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Abstract

Systemic contact dermatitis is a condition that occurs when an individual sensitized to a contact allergen
is exposed to that same allergen or a cross-reacting molecule through a systemic route. Systemic exposure to
allergens can include transcutaneous, transmucosal, oral, intravenous, intramuscular, and inhalational
routes. Baboon syndrome is perhaps the most recognizable form of systemic contact dermatitis, presenting
with diffuse, well demarcated erythema of the buttocks, upper inner thighs, and axillae. Other forms of
systemic contact dermatitis include dermatitis at sites of previous exposure to the allergen such as at a
previous site of dermatitis or at sites of previous positive patch tests, dyshidrotic hand eczema, flexural
dermatitis, exanthematous rash, erythroderma, and vasculitis-like lesions.

The most common causes of systemic contact dermatitis consist of three groups of allergens: (i) metals
including mercury, nickel, and gold; (ii) medications including aminoglycoside antibacterials, corticoste-
roids, and aminophylline; and (iii) plants and herbal products including the Compositae and Anacardiaceae
plant families and Balsam of Peru.

Baboon syndrome caused by systemic medications without a known history of previous cutaneous
sensitization in the patient has been termed drug-related baboon syndrome (DRBS) or symmetric drug-
related intertriginous and flexural exanthema (SDRIFE). Criteria for SDRIFE include exposure to systemic
drug at first or repeated dose, erythema of the gluteal/perianal area and/or V-shaped erythema of the
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inguinal area, involvement of at least one other intertriginous localization, symmetry of affected areas, and
absence of systemic toxicity. The most common causes are aminopenicillins, B-lactam antibacterials, and
certain chemotherapeutic agents, though the list of etiologic agents continues to grow. Baboon syndrome
and SDRIFE should be strongly considered in a patient presenting with a symmetric intertriginous eruption
involving multiple body folds. With the knowledge of the most frequent causes of these conditions, a detailed
history and review of exposures will guide the clinician in the search for the most likely etiologic agent.

Systemic contact dermatitis (SCD) is a fascinating and likely
under-recognized condition that occurs when an individual
sensitized to a contact allergen is exposed to that same allergen
or a cross-reacting molecule through a systemic route. Sensiti-
zation to contact allergens in the population at large is quite
common. Two large Danish cross-sectional population studies
reported rates of 15.2% and 18.6% for positive patch tests to a
European standard series.[!l Allergens that can cause SCD are
present in a variety of forms in our environment and can be
presented to a sensitized individual through many different
routes. SCD is likely being under-diagnosed due to a lack of
knowledge among dermatologists of the many presentations of
this condition. Here we review the different presentations and
causes of SCD with a focus on baboon syndrome and the re-
cently described drug-related form of baboon syndrome coined
symmetric drug-related intertriginous and flexural exanthema
(SDRIFE).! Finally, a clinical approach to intertriginous
eruptions is presented.

A literature search in December 2010 using the MEDLINE
database was performed to obtain relevant articles for this re-
view. The search terms ‘systemic contact dermatitis,” ‘baboon
syndrome,” ‘symmetric drug-related intertriginous flexural ex-
anthema,’ and ‘intertriginous rash’ were used.

1. Systemic Contact Dermatitis (SCD)

1.7 Introduction and History

SCD occurs when individuals sensitized to a contact allergen
by skin contact are systemically exposed to the same allergen or
a cross-reacting molecule. Routes of systemic exposure re-
ported include oral, intravenous, intramuscular, and inhala-
tional.3-3! It is important to note that systemic exposure can
also occur via a transcutaneous or transmucosal route, in-
cluding transrectal, if systemic absorption of the molecule
through the skin is significant.[3-]

The first example of what was later to be called SCD was
described by Dr Thomas Bateman in the 1970s as ‘eczema ru-
brum’ or mercury dermatitis.[°] Patients presented with a sym-
metric erythema on major flexural areas as well as inverted
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triangular or V-shaped erythema on the upper antero-medial
thighs after contact with mercury through broken thermometers.
Nakayama et al.l’! reported 15 such patients in 1983, with most
having a history of allergic contact dermatitis to topical antiseptics
containing mercury (i.e. merbromin or Mercurochrome™) with
positive patch testing for several mercurials.

