well
as more widespread polymorphic cutaneous eruptions [2]. It is not available in New Zealand, Japan, the
European Union (including the United Kingdom), the United States of America and Canada [2-5].

We presentzasseries of patients who developed severe cutaneous eruptions after topical application of
preparations containing bufexamac to highlight the potential risks, and advocate for reconsidering its
registration by,the TGA in Australia

Case series
Patient One

A 7-year-old.Caucasian female presented with a ten-day history of a pruritic erythematous eruption
affecting herface, trunk, limbs and genitalia. In addition, she had oedema of her eyelids, and vesicles and
bullae involvingsher=nose, upper lip and palms (Figure 1). A cream containing bufexamac (Medi Quattro)
had been applied to her abdomen one day prior to the commencement of the eruption. Blood tests showed a
neutrophilia, and.an eosinophilia of 3.9x10%L. A skin biopsy showed parakeratosis, acanthosis, spongiosis
and papillary. dermal oedema with a moderate superficial perivascular lymphocytic infiltrate and

eosinophils.

She was admitted:to hospital and treated with potent topical corticosteroids under wet dressings, and oral
antihistamines. " While in hospital, she developed a secondary bacterial infection that was treated with oral
and topical antibiotics (Figure 1). The eruption resolved with exfoliation. At one year of follow up she had
No 0ngoing sequelae:

Patient Two

A 68-year-oldsCaticasian male presented with a ten-day history of a pruritic, erythematous and oedematous
eruption affecting his trunk, limbs and genitalia (Figure 2). Urticated plaques, some of which were target-
like, were evidentgon the periphery of the eruption (Figure 2). A bufexamac containing cream (Medi
Quattro) had'been applied to his right arm three days prior to the development of the eruption. Blood tests
showed a neutrophilia, and an eosinophilia of 0.8x10%L. A skin biopsy showed similar features to patient
one, but with more eosinophils.

He was treatéd"asan outpatient with wet dressings, potent topical corticosteroids and oral prednisolone. The

eruption also.resolved with exfoliation, and at eight months follow up he showed no ongoing sequel ae.
Patient Three

A 78-year-old Caucasian female presented to a rural emergency department with a six-day history of a
pruritic, erythematous and oedematous eruption affecting her face, trunk and limbs. This began two days

after using a cream containing bufexamac (Chemmart Antiseptic Cream). Blood tests and skin biopsies were
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not performed.

She was treated as an outpatient with wet dressings with potent topical corticosteroids and oral
antihistamines. The eruption resolved over two months, and there were no ongoing sequelae at a three-

month follow up.
Patch testing

Following resolution=ofi the eruption, patch testing was performed on all patients using the Australian
Baseline Series (ABS), with the addition of chlorhexidine gluconate [6]. Patches were applied to the back
for 48 hoursandsread at day two and four, where reactions were measured as irritant, doubtful (+/-), weak

positive (1+)strongpositive (2+) and extremely positive (3+).

Case one had.a 3+areaction to bufexamac, a 2+ reaction to DMDM hydantoin and a 1+ reaction to nickel,
colophony, fragrance mix and coconut diethanolamide. Case two had a 2+ reaction to bufexamac. Case
three had a 2+sreaction to bufexamac and lidocaine and a 1+ reaction to hydroperoxides of limonene. In all
three cases the reaction to bufexamac was strongly positive (Figure 3), and considered relevant to the
patients’ clinical presentation, given temporal association. Other positive reactions (i.e. to nickel) were
deemed irrelevant given the lack of both exposure and temporal association with the patients’ symptoms.
The clinical history and matching patch test results allowed a diagnosis of ACD to bufexamac to be made in
all three cases.

Discussion

In Australia, there have been 40 reports to the TGA of skin reactions attributed to topical use of preparations
containing bufexamac. These reactions have included pruritus, dermatitis, oedema, urticaria, blistering and
exfoliation [7]."Although significant, this is likely to only represent a snippet of the true morbidity caused
by this medication. In addition to the patients presented above, we have consulted on multiple others with

suspected cutaneous reactions to bufexamac who were not patch tested, and thus excluded from this series.

