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   UNKNOWN RASH

Thorough Examination
To ensure that lesions on the back, buttocks, or 
perineum are identified, patients should be com-
pletely undressed for the examination. Often, pa-
tients are unaware of lesions that are present in these 
locations. The patient’s shoes and socks should also 
be removed (especially in diabetic persons), as sig-
nificant bacterial and fungal infections may be pres-
ent on the feet. Toenails should be closely inspected 

for signs of systemic disease or fungal infection. Ad-
ditionally, the soles and palms should be examined. 

Mucous Membrane Involvement
Dysphagia, eye, or genital irritation may represent mu-
cosal involvement and possibly indicate a life-threat-
ening condition such as TEN, SJS, or pemphigus 
vulgaris. Conjunctival injection is often also associated 
with viral syndromes, as well as with Kawasaki disease.

TABLE 1. Common Terms Used in Rash Diagnosis 

Clues to Diagnosis Rash

Patient Age

0 to 5 years Meningococcemia, Kawasaki disease, viral exanthem

>65 years  Pemphigus vulgaris, sepsis, meningococcemia, TEN, SJS, TSS

Rash Characteristics

Diffuse erythema  Staphylococcal SSS, staphylococcal or streptococcal TSS, 
necrotizing fasciitis

Mucosal lesions  EM major, TEN, SJS, pemphigus vulgaris

Petechiae/purpura  Meningococcemia, necrotizing fasciitis, vasculitis, DIC, RMSF

Symptom

Hypotension  Meningococcemia, TSS, RMSF, TEN, SJS

TEN = toxic epidermal necrolysis; SJS = Stevens-Johnson syndrome; TSS = toxic shock syndrome; 
SSS = scalded skin syndrome; EM = erythema multiforme; DIC = disseminated intravascular coagulopathy; 
RMSF = Rocky Mountain spotted fever.

TABLE 2. Clues Toward a Definitive Diagnosis 

Lesion Single small, diseased area

Macule  Circumscribed area of 
change without elevation

Papule Solid raised lesion ≤1 cm

Nodule Solid raised lesion ≥1 cm

Plaque  Circumscribed elevated 
confluence of papules ≥1 cm

Rash  An eruption on the skin; more 
extensive than a single lesion

Pustule  Circumscribed area containing pus

Vesicle  Circumscribed fluid-filled area 
≤1 cm

Bulla  Circumscribed fluid-filled area 
≥1 cm

Petechia  Small red/brown macule ≤1 cm 
that does not blanche
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FIGURE 2. Diagnosis of the Erythematous Rash 
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SSS = scalded skin syndrome; TEN = toxic epidermal necrolysis; TSS = toxic shock syndrome.
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Specific Signs
The Nikolsky sign is a sloughing of full-thickness 
skin with lateral pressure. The Asboe-Hansen sign is 
a blister that spreads into clinically normal skin with 
light lateral pressure. Both are seen in TEN, as well 
as in other conditions. It is also important to look 
for blanching in the diagnosis of petechial rashes.3

THE ALGORITHMIC APPROACH
Erythematous Rashes
Characterized by diffuse redness of the skin due to 
capillary congestion, erythematous rashes (Figure 2, 
page 9) are differentiated from other rashes based 
on the presence or absence of fever and the Nikol-
sky sign. If these factors are present, the diagnosis is 

FIGURE 3. Diagnosis of the Maculopapular Rash
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ing in large sheets. Patients with TEN are toxic, 
with myalgias and substantial mucous mem-
brane involvement. The mortality of TEN is 
considerable—30% to 35% with optimal care.1

At-risk populations include those with head in-
juries, brain tumors, systemic lupus erythematosus 
(SLE), and immunocompromise.6 Importantly, HIV 
patients have a TEN risk that is 1,000 times greater 
than that in patients without HIV.6 

Treatment consists of discontinuation of the of-
fending agent, wound care, eye care, and fluid and 
electrolyte resuscitation. Intravenous immune glob-
ulin (IVIG) may be helpful, although it is not yet 
FDA approved for this indication. Most physicians 
recommend against steroid use. Sulfadiazine should 
not be used on the wounds, as sulfa is the most com-
mon offending agent.7 Patients with TEN usually 
require ICU admission and should be managed in a 
burn unit if skin sloughing is extensive.