In 1984, Andersen et al.®! first coined the term ‘baboon syn-
drome’ to describe a pattern of diffuse, well demarcated erythema
of the buttocks, upper inner thighs, and axillae. They reported three
cases of baboon syndrome due to ampicillin, nickel, and mercury.
Of interest, the ampicillin in this report was a topical solution,
which was presumably absorbed transcutaneously during surgery.

1.2 Presentation

Although baboon syndrome may be the most recognizable
form for dermatologists, SCD can have many different pre-
sentations. This includes dermatitis at sites of previous ex-
posure to the allergen, such as at a previous site of dermatitis
(recall reaction) or at sites of previous positive patch tests.-"]
Other presentations include dyshidrotic hand eczema, flexural
dermatitis, exanthematous rash, erythroderma, as well as vas-
culitis-like lesions.’] Some allergens are more likely to cause
certain forms of SCD.

SCD usually appears within hours to 2 days after systemic
exposure to the allergen and is only rarely associated with
systemic symptoms. Patch tests should be positive in cases of
SCD as cutaneous sensitization has occurred as part of the

definition of this entity.-

1.3 Causes

The most common causes of SCD consist of three groups of

allergens: metals, medications, and plants and herbals (table I).1*

1.3.1 Metals

The most common group historically has been the metals.
This includes the previously mentioned mercury, which exists
as a topical antiseptic (i.e. merbromin or Mercurochrome™)
that is still used in some parts of the world, though not in North
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Table I. Common causes of systemic contact dermatitis

Metals

Mercury

Nickel

Gold

Medications

Aminoglycosides
Corticosteroids
Ethylenediamine/aminophylline
Plants and herbals
Compositae family
Anacardiaceae family ( Toxicodendron)
Balsam of Peru

Other

Formaldehyde

Propylene glycol

America. Sensitized individuals are then exposed again to mer-
cury vapor, for example, from broken mercury thermom-
eters.l’l Reactions to mercury are still being reported in certain
European countries, especially in the pediatric population.l'% A
case of SCD due to mercury present in a skin lightening cream
applied to the cheek and upper lip was recently reported. As
expected, patch tests were positive to ammoniated mercury and
thiomerosal.l'

Another common cause of SCD is exposure to nickel.
Patients are topically sensitized by costume jewellery, coins,
clothes, and nickel-plated objects. Routes of systemic exposure
include oral (diet, utensils, orthodontic appliances),!3:14
travenous (catheters),l'>!% and metal implants/stents.l!7-18]
Another important route of exposure for this allergen in par-
ticular is transcutaneous exposure from pant buckles and belts
in the peri-umbilical region, which is exacerbated in hot, humid
climates.['?l In a characteristic series of events, the patient de-
velops a peri-umbilical pattern of allergic contact dermatitis to
nickel in pant buckles/belts, which progresses to a generalized
eczema in areas of the body not being exposed to nickel. This is
believed to be due to SCD from transcutaneous systemic ab-
sorption of nickel particles. Nickel is also present in many foods
including tea, cocoa, canned fruits and vegetables, and certain
seafood.!'?211 The most common form of nickel-induced SCD

[12]

in-

from oral intake is vesicular hand eczema.®!3 Some authors
have advocated a trial of a nickel-free diet for patients with
recalcitrant hand eczema who test positive to nickel on patch
testing.?%-21 In the hospital setting, patients have developed
baboon syndrome due to intravenous catheters or surgical
staples that unknowingly contained nickel.[!>-16]
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Other metals reported to cause SCD include gold, cobalt,
copper, chromium, and zinc.’) Cobalt exposure includes diet as
well as intramuscular injections of vitamin By,.

