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CASE REPORT

A Case of Intertriginous and Flexural Exanthema
caused by Amoxicillin
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ABSTRACT: We report a 50-year-old male patient who presented to the Dermatological Outpatient Clinic at the
Hospital Universitario San Cecilio, Granada, Spain, in 2017 with symmetrical inguinal eruption and eruption on the
dorsum of both feet four hours after the intake of amoxicillin. Physical examination showed confluent non-palpable
purpuric macules covering the dorsum of both feet and medial malleolus, giving rise to dusky erythema in some
areas. Only oral antihistamines were prescribed and cutaneous exanthema resolved within three weeks. Symmetric
drug-related intertriginous and flexural exanthema (SDRIFE) is a sub-type of systemic allergic contact dermatitis,
where previous sensitisation can only be demonstrated in up to 50% of patients by skin patch testing. Therefore, a
provocation test was performed with amoxicillin without prior skin patch testing. As drug provocation produced the
same reaction, the patient was diagnosed with SDRIFE. A parvovirus B19 infection was ruled out by negative serology.
SDRIFE is challenging to distinguish from other skin rashes with similar features and distribution; it is important to be
aware of these characteristics and their possible causes.
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ABOON SYNDROME (BS) IS A SYSTEMIC

contact dermatitis which occurs after systemic

exposure to an allergen in previously sensitised
individuals. It was first described by Andersen et al. and
subsequently, Hiusermann et al. proposed the term
“symmetric drug related intertriginous and flexural
exanthema” (SDRIFE) as BS may be considered a
derogatory term.?

Case report

A 50-year-old male patient presented to the
Dermatological Outpatient Clinic at the Hospital
Universitario San Cecilio, Granada, Spain, in 2017
complaining of symmetrical inguinal eruption that
was subsequently followed by a similar rash on
the dorsum of both feet. Symptoms appeared four

hours after the intake of amoxicillin for a respiratory
infection (500 mg every eight hours for three days).
The patient had a history of allergies to penicillin and
codeine, yet no provocation test had previously been
performed. In addition, the patient had Swyer-James-
MacLeod syndrome, hepatomegaly and hypertension.
He did not smoke or drink alcoholic beverages. There
was no history of other drug use except enalapril for
hypertension. Physical examination showed confluent
non-palpable purpuric macules covering the dorsum
of both the feet and medial malleolus, giving rise to
dusky erythema in some areas [Figure 1]. Ill-defined
erythema with no obvious purpura was found in the
groin [Figure 2]. Blood cell count, coagulation profile,
renal and liver function tests were all within normal
range. The patient did not show systemic signs or
symptoms. Parvovirus B19 had been negative in
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Figure 1: Photograph of the feet of a 50-year-old male
patient showing non-palpable purpuric erythema on the
dorsum of both feet.

serology. Subsequently, the patient was admitted to
hospital for clinical observation. Amoxicillin was
stopped and bilastine (20 mg/day) was prescribed for
20 days. The cutaneous exanthema resolved within
three weeks.

After resolution of the rash, with the patient's
consent, a provocation test was performed with one
dose of amoxicillin 500 mg without prior skin patch
testing. The result of the provocation test was positive
as the patient developed the same eruptions at the
same locations within 48 hours; therefore, the patient
was diagnosed with SDRIFE by amoxicillin.

Discussion

SDRIFE is defined by the following criteria: (1) systemic
exposure to a drug for the first time or repeatedly; (2)
symmetrically distributed well-demarcated erythema
in the gluteal/perianal area and/or V-shaped erythema
in the inguinal/perigenital area; (3) at least one other
intertriginous or bending area being affected; and (4)
absence of systemic signs and symptoms.? Differential
diagnosis includes inflammatory dermatological cond-
itions such as allergic contact dermatitis, irritant contact
dermatitis and inverse psoriasis, and infectious entities
such as mainly intertrigo and tinea cruris.® It is also
important to exclude a parvovirus B19 infection,
as this may present clinically with a wide variety
of dermatological features, including the same
flexural erythema of SDRIFE. In the current patient,
papular—purpuric gloves and socks syndrome was also
considered, but his hands were not affected.*
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Figure 2: Photograph of the groin of a 50-year-old male
patient showing ill-defined erythema in the inguinal
area.

Several cases of SDRIFE after exposure to amox-
icillin have been previously reported.**~ However,
SDRIFE has also been associated with other drugs
such as rivastigmine, risperidone, valaciclovir and
chemotherapeutics agents among others*® More
recently, SDRIFE has been associated with pristi-
namycin, secnidazol, nefopam and mefenamic acid.>"°
Skin lesions are frequently distributed on the gluteal
and intertriginous areas. The current case showed
lesions on the upper thighs near the groin, but not
in other traditional areas (such as the buttocks). In
addition, lesions appeared on the dorsal feet, which has
not been reported previously. The skin lesions mostly
reported for SDRIFE are maculopapular erythema or
plaques. However, one case with petechial eruptions
and oral mucosal involvement has been previously
reported.’ Similarly, the current patient presented
with non-palpable purpura in the dorsum of the feet
and ankles in addition to ill-defined erythema on the
groin; these are very unusual findings in SDRIFE. The
onset of the eruption can range from hours to two days
after the systemic administration of the medication.?
The current patient’s symptoms developed within four
hours.

A biopsy was not performed as the histopathology
in SDRIFE shows non-specific features. Typically, a
superficial perivascular infiltrate of mononuclear cells
is observed and may include some neutrophils and
eosinophils.? It is important to be aware, that previous
sensitisation can only be demonstrated in up to 50% of
patients by skin patch testing.'?
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Conclusion

SDRIFE is a cutaneous adverse drug reaction, with

distinct characteristic distribution and presentation

of the rash. For clinicians, it is important to recognize

and distinguish a hypersensitivity reaction from other

dermatoses in order to prevent future accidental re-

exposures. As shown in the current case, the atypical

distribution of the lesions should be taken into account

in order to provide a correct differential diagnosis.
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