Toxic Shock Syndrome: This toxin-mediated staph-
ylococcal or streptococcal infection is historically 
associated with tampon use, although any staphy-
lococcal or streptococcal source can precipitate 
TSS. Up to 45% of cases are unrelated to menses; 
TSS can be associated with abscesses, nasal pack-
ing, surgical wounds, and postpartum conditions.3 
Patients are overtly toxic, in shock, and febrile, with 
a diffuse erythematous rash that eventually leads 
to desquamation of the hands and feet. Treatment 
includes removal of the infective material, admin-
istration of IV antibiotics, fluid resuscitation and, 
possibly, IVIG. Patients with TSS require ICU 
admission.  

Kawasaki Disease: This childhood illness is also 
known as mucocutaneous lymph node syndrome or in-
fantile polyarteritis. Kawasaki disease is a vasculitis of 
unknown cause, although infective and autoimmune 

FIGURE 4. Diagnosis of the Petechial/Purpuric Rash
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often as a bilateral purulent conjunctivitis. Diagno-
sis is confirmed by biopsy. Mild cases (EM minor) 
require only symptomatic support (analgesics, cold 
compresses, topical steroids), treatment of cause (if 
identified), and outpatient dermatologic follow-up. 
Erythema major requires more aggressive care, with 
discontinuation of the offending agent, fluid and 
electrolyte balance, analgesics, wound care similar 
to that of thermal burns (silver sulfadiazine should 
be avoided), and soothing solutions for oral le-
sions.3 The use of systemic steroids is of unproven 
benefit and may increase complications. Dermato-
logic consults are required for admitted patients, as 
are ophthalmologic consults for those with ocular 
involvement.3 

M        eningococcemia: Infection with Neisseria meningi-
tidis has a predilection for adolescents and children 
younger than 4 years. Without proper treatment, 
meningococcemia is invariably fatal; mortality 
remains at 10% to 20%, even with immediate 

therapy.3 Patients are ill appearing, febrile, and in 
shock, with mental status changes and a rash that 
develops within 24 hours of toxicity. The rash is ini-
tially erythematous and maculopapular (beginning 
on wrists and ankles); it then spreads and becomes 
petechial. Early in the illness, meningococcemia 
can be mistaken for RMSF. Treatment for both is 
mandatory when there is any diagnostic uncertainty. 
Diagnosis is confirmed by Gram stain and blood 
and/or cerebrospinal fluid (CSF) cultures. Gram 
staining of a specimen from a meningococcal skin 
lesion is more sensitive than a CSF Gram stain 
(72% vs 22%, respectively).3 Ceftriaxone is first-
line therapy. Vancomycin should be added in cases 
of diagnostic uncertainty to cover resistant strepto-
coccal meningitis. Dexamethasone has been shown 
to reduce neurologic sequelae if administered early 
(prior to antibiotics, if possible). Rifampin prophy-
laxis for persons in close contact with the patient 
is recommended; alternatives include single-dose 
ciprofloxacin and IM ceftriaxone.3

FIGURE 5. Diagnosis of the Vesiculobullous Rash

Varicella 

Smallpox

Disseminated 
gonococcal disease

Purpura fulminans

DIC

Bullous 
pemphigoid

Pemphigus 
vulgaris

Necrotizing 
fasciitis

Hand-foot-
and-mouth 

disease

DIC = disseminated intravascular coagulopathy.

Afebrile

Vesiculobullous rash

Febrile

Contact 
dermatitis

Herpes zoster

Dyshidrotic 
eczema

Burns

Diffuse
distribution

Diffuse
distribution

Localized
distribution

Localized
distribution