1.3.2 Medications

The second group causing SCD is medications. These are
medications that have both topical and systemic forms, or at
least have other systemic drugs with which they cross-react.
This includes medications such as aminoglycoside antibac-
terials,?? corticosteroids,>3-2% aminophylline,[?”-281 and fusidic
acid.”’) Neomycin is a very common cutaneous sensitizer and
patients exposed to other aminoglycoside antibacterials, such
as gentamicin, by systemic routes can develop SCD. In fact,
50% of patients reactive to neomycin will react to genta-
micin.??! Corticosteroids are also a commonly reported cause
of SCD as they exist in many topical and systemic forms.
Patients can become sensitized to corticosteroids by application
of topical corticosteroids and then can react to a systemically
administered corticosteroid in the same or a cross-reacting
group. SCD has been reported to group A corticosteroids such
as prednisone and group C corticosteroids such as dexa-
methasone.?*2¢1 One patient sensitized to triamcinolone de-
veloped SCD from budesonide in an intranasal corticosteroid
spray.[>>l Patients reacting to ethylenediamine can develop
SCD from aminophylline or piperazine antihistamines includ-
ing hydroxyzine and cetirizine.?”-28]

Other more recent medication causes have included SCD
from oral estradiol in a patient with allergic contact dermatitis
from transdermal estradiol,?” baboon syndrome from mesa-
lazine (5-aminosalicylic acid; 5-ASA) in a foam enema,*!) and
from phenylephrine present in an eyedrop solution.?!

Many other systemic medications have been reported to
cause baboon syndrome without the classic history of prior
cutaneous sensitization, though previous sensitization by oral
or parenteral routes is a possibility. These cases have been re-
ferred to as drug-related baboon syndrome and SDRIFE and
will be discussed in section 2.

1.3.3 Plants and Herbals

The third and very important group of causative agents
is plants and herbals.33-*11 This includes the Compositae (or
Asteracea) family whose allergen is sesquiterpene lactones, the
Anacardiaceae family including the Toxicodendron genus
whose allergen is urushiol (pentadecylcatechol), Balsam of
Peru, and garlic. The Compositae family is vast and includes
plants such as the chrysanthemum, daisy, ragweed, chamomile,
feverfew, wild feverfew (Parthenium hysterophorus), sunflower,
and marigold, and vegetables including endive, artichoke, and
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lettuce. The Anacardiaceae family includes poison ivy, poison
oak, poison sumac, mango tree, cashew nut tree, Indian
marking nut tree, Japanese lacquer tree, and Brazilian pepper
tree. The Anacardiaceae family cross-reacts with the Ginkgo
biloba tree.?3-3¢1 It is important to be aware that many of these
plant products are used in topical and oral homeopathic
preparations and SCD to such products has been reported. One
such product containing Rhus toxicodendron from poison ivy
resulted in a diffuse eczematous reaction.l3”! Ingestion of Rhus
lacquer is common practice in some cultures and, in one series
of 31 patients, resulted in serious skin reactions including eryth-
roderma.® Patients reacting to Balsam of Peru can develop
SCD from ingestion of spices (cinnamon, cloves, vanillin, curry,
ketchup), flavored foods (teas, ice cream, cola, wines, liqueurs),
citrus and tomato-based products, cough syrup, lozenges, and
toothpaste.3%401 A case of SCD to garlic has been reported,
with eczematous cheilitis and dermatitis localized to elbow
flexures, lower back, and periorbital regions. Patch testing was
positive to diallyl disulfide, the allergen in garlic.[!]

Other causes of SCD have included propylene glycol,
formaldehyde, and enteral nutrition.[*>** Propylene glycol is
present as a vehicle in many topical, oral, and injectable med-
ications as well as a preservative in certain foods.

2. Symmetric Drug-Related Intertriginous
and Flexural Exanthema (SDRIFE)

In 2004, Hausermann et al.”! examined more closely the subset
of drug-related baboon syndrome. They found that 50 of 100
published cases of baboon syndrome were drug induced. Of these
50, eight were considered true SCD due to systemic absorption of
a molecule to which the patient had previously been sensitized,
including cases resulting from absorption of topical substances.
These included ampicillin, 5-ASA, neomycin, aminophylline,
bufexamac, and dibucaine (cinchocaine).[®-31:45-30 The remaining
42 reported cases of baboon syndrome were due to systemically
administered drugs where there was no known history of previous
cutaneous sensitization.>!”71 The list included a wide range of
causative drugs (table II) but most common were -lactam anti-
bacterials such as amoxicillin and chemotherapeutic agents such
as mitomycin. They proposed that these two types of reaction, the
first being systemically induced cases with previous cutaneous
sensitization and the second being systemically induced drug-
related baboon syndrome without known previous cutaneous
sensitization, be separated into two distinct groups.”

