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SHORT COMMUNICATION

Everolimus-induced Symmetrical Drug-related Intertriginous and Flexural Exanthema
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Symmetrical drug-related intertriginous and flexural
exanthema (SDRIFE), first coined as “baboon syndro-
me”, is a skin eruption with characteristic symmetrical
erythematous papules and/or plaques involving the glu-
teal and intertriginous areas after exposure to systemic
drugs (1, 2). Notably, patients lack systemic symptoms.
We describe here a case of SDRIFE that developed after
initiation of everolimus for neuroendocrine cancer of
the pancreas. Everolimus is an oral protein kinase inhi-
bitor of mammalian target of rapamycin (mTOR) that is
used as an immunosuppressant therapy for solid organ
transplantation or as treatment for various cancers. It is
US Food and Drug Administration (FDA) approved as
Afinitor® to treat patients with progressive pancreatic
neuroendocrine tumours (pNET) that cannot be removed
by surgery or that have metastasized (3).

CASE REPORT

The patient is a 64-year-old male with well-differentiated carcinoid
neuroendocrine tumour of the pancreatic tail with metastasis to
the liver. He was evaluated for a new skin eruption that developed
3 days after starting everolimus 10 mg daily. He first noticed a
pink, itchy, bumpy rash in his axilla that quickly spread to involve
his groin, behind the knees, and buttocks. He took everolimus for
a total of 5 days before stopping it.

Other medications he was taking included aspirin, atorvastatin,
insulin glargine, lorazepam, metformin, octreotide, and occasional
ibuprofen and cannabidiol (CBD). He was taking these medi-
cations consistently for over 4 years. The patient’s last contrast
exposures were an abdominal magnetic resonance imaging (MRI)
with gadobutrol contrast 3 weeks previously, and a computed
tomography (CT) scan of the chest, abdomen and pelvis with
iohexol contrast 6 months prior to onset of the rash. Previously
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the patient had undergone at least 13 MRI scans and 12 CT scans
between pancreatic cancer diagnosis and onset of the skin lesions.

The patient overall felt well and denied fever, chills, or malaise.
Physical examination showed numerous pink oedematous papules
coalescing into plaques in the bilateral axilla and surrounding
axillary vault, buttock including the gluteal cleft, and superior
posterior thigh (Fig. 1). There were numerous pink coalescing
papules in the bilateral popliteal fossae and bilateral inguinal folds,
without genital involvement. Everolimus was discontinued and
the patient was treated with topical betamethasone cream and a
short prednisone taper, and the rash resolved after 2 days. He had
no recurrence of the skin lesions with further MRI or CT scans
or continuation of his other medications. His complete blood
count with differential and complete metabolic panel 1 week after
discontinuing everolimus were relatively unchanged compared
with prior to starting the medication, except for slightly elevated
absolute lymphocyte and monocyte counts, at 3.71 and 1.00 K/
uL, respectively.

DISCUSSION

SDRIFE was originally described in 1984 as baboon syn-
drome due to the characteristic well-demarcated bright-
red eruption on the buttocks and genital area, similar
to the bottom of a baboon (4). It is caused by exposure
to systemic drugs, most often antibiotics, such as am-
oxicillin, trimethoprim/sulfamethoxazole, pristinamycin,
clindamycin, erythromycin, and metronidazole. In addi-
tion, antimicrobial drugs, such as terbinafine, nystatin,
fluconazole, and valacyclovir, have also been reported
as causative factors (1, 5). Other reported triggers of
SDRIFE are, but are not limited to, anti-asthmatics, al-
lopurinol and monoclonal antibodies. In the current case,
SDRIFE was attributed to everolimus given the short
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Fig. 1. Erythema and oedema on: (a and b) bilateral axilla, (c) buttocks, and (d) bilateral popliteal fossae.
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temporal association between its initiation and the onset
of'the patient’s skin eruption (3 days). The current patient
lacked any systemic symptoms and had been taking his
other medications for several years. While a controlled
drug-provocation test can be useful for diagnosis, out-
comes of the test can be highly variable (1). Because there
were several other therapeutic options for the patient’s
pancreatic cancer, as well as considerable evidence for
everolimus as the culprit drug, rechallenge was not
pursued. In addition, the patient received further MRI
and CT scans without incident. In the literature, there is
1 previous report of everolimus-induced SDRIFE (6).

While SDRIFE can occur just a few days after initia-
tion of a drug, onset can also occur from a few hours
to a few days after removal of the causative drug (1,
2). It is suspected to develop as a result of a type IV
delayed hypersensitivity immune response; however,
this does not explain the occurrence of SDRIFE after the
first exposure to a drug without prior sensitization (7).
Diagnosis relies mostly on clinical presentation and his-
tory, and exclusion of other causes of flexural eruptions
(e.g. inverse psoriasis, allergic contact dermatitis, sca-
bies) (2). Laboratory investigations may be performed
to exclude systemic involvement but are not necessary
for diagnosis of SDRIFE.

In conclusion, we present here a case of SDRIFE most
likely caused by everolimus, which has only been pre-
viously reported once in the literature. Dermatologists as
well as physicians who prescribe systemic drugs should
be aware of this drug eruption if a patient develops sym-
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metrical erythematous papules and/or plaques on the
gluteal and intertriginous areas, but lacks systemic symp-
toms. While the presentation can be alarming, SDRIFE
can be managed with topical and oral glucocorticoids,
and patients may even resume the culprit drug once the
eruption clears, if it is needed.
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