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PART 2
Cardinal Manifestations and Presentation of Diseases

Staphylococcal scalded-skin syndrome (SSSS) and bullous impetigo
are two blistering disorders associated with staphylococcal (phage
group II) infection. In SSSS, the initial findings are redness and tenderness of the central face, neck, trunk, and intertriginous zones. This is
followed by short-lived flaccid bullae and a slough or exfoliation of the
superficial epidermis. Crusted areas then develop, characteristically
around the mouth in a radial pattern. SSSS is distinguished from TEN
by the following features: younger age group (primarily infants), more
superficial site of blister formation, no oral lesions, shorter course,
lower morbidity and mortality rates, and an association with staphylococcal exfoliative toxin (“exfoliatin”), not drugs. A rapid diagnosis of
SSSS versus TEN can be made by a frozen section of the blister roof or
exfoliative cytology of the blister contents. In SSSS, the site of staphylococcal infection is usually extracutaneous (conjunctivitis, rhinorrhea, otitis media, pharyngitis, tonsillitis), and the cutaneous lesions
are sterile, whereas in bullous impetigo, the skin lesions are the site of
infection. Impetigo is more localized than SSSS and usually presents
with honey-colored crusts. Occasionally, superficial purulent blisters
also form. Cutaneous emboli from gram-negative infections may present as isolated bullae, but the base of the lesion is purpuric or necrotic,
and it may develop into an ulcer (see “Purpura,” below).
Several metabolic disorders are associated with blister formation,
including diabetes mellitus, renal failure, and porphyria. Local hypoxemia secondary to decreased cutaneous blood flow can also produce
blisters, which explains the presence of bullae over pressure points
in comatose patients (coma bullae). In diabetes mellitus, tense bullae
with clear sterile viscous fluid arise on normal skin. The lesions can
be as large as 6 cm in diameter and are located on the distal extremities. There are several types of porphyria, but the most common form
with cutaneous findings is porphyria cutanea tarda (PCT). In sunexposed areas (primarily the face and hands), the skin is very fragile,
with trauma leading to erosions mixed with tense vesicles. These
lesions then heal with scarring and formation of milia; the latter are
firm, 1- to 2-mm white or yellow papules that represent epidermoid
inclusion cysts. Associated findings can include hypertrichosis of the
lateral malar region (men) or face (women) and, in sun-exposed areas,
hyperpigmentation and firm sclerotic plaques. An elevated level of
urinary uroporphyrins confirms the diagnosis and is due to a decrease
in uroporphyrinogen decarboxylase activity. PCT can be exacerbated
by alcohol, hemochromatosis and other forms of iron overload, chlorinated hydrocarbons, hepatitis C and HIV infections, and hepatomas.
The differential diagnosis of PCT includes (1) porphyria variegata—
the skin signs of PCT plus the systemic findings of acute intermittent
porphyria; it has a diagnostic plasma porphyrin fluorescence emission
at 626 nm; (2) drug-induced pseudoporphyria—the clinical and histologic findings are similar to PCT, but porphyrins are normal; etiologic
agents include naproxen and other NSAIDs, furosemide, tetracycline,
and voriconazole; (3) bullous dermatosis of hemodialysis—the same
appearance as PCT, but porphyrins are usually normal or occasionally borderline elevated; patients have chronic renal failure and are on
hemodialysis; (4) PCT associated with hepatomas and hemodialysis;
and (5) epidermolysis bullosa acquisita (Chap. 73).

EXANTHEMS
(Table 72-13) Exanthems are characterized by an acute generalized
eruption. The most common presentation is erythematous macules
and papules (morbilliform) and less often confluent blanching erythema (scarlatiniform). Morbilliform eruptions are usually due to
either drugs or viral infections. For example, up to 5% of patients
receiving penicillins, sulfonamides, phenytoin, or nevirapine will
develop a maculopapular eruption. Accompanying signs may include
pruritus, fever, eosinophilia, and transient lymphadenopathy. Similar
maculopapular eruptions are seen in the classic childhood viral
exanthems, including (1) rubeola (measles)—a prodrome of coryza,
cough, and conjunctivitis followed by Koplik’s spots on the buccal
mucosa; the eruption begins behind the ears, at the hairline, and
on the forehead and then spreads down the body, often becoming
confluent; (2) rubella—the eruption begins on the forehead and face
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Table 72-13 Causes of Exanthems
  I. Morbilliform
A. Drugs
B. Viral
1. Rubeola (measles)
2. Rubella
3. Erythema infectiosum (erythema of cheeks; reticulated on
extremities)
4. Epstein-Barr virus, echovirus, coxsackievirus, CMV, adenovirus, HHV-6/
HHV-7a, dengue virus, and West Nile virus infections
5. HIV seroconversion exanthem (plus mucosal ulcerations)
C. Bacterial
1. Typhoid fever
2. Early secondary syphilis
3. Early Rickettsia infections
4. Early meningococcemia
5. Ehrlichiosis
D. Acute graft-versus-host disease
E. Kawasaki disease
II. Scarlatiniform
A. Scarlet fever
B. Toxic shock syndrome
C. Kawasaki disease
D. Early staphylococcal scalded-skin syndrome
Primary infection in infants and reactivation in the setting of immunosuppression.

a

Abbreviations: CMV, cytomegalovirus; HHV, human herpesvirus; HIV, human
immunodeficiency virus.

and then spreads down the body; it resolves in the same order and is
associated with retroauricular and suboccipital lymphadenopathy; and
(3) erythema infectiosum (fifth disease)—erythema of the cheeks is followed by a reticulated pattern on the extremities; it is secondary to a
parvovirus B19 infection, and an associated arthritis is seen in adults.
Both measles and rubella can occur in unvaccinated adults, and
an atypical form of measles is seen in adults immunized with either
killed measles vaccine or killed vaccine followed in time by live vaccine. In contrast to classic measles, the eruption of atypical measles
begins on the palms, soles, wrists, and ankles, and the lesions may
become purpuric. The patient with atypical measles can have pulmonary involvement and be quite ill. Rubelliform and roseoliform eruptions are also associated with Epstein-Barr virus (5–15% of patients),
echovirus, coxsackievirus, cytomegalovirus, adenovirus, dengue virus,
and West Nile virus infections. Detection of specific IgM antibodies
or fourfold elevations in IgG antibodies allow the proper diagnosis,
but polymerase chain reaction (PCR) is gradually replacing serologic
assays. Occasionally, a maculopapular drug eruption is a reflection
of an underlying viral infection. For example, ~95% of the patients
with infectious mononucleosis who are given ampicillin will develop
a rash.
Of note, early in the course of infections with Rickettsia and meningococcus, prior to the development of petechiae and purpura, the
lesions may be erythematous macules and papules. This is also the case
in chickenpox prior to the development of vesicles. Maculopapular
eruptions are associated with early HIV infection, early secondary
syphilis, typhoid fever, and acute graft-versus-host disease. In the last,
lesions frequently begin on the dorsal hands and forearms; the macular
rose spots of typhoid fever involve primarily the anterior trunk.
The prototypic scarlatiniform eruption is seen in scarlet fever and is
due to an erythrogenic toxin produced by bacteriophage-containing
group A β-hemolytic streptococci, most commonly in the setting
of pharyngitis. This eruption is characterized by diffuse erythema,
which begins on the neck and upper trunk, and red follicular puncta.
Additional findings include a white strawberry tongue (white coating
with red papillae) followed by a red strawberry tongue (red tongue
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