Hausermann et al.’! coined the acronym SDRIFE to ac-
count for the 42 cases in the second group that deviated from
the traditional definition of SCD. In their view, such flexural
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Table Il. Reported causes of symmetric drug-related intertriginous and
flexural exanthema (SDRIFE)

Cause No. of reported cases
Allopurinol 1
Ambroxol 1078l
Amoxicillin 13
Amoxicillin/clavulanic acid 1
Ampicillin 2
Barium sulfate contrast media 1
Brentuximab vedotin (monoclonal 10791
antibody-auristatin E conjugate)

Ceftriaxone 1
Cefuroxime 2
Cefalexin 2
Cetuximab 11801
Cimetidine 1
Clindamycin 1
Cloxacillin 1
Deflazacort 1
Erythromycin 1
Ethyl loflazepate 1811
Heparin (intravenous) 1
Hydrochlorothiazide 1821
Hydroxycarbamide (hydroxyurea) 1168l
lodinated radio contrast medium 2183]
Intravenous immunoglobulin 1
Mitomycin 37l
Naproxen 1
Nystatin 1
Oxycodone 1
Penicillin 2184]
Piritramide 11851
Pseudoephedrine 2
Risperidone 1(86]
Rivastigmine 11871
Roxithromycin 1
Salsalate 1
Telmisartan 11821
Terbinafine 1
Valaciclovir 1188l

eruptions due to systemic medications should be viewed as a
distinct type of adverse cutaneous drug eruption. This may be a
preferential term as it reflects a pathogenesis distinct from SCD
and is a more culturally sensitive term than baboon syndrome,
which many find offensive.

Am J Clin Dermatol 2011; 12 (3)
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Features of SDRIFE form the criteria as proposed by
Hausermann et al.”l and include:

e cxposure to systemic drug at first or repeated dose (contact
allergens excluded);

e crythema of the gluteal/perianal area and/or V-shaped
erythema of the inguinal/perianal area;

e involvement of at least one other intertriginous/flexural
localization;

e symmetry of affected areas;

e absence of systemic symptoms and signs.

Small papules, pustules, vesicles, and rarely bullac may be
present in the flexures.’l Palmoplantar surfaces, face, and
mucosa are rarely involved. Onset of the eruption is from hours
to 2 days after exposure to the causative agent. Overall,
SDRIFE is an uncommon and benign type of hypersensitivity
reaction with no systemic symptoms. Key differences between
baboon syndrome and SDRIFE are outlined in table III. No-
tably, patch tests are only positive in up to 50% of patients with
SDRIFE.

Since the article by Hausermann et al.[?! in 2004, further
cases of symmetric flexural exanthemas using the term
SDRIFE have been published to iodinated radio contrast
media,®3! valaciclovir,[®¥ penicillin,[®4 risperidone,°! ethyl
loflazepate,®! telmisartan/hydrochlorothiazide,® and riva-
stigmine (see the report by Allain-Veyrac et al.®”) on pages 210-213)
of this issue of the American Journal of Clinical Dermatology).
Other cases using the terms systemic contact dermatitis or ba-
boon syndrome have been reported to cetuximab,®% amino-
caproic acid,!® piritramide,!®> and ambroxol.l”8] These cases
can be added to the growing list of causal agents reported for
this distinct flexural drug eruption to date (table II).

3. Diagnostic Testing in SCD and SDRIFE

In the 2004 review by Hausermann et al.,!”] epicutaneous
patch tests were performed in 24 of the 42 patients (57%) with
presumed SDRIFE. Of these, 12 (50%) patients had positive
patch test results, one had an ‘angry back’ reaction and the
remaining 11 patients had negative patch tests to the triggering
drug. Oral provocation testing was performed in five cases and

was positive in four patients (80%). Prick testing was performed
for nine patients and was negative in all. Delayed prick testing
was performed in three cases and was positive in two patients.
Lymphocyte transformation test was performed in five cases
and was positive in only one of the five patients.

In the group of eight patients with baboon syndrome and a
history of previous cutaneous exposure, patch tests were per-
formed in seven patients with all being positive.[” Patch tests or
other tests for delayed-type hypersensitivity should be positive
in all patients with SCD.

