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CASE REPORT

Symmetrical Drug-Related Intertriginous and Flexural
Exanthema: Two Cases and Brief Literature Review

Joon Seok, Jae Min Kim, Kui Young Park, Seong Jun Seo

Department of Dermatology, Chung-Ang University College of Medicine, Seoul, Korea

It has been reported that there are a range of causative drugs
related to symmetrical drug-related intertriginous and flexu-
ral exanthema (SDRIFE). The causative drugs reported so far
include the following: antibiotics, intravenous immunoglob-
ulin, chemotherapeutic agents, and biologics. In this study,
we report two cases of SDRIFE and a review of the previous
literature. We believe that our study makes a significant con-
tribution to the literature because it demonstrates that intra-
dermal injection of the Chinese herbal ball, and not its top-
ical application, elicited a reaction that predicted the occur-
rence of SDRIFE. This finding is important for the diagnosis
of SDRIFE in future studies. Our findings also provide evi-
dence for a SDRIFE reaction after exposure to ranitidine and
mosapride. (Ann Dermatol 30(5) 606 ~ 609, 2018)
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INTRODUCTION

Symmetrical drug-related intertriginous and flexural ex-
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anthema (SDRIFE) is a distinctive rash caused by a wide
range of drugs. The causative drugs reported so far include
antibiotics, intravenous immunoglobulin, chemotherapeutic
agents, and biologics'. In this study, we report two cases
of SDRIFE.

CASE REPORT

Case 1

A 67-year-old male presented with symmetrical eryth-
ematous scaly patches on the flexural area (Fig. TA~E).
He had taken Chinese herbal balls composed of poison
ivy 3 days prior to the onset of the symptoms. Systemic
symptoms were absent, and all laboratory findings were
normal. Histopathological findings revealed mild peri-
vascular lymphocytic infiltration. The skin lesions resolved
within two weeks, with the use of systemic steroid and an-
tihistamine treatment. Three months later, a patch test for
the Chinese herbal ball was applied on his back. The ball
was diluted with normal saline at ratios of 1:1, 1:10,
1:100, and 1:1,000. The application sites were observed
on D2, D4, and D7, and all findings were negative. Next,
we performed a delayed intradermal test on the left
forearm. The herbal ball was diluted with normal saline at
ratios of 1:10, 1:100, and 1:1,000, and it was injected
intradermally. There was a strong positive reaction at the
injection site of the 1:10 ratio solution on D2 (Fig. 1F, G).

Case 2

A 50-year-old female patient who exhibited symmetrical
erythematous, scaly patches involving the face, neck, in-
guinal area, and flexural area visited our department
(Fig. 2A~E). She had been prescribed ranitidine and mo-
sapride, two days prior to the onset of the aforementioned
lesions. Systemic symptoms were absent. All findings of
the laboratory tests (complete blood count, eosinophil
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Fig. 1. (A~E) Symmetrical erythe-
matous scaly patches on the ante-
cubital fossa, flank, and inguinal
area. Delayed intradermal test (F)
immediately after injection. (G)
Forty-eight hours later, there was a
strong positive finding at the inje-
ction site of the 1:10 ratio solution.
We received the patient’s consent
form about publishing all photo-
graphic materials.

count, liver function test) were normal. Skin biopsy, in the
nape area, revealed dermal edema accompanied by
mixed inflammatory cell infiltration (Fig. 2F). There were
many eosinophils in the dermis (Fig. 2G). The skin lesions
resolved within one week, with the use of systemic steroid
and antihistamine treatment. The patient refused to under-
go any tests with ranitidine and mosapride.

DISCUSSION

The diagnostic criteria for SDRIFE include: 1) exposure to
a systemically administered drug, either at the first or sec-
ond administration; 2) sharply demarcated erythema of the
gluteal/perianal area and/or V-shaped erythema of the in-
guinal/perigenital area; 3) involvement of at least one oth-
er intertriginous/flexural localization; 4) symmetry of the
affected areas; and 5) the absence of systemic symptoms
and signs'. In these present cases, all of the features listed
above were found. Intradermal skin tests, patch tests, and
lymphocyte transformation tests have significant limi-
tations in their utility with respect to the diagnosis'.

Barbaud demonstrated that a positive result of patch test to
amoxicillin was only found in 50% of patients with
SDRIFE®. Results of delayed intradermal tests are not con-
sistent, as negative tests do not correlate with a positive
oral provocation test’. The histological characteristics are
also nonspecific, and patients exhibit a vast range of
symptoms from superficial perivascular inflammatory in-
filtration, hydropic degeneration of the basal cell layer, to
subepidermal bullae and subcorneal pustules®. Although
drug provocation tests are still the gold standard for diag-
nosis, one must exercise a high degree of caution when
using these methods'. This is because systemic exposure
to the offending drug can elicit a relapse, occasionally pre-
senting with a more serious generalized reaction. In the
above-mentioned cases, there is a limitation that oral
drugs such as poison ivy can possibly induce a toxic re-
action when we perform the intradermal test. We cannot
exclude the possibility of a toxic reaction to the 1:10 ratio
solution.

It is not known why there is a particular predilection for
the flexural areas; however, two hypotheses have been
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Fig. 2. (A~E) Symmetrical erythe-
matous, scaly patches involving the
forehead, perioral area, neck, ing-
uinal area, and flexural area. (F)
Dermal edema with mixed infla-
mmatory cell infiltration (H&E,
% 100). (G) There were many eosin-
ophils in the dermis (H&E, x400).
We received the patient’s consent
form about publishing all photo-
graphic materials.

proposed. The first hypothesis is that SDRIFE and baboon
syndrome may represent a form of recall phenomenon
caused by previous mechanical stimulation or from inter-
trigo of the flexural areas*. The second probability is that
certain drugs or drug metabolites, which receive prefer-
ence over others, may be excreted from the eccrine gland
(the intertriginous and flexural areas are sweat-rich areas’.
It is thought that the reaction which occurs from 24 to 48
hours post drug exposure is a type IV hypersensitivity
reaction. However, the exanthema appears within hours
in a significant number of cases. The direct binding of the
drug to T-cell receptors explains the short interval be-
tween drug intake and the rash in SDRIFE®. Dermal in-
filtration by CD3+ and CD4+ T cells has been demon-
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strated in SDRIFE, accompanied by an expansion of CD26
P-selectin, which generally plays a role in recruitment of
type 1 helper T cells to the areas of inflammation’.

We believe that these cases are worth reporting in order to
highlight the importance of considering SDRIFE in patients
exhibiting a symmetric intertriginous eruption only for a
brief period after the intake of drugs. Prompt treatment of
this uncommon condition can be achieved through early
recognition.
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