Topical bufexamac is well known to cause ACD and has been included in the ABS since its inception in
2015. An Australiansstudy of 5281 patients estimated a sensitisation rate of 2% [6], whilst the largest study
to date of 14,728 control patients patch tested in Germany, Austria and Switzerland estimated a sensitisation
rate of 0.7% [8]. This lower rate most likely reflects the fact that bufexamac is only recommended for usein
adults in Switzerland, and is not available in either Germany or Austria [5]. In addition to local reactions,
generalisedsACD, erythema multiforme-like reactions, acute generalised exanthematous pustulosis, pruritic
pigmented dermateses and a reaction imitating a baboon syndrome have been reported in the medical
literature [2, 4, 8, 9]]. In our series, all patients had ACD at the site of application, as well as reactions that
extended well beyond the site. One case had erythema-multiforme like lesions at the periphery of the
eruption. This polymorphic and atypical clinical presentation may obscure the correct diagnosis of

bufexamac-induced ACD, resulting in under-reporting of these reactions.
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There are no studies demonstrating the efficacy of topical bufexamac for any of the indications listed by the
TGA. Of interest, the French Summary or Product Characteristics notes bufexamac containing preparations
are contraindicated in patients with injured skin including wounds, burns, oozing or ulcerated lesions,
conditions that are similar to TGA-approved indications [5]. Evidence for the efficacy of topical bufexamac
in the treatment of inflammatory dermatoses is also lacking. The magjority of the studies investigating this
were performed in France in the 1970s, with the largest being a double blinded controlled trial of 193
participants with various forms of dermatitis. There was no improvement with topical bufexamac in
comparison to thesplacebo [10]. Since that time, publications concerning bufexamac mostly report adverse

events ratherthan‘any data relating to efficacy.

To the best of .our,knowledge, topical bufexamac has never been approved for use in the United States of
America or Canada. In 2010, the European Medicines Agency’s Committee for Medicinal Products for
Human Use recommended that marketing authorisation for bufexamac containing preparations be revoked
throughout the European Union (including the United Kingdom) [3]. In Japan pharmaceutical companies
voluntarily recalled.bufexamac containing preparations in 2010 [4]. In New Zealand, topical bufexamac has
not been marketed since 2002, and in 2011, Medsafe, a business unit of the ministry of health recommended

the revocation of consent to distribute bufexamac containing medicinesin New Zealand [5].
Recommendation

Topical bufexamac has no published efficacy for TGA-listed indications, but clearly has significant cutaneous
adverse effects,.as we have highlighted. We therefore strongly encourage the TGA to reconsider its registration
for use in Australia;
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Figure Legend
Figure 1: Bullaeonithe palms after application of a bufexamac containing cream. The right hand devel oped
a secondary bacterial infection.

Figure 2. Widespread cutaneous eruption after applying a bufexamac containing cream with target-like
urticated plaques on the periphery.

Figur e 3. Positive'patch testing to topical bufexamac in cases one, two and three (I€ft to right)

Tablel

Therapeutic...Goods Administration:  Topical

preparations Containing Bufexamac in Australia

(1]

Amcal First Aid Cream tube

Apohealth First. Aid Cream tube

Blooms The Chemist First Aid Cream tube

Chemists’ Own Antiseptic Plus cream tube

Chemmart ‘Antiseptic Cream tube

Cipla SkinAssist'First Aid Cream tube

Medi Quattro First Aid Cream

Pharmacist Formula Antiseptic Cream tube

Pharmacy Action Antiseptic Cream tube
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Pharmacy Care First Aid Cream tube

Pharmacy Choice Antiseptic Cream tube

Pharmacy Health First Aid Cream tube

Priceline Pharmacy First Aid Cream tube

Terry White €hemists Antiseptic Cream tube

Trust First'Aid Cream tube
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