Recent case reports of SDRIFE provide further insight into
the usefulness of diagnostic testing. In a case of SDRIFE in-
duced by penicillin, prick, intracutaneous, and patch tests
yielded negative results.®¥ Oral provocation testing with a
cross-reactive compound, phenoxymethylpenicillin, resulted in
an identical flexural rash in a few hours.[®¥ In a recent case of
SDRIFE caused by valaciclovir, patch tests performed with
aciclovir and valaciclovir, as well as a drug-induced lymphocyte
stimulation test to aciclovir were all negative. However, oral
provocation tests performed with valaciclovir reproduced an
identical rash in the flexures within 1 hour of taking valaci-
clovir.®81 A case report of SDRIFE due to risperidone de-
scribed negative patch testing results to risperidone, but
rechallenge with risperidone produced a recurrence of the skin
findings in the patient.[3¢

In baboon syndrome and SDRIFE, histopathology most
commonly demonstrates a superficial perivascular lymphohis-
tiocytic infiltrate sometimes including neutrophils, eosinophils,
or mast cells. This may or may not be accompanied by epi-
dermal spongiosis. Hydropic degeneration of the basal cell
layer with scattered necrotic keratinocytes can also be observ-
ed. Rarely, a peri-adnexal inflammatory infiltrate may be
present.[2:82.:88.90]

A recent case of an intertriginous drug eruption resulting
from a chemotherapeutic regimen demonstrated a lympho-
matoid drug eruption that could mimic a lymphoma.°!l

In conclusion, epicutaneous patch testing, though ini-
tially described as being positive in up to 50% of cases by
Hausermann et al.,”! has been found to be negative in more
recent reports of SDRIFE. Perhaps this could be due to reduced

Table lIl. Differences between baboon syndrome and symmetric drug-related intertriginous and flexural exanthema (SDRIFE)?!

Characteristic Baboon syndrome SDRIFE
Etiology Metals, medicaments, plants, herbals Antibacterials, predominantly aminopenicillins and p-lactams
Previous cutaneous sensitization Yes Not found

Patch test results to allergen Should be positive

Nature of reaction

Systemic allergic contact dermatitis

Negative in up to one-half of cases

Adverse cutaneous drug reaction with distinct presentation
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absorption of systemically administered drugs when applied to
the skin by patch testing. Oral provocation testing or re-chal-
lenge is positive in almost all reported cases of SDRIFE and at
this time is the most reliable way to confirm a diagnosis of
SDRIFE. Histopathology is nonspecific and cannot be used
alone to confirm a diagnosis of baboon syndrome or SDRIFE.
Prick testing and lymphocyte stimulation testing are negative in
the majority of reported cases of SDRIFE.

4. Clinical Approach to the Patient with an
Intertriginous Eruption

4.1 Adverse Cutaneous Drug Reactions

When a patient presents with a rash predominantly affecting
the major body folds or flexures the first step would be to assess
for toxicity related to an adverse drug reaction with an inter-
triginous predilection such as acute generalized exanthematous
pustulosis (AGEP) [table IV]. A patient with early AGEP
would have an abrupt onset of non-follicular pustules on an
erythematous base beginning in intertriginous sites. There
would be associated fever and leukocytosis.?>?3 Other cuta-
neous clues would include edema of the face and hands, occa-
sional purpuric or targetoid lesions, and erythroderma. Also,
AGEP would not be confined to the intertriginous sites. The
most commonly implicated medications include B-lactam and
macrolide antibacterials, and calcium channel blockers.
Though vesicles or pustules are uncommonly present in
SDRIFE, they would not be as numerous or confluent as in
AGEP. Furthermore, SDRIFE lacks the systemic toxicity and
other cutaneous features of AGEP.

