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An eight-year-old boy presented with blis-
ters on his lower lip and tongue that had 
appeared two days earlier. One day after the 
blisters appeared, a nonpruritic, bilateral 
rash developed on his palms and soles. The 
patient recently had swum at a community 
pool, after which he reported fatigue. He had 
no fever, chills, nausea, vomiting, rhinor-
rhea, cough, or history of recent travel. His 
activity levels and appetite were normal. The 
patient’s immunizations were up to date, and 
he had no significant medical history. 

Physical examination demonstrated ery-
thematous, 2-mm ulcers in the oral mucosa 
of his lower lip (Figure 1), an erythematous 
pharynx, and tender vesicles on the hard 
palate and tongue. The skin examination 
revealed erythematous papules and vesicles 
with a surrounding rim of erythema on both 
of the palms and soles (Figures 2 and 3).

Question
Based on the patient’s history and physical 
examination findings, which one of the fol-
lowing is the most likely diagnosis?

	 ❏ A. �Aphthous stomatitis.
	 ❏ B. �Hand-foot-and-mouth disease.
	 ❏ C. �Herpangina. 
	 ❏ D. �Herpes labialis.
	 ❏ E. �Rocky Mountain spotted fever.
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Discussion
The answer is B: hand-foot-and-mouth dis-
ease. This disease is caused by enterovi-
ruses, most commonly coxsackievirus A5, 
A7, A9, A10, A16, B2, or B5, and enterovirus 
71.1 Hand-foot-and-mouth disease usually 
occurs in children younger than 10 years. 
The infection is spread by direct contact with 
infected nasal discharge, saliva, blister fluid, 
or stool. The virus can remain in the body for 
several weeks after symptoms resolve. 

The typical clinical presentation is painful 
oral lesions, and a nonpruritic rash on the 
palms and soles or the groin and buttocks. 
Oral lesions begin as erythematous macules 
that evolve into tender, 3- to 5-mm vesicles 
on an erythematous base.1,2 A one-day pro-
drome of low-grade fever (in some patients), 
anorexia, malaise, abdominal pain, and 
upper respiratory tract symptoms may also 
be present.

Aphthous stomatitis is a common oral ail-
ment that typically appears in childhood, disappearing 
around 30 years of age.1 The disease leads to painful oral 
ulcers, which are typically covered by a white to yellow 
pseudomembrane measuring 2 to 8 mm in diameter. 
They usually affect nonkeratinized mucosa, such as the 
labial and buccal mucosa and the floor of the mouth or 
the ventral surface of the tongue, and are surrounded by 
an erythematous halo.3,4

Herpangina is an acute viral illness appearing between 
three and 10 years of age, although infection can occur 
in adults and neonates. The incidence is highest in one- 
to seven-year-olds.5 It is caused by enteroviruses (cox-
sackievirus A16 or B, and enterovirus 71).5 Herpangina 
is most common during the fall and summer. Clinical 
manifestations can vary but may include high fever 
and odynophagia, which leads to decreased appetite. 
The vesicles, which may persist for up to one week, are 
approximately 1 to 4 mm in diameter and tender. They 
are surrounded by erythematous rings and appear on 
the soft palate, uvula, and anterior tonsillar pillars.2

Herpes labialis is caused by herpes simplex virus 
type 1. Primary infection usually occurs through non-
sexual contact during childhood, usually appearing 
two to 20 days after contact with an infected person.2 
Transmission involves mucous membranes and open 
or abraded skin. Symptoms may include a prodrome 
of fever, followed by tender oral lesions and lymphade-
nopathy. The classic oral lesions appear as a cluster of 
small vesicles on an erythematous base at the vermilion 
border of the lip. The lesions spontaneously heal within 
two weeks.2,4

Rocky Mountain spotted fever is a tick-borne disease 
caused by Rickettsia rickettsii. It is typically charac-
terized by fever, myalgias, arthralgias, fatigue, and a 
petechial rash, and is associated with travel to endemic 
regions. The rash usually develops two to four days after 
onset of fever,6 and typically appears as small, blanching, 
pink macules measuring 1 to 4 mm in diameter, initially 
on the ankles and wrists. The rash spreads centrally to 
the palms and soles, sparing the face, and evolves into 
macules, papules, and petechiae. Ultimately, the rash 
will coalesce into large ecchymoses and ulcerations.7
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Summary Table

Condition Characteristics

Aphthous 
stomatitis

Painful oral ulcers measuring approximately 2 to  
8 mm in diameter; affects nonkeratinized mucosa

Hand-foot-and-
mouth disease

Viral prodrome and rash on the palms and soles or 
the groin and buttocks; painful oral lesions begin as 
erythematous macules and evolve into tender, 3- to 
5-mm vesicles on an erythematous base

Herpangina Tender, 1- to 4-mm vesicles surrounded by an 
erythematous ring on the soft palate, uvula, and 
anterior tonsillar pillars; may be associated with 
high fever and odynophagia, which leads to 
decreased appetite

Herpes labialis Cluster of tender vesicles on an erythematous base 
appearing at the vermilion border of the lip

Rocky Mountain 
spotted fever 
 
 
 
 

Small, blanching, pink macules measuring 1 to 4 mm 
in diameter initially on the ankles and wrists; spreads 
centrally to the palms and soles, sparing the face, 
and evolves into macules, papules, and petechiae; 
ultimately coalesces into large ecchymoses and 
ulcerations; usually associated with fever, myalgias, 
arthralgias, fatigue, and travel to endemic regions


