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Fixed Drug Eruption Due to Chlorhexidine Mouthwash Confirmed by Lesional Patch

Testing
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A (9-year-old woman used a chlorhexidine-containing
mouthwash (as chlorhexidine digluconate 0.2%) for oral
rinsing and 48 hours later developed a solitary erythematous
oval-shaped macular patch on her lower back that evolved over
the next 72 hours into a partly violaceous hyperpigmented well-
defined plaque (Figure 1). The plaque-like lesion improved over
the course of 7 days with potent topical corticosteroids. A skin
biopsy for histologic analysis was not performed and clinically a
fixed drug eruption (FDE) was diagnosed. She had no prior
history of atopic disease, drug hypersensitivity, or autoimmune
diseases. She avoided further use of the mouthwash and no
further skin eruptions developed.

In our allergy clinic 3 months later there was evidence on
physical examination of a residual pigmented macular lesion at
the site of the original eruption on her lower back. Patch testing
was performed using IQ Ulra chambers and chlorhexidine
digluconate (0.5% aqueous) (Chemotechnique Diagnostics,
Vellinge, Sweden), with both control (uninvolved upper back
skin) and lesional (residual pigmented lesion) patch test appli-
cation. The control patch testing was read on day 2 (D2) and day
4 (D4) and the lesional patch testing was read on day 1 (D1) and
day 2 (D2), in accordance with International Contact Dermatitis
Research Group criteria and European Society of Contact
Dermatitis guidance. To exclude immediate hypersensitivity,
skin prick testing to chlorhexidine digluconate 0.5% (undiluted)
was also performed, and this was negative when read at 15 mi-
nutes against a positive (histamine) and negative (0.9% NaCl)
control.

Patch testing to chlorhexidine digluconate 0.5% was
completely negative at the control testing site at D4. However,
patch testing was strongly positive (++) to chlorhexidine
digluconate 0.5% at the lesional testing site at D2, with reac-
tivation of the residual FDE lesion (Figure 2). There was a
demonstrable crescendo effect at the lesional testing site from
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FIGURE 1. Partly violaceous hyperpigmented well-defined pla-
que-like fixed drug eruption after use of a chlorhexidine
mouthwash.

D1 to D2. The reactivated FDE faded over the course of 7 days
to a pigmented state without treatment. Given the positive
lesional patch test result and the suggestive clinical features she
was diagnosed with an FDE due to a chlorhexidine mouthwash.
She was advised to avoid all chlorhexidine-containing mouth-
washes and other products (due to risk of delayed-type hyper-
sensitivity) and use chlorhexidine-free alternatives (which she
later tolerated).

An FDE is a delayed-type cutaneous hypersensitivity reaction
to medication that recurs at the same site on further adminis-
tration or exposure. Commonly implicated drugs include anti-
microbials, nonsteroidal anti-inflammatory drugs, analgesics, and
anticonvulsants. The pathogenesis is believed to involve both
CD8+ effector/memory T cells and IFN-Y release. Lesional
patch testing and/or provocation studies are useful tools to aid
with its diagnosis.’

Chlorhexidine is a widely used bisbiguanide antimicrobial
agent that has been previously associated with both immediate
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FIGURE 2. Lesional reactivation of the fixed drug eruption by lesional
patch testing with chlorhexidine digluconate 0.5 % (photo taken at D2
reading). The arrow indicates the site of the lesional patch test.
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and delayed-type hypersensitivity reactions.”” Allergic re-

actions to mouthwashes containing chlorhexidine are un-
common, although immediate hypersensitivity (urticaria) after
oral rinsing has been reported with confirmation via skin prick
testing.” Delayed-type hypersensitivity to chlorhexidine-
containing mouthwashes has been rarely reported; however,
allergic contact dermatitis to chlorhexidine after oral sensiti-
zation has been described.” Only 1 prior report of an FDE to a
chlorhexidine mouthwash has been published in the literature,
although placebo-controlled oral-mucosal provocation studies
were used instead of patch testing to achieve the diagnosis.®
To our knowledge we describe the first report of an FDE
induced by a chlorhexidine mouthwash that has been
confirmed by lesional patch testing. Overall, we highlight the
importance of a comprehensive approach to evaluating and
diagnosing an FDE and the utility of lesional patch test
studies.
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