Table IV. Differential diagnosis of intertriginous eruptions

Irritant contact dermatitis

Allergic contact dermatitis

Intertrigo (Streptococcus, Staphylococcus, Corynebacterium, Candida)
Tinea cruris

Inverse psoriasis

Hailey-Hailey disease

Pemphigus vegetans

Acute generalized exanthematous pustulosis (AGEP)

Systemic contact dermatitis (baboon syndrome)

Symmetric drug-related intertriginous and flexural exanthema (SDRIFE)
Intertriginous eruption associated with chemotherapy in pediatric patients!2]
Eccrine squamous syringometaplasia

Neutrophilic eccrine hidradenitis

Staphylococcal scalded skin syndrome

© 2011 Adis Data Information BV. All rights reserved.

Fig. 1. Patient presenting with a symmetric intertriginous eruption compat-
ible with symmetric drug-related intertriginous and flexural exanthema fol-
lowing a course of chemotherapy. Symmetric erythema of the left axilla is
shown.

A distinct chemotherapy-induced eruption with a predi-
lection for intertriginous sites in pediatric oncology patients
was described by Webber et al.®4 in 2007. They reported
16 pediatric patients who developed dusky, red papules evolv-
ing towards confluent erythematous dusky patches in inter-
triginous sites due to a variety of chemotherapeutic agents used
in combination. Onset of the eruption ranged from 1 to 25 days
and fever on the first day of the eruption was reported in five of
the patients. Some patients had lesions on other areas of the
body including the palms and soles, the trunk, and the face. In
all cases, the eruption followed a benign course with spontane-
ous resolution. It could be argued that some of the patients
described in this paper could fulfill the criteria for SDRIFE as
described in section 2. However, the onset of the eruption fol-
lowing drug exposure was longer than the 2 days described for
SDRIFE in the majority of the patients and the eruption in-
volved sites other than the flexures in most patients.

Neutrophilic eccrine hidradenitis and eccrine squamous
syringometaplasia are two other entities described primarily

Am J Clin Dermatol 2011; 12 (3)
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Fig. 2. Patient presenting with baboon syndrome following surgery for co-
lorectal carcinoma. Resolving symmetric erythema of the (a) buttocks and (b)
rightinguinal area are shown. Circumscribed eczematous reaction around the
(c) surgical staples on the abdomen along with a strong history of allergic
contact dermatitis to nickel favors a diagnosis of nickel-induced systemic
contact dermatitis.

in the context of adults receiving chemotherapy that can pre-
sent with intertriginous lesions.[>> Both conditions are thought
to represent a spectrum of chemotherapy-related toxic effects

© 2011 Adis Data Information BV. All rights reserved.

196 Often, lesions will be present con-

currently in other body sites (including the palms in neu-
trophilic eccrine hidradenitis) and will not have the strikingly
symmetric involvement of multiple body folds as in SDRIFE.

on eccrine sweat glands.

4.2 Infection

Also important to rule out when faced with an intertriginous
rash is an infectious cause, especially in a pediatric patient with
an intertriginous eruption (table IV). This includes bacterial
causes such as intertrigo or perianal cellulitis due to Group A
B-hemolytic Streptococcus or Staphylocccus aureus.®”l Well
demarcated, erythematous, and oozing plaques can present in
the axilla, inframammary area, and inguinal folds as a result of
these infections. In a pediatric patient, the early stage of
staphylococcal scalded skin syndrome should be considered in
a severely ill child with fever and intertriginous erythema.®8!

Candidiasis could present with involvement of major body
folds, with erythematous papules and pustules.””! Satellite
pustules would be a clue along with the patient’s underlying
health status including diabetes mellitus and immunosup-
pressed state. Erythrasma due to Corynebacterium minutissimum
presents with well demarcated, reddish-brown patches in the
axilla and/or groin and would demonstrate coral-red fluo-
rescence on Wood’s lamp examination. Dermatophyte infec-
tion in the form of tinea cruris can present with erythematous
and scaly plaques in the genitocrural crease and the medial
upper thigh. There is often central clearing, and an advancing
border present. Bacterial culture and fungal scraping can be
performed to rule out infectious conditions.

4.3 Other Dermatoses

The next step would be to rule out dermatoses such as inverse
psoriasis, Hailey-Hailey disease, or pemphigus vegetans, which
also preferentially affect the body folds (table IV). Inverse
psoriasis is characterized by shiny, pink-to-red, sharply de-
marcated plaques. There is much less scale than in untreated
chronic plaque psoriasis and a central fissure can be seen. The
most common sites of involvement are the axillae, the inguinal
crease, the intergluteal cleft, the inframammary region, and
the retroauricular folds.['%! In Hailey-Hailey disease, flaccid
blisters and erosions are seen on the neck and in intertriginous
areas, especially the axillae and groin. Moist, malodorous
vegetations and fissures can develop.['°l This is similar to pem-
phigus vegetans, where vegetating plaques develop in flexures
along with mucosal involvement.['%? Vegetating plaques and
erosions will not be present in baboon syndrome or SDRIFE.

Am J Clin Dermatol 2011; 12 (3)
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Table V. Assessing the patient with a symmetric intertriginous eruption

Is the patient toxic (fever, edema, erythroderma, leukocytosis)? Rule out
acute generalized exanthematous pustulosis (AGEP)?

Evidence of infection (satellite pustules, fiery red and painful, foul odor)?
History of prior cutaneous disease (allergic contact dermatitis, psoriasis,
Hailey-Hailey disease)?
Exposure history (medications, procedures):

new medications, antibacterials, chemotherapy?

homeopathic preparations?

intravenous catheter or metal implant?
History of allergic contact dermatitis, positive patch tests, or metal sensitivity?

Establish timeline related to exposures and onset of rash

Itis important to rule out a simple allergic contact dermatitis
to a topical product that was being applied to the folds or an
irritant contact dermatitis due to excessive friction and hu-
midity.”?! Most of these conditions can be ruled out based on
clinical appearance and history of the lesions.

4.4 Baboon Syndrome and SDRIFE

A patient with baboon syndrome or SDRIFE will present
with an abrupt onset of symmetric erythema of the buttocks
and/or V-shaped erythema of the inguinal area as well as in-
volvement of other skin folds such as the neck or axillae fol-
lowing systemic exposure to an allergen (figures 1 and 2).[3
The characteristic rash will present within 2 days after exposure
to the causative agent in most cases, though onset of the rash at
4 days after exposure has been described.[#? Tt is then the task of
the clinician to determine the most likely cause of the eruption,
keeping in mind the most common causes of SCD and
SDRIFE. Assessment should include history of allergic contact
dermatitis, history of positive patch tests, metal sensitivity in-
dicating possible allergic contact dermatitis to metals, and all
known allergies to medications (table V). Then all recent ex-
posures in the few days before the rash should be noted, in-
cluding parenteral medications, intravenous catheters, surgical
staples, and other metal implants. In a patient with known
allergic contact dermatitis to a specific allergen, a careful his-
tory should be targeted towards identifying exposure to a sys-
temic form of the allergen including cross-reacting molecules.
In the hospital setting, it is not uncommon to have patients
presenting with an intertriginous eruption who have had more
than one suspect exposure. Clues to a SCD caused by nickel
would be well demarcated erythema at the site of intravenous
catheters or surgical staples along with a history of allergic
contact dermatitis to metals in the past (figure 2). A diagnosis

© 2011 Adis Data Information BV. All rights reserved.

of SDRIFE would be favored if the patient had received an
aminopenicillin, other B-lactam antibacterial or chemother-
apeutic agent in the 2 days prior to the eruption with no clear
history of previous allergic contact dermatitis.!

New causes of SDRIFE continue to be described and it is
important to keep an open mind when assessing a patient who
fulfills the criteria for this condition. Luckily, both SCD and
SDRIFE are benign conditions without systemic toxicity.
However, these eruptions can cause significant distress to the
patient and identification of the etiologic agent is both aca-
demically satisfying and a great service to the patient and the
medical team.

5. Conclusion

SCD is an under-recognized condition with a variety of
clinical presentations including the characteristic baboon syn-
drome. Cases of baboon syndrome related to drugs without a
history of previous cutaneous sensitization, recently given the
designation SDRIFE, are being reported with a growing
number of medications. With the nosologic debate of the
proper use of terminology in describing these unique reactions
aside, it is most important for the clinician to be aware of this
type of reaction and its characteristic features. Knowledge of
the variety of clinical presentations and etiologic agents of this
condition will better arm the clinician to make a proper diag-
nosis of SCD or SDRIFE and to successfully assign causality to
a particular culprit in the realm of systemic allergens.
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