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Hand, foot, and mouth disease (HFMD) is a clinical syndrome 
that presents with a macular, maculopapular, vesicular, or 
vesiculopustular rash as well as an oral enanthem.1 Various 
enterovirus serotypes cause HFMD, the majority of which are 
Enterovirus A species. The serotypes Coxsackievirus A16 
and Enterovirus A71 are most frequently associated with 
HFMD. Human enterovirus infections are transmitted via 
fecal-oral route through contact with respiratory and oral 
secretions, as well as vesicle fluid. HFMD occurs worldwide, 
typically in children and infants younger than 7 years of age 
during the Summer and early Autumn. The most common 
presentation of HFMD begins with nonspecific complaints of 
mouth or throat pain, decreased appetite, and a fever of less 
than 101ºF, later causing a macular, maculopapular, 
vesicular or vesiculopustular exanthem that occurs on the 
dorsum of the fingers and toes, palms of the hands, soles of 
the feet, buttocks, legs, and arms. Patients may also present 
with an oral enanthem on the tonsils, buccal mucosa, tongue, 
or on the soft or hard palates usually presenting as shallow 
vesicles and ulcerative lesions. Diagnosis is made clinically, 
and treatment is supportive.

HFMD is most commonly associated with a mild disease 
presentation in children presenting as fevers, small lesions on 
palms, feet, and buccal mucosa or tongue.2 This mild 
presentation is most often the result of Coxsackievirus A16.1,2

Other causes include Enterovirus 71 or Coxsackievirus A6 
and other serotypes, which can present with atypical and 
often more serious symptoms.1 Coxsackievirus A6 typically 
presents as extensive cutaneous involvement including the 
dorsum of hands and feet, calves, forearms, trunk, neck, face, 
oral mucosa, and extensor surfaces of the upper and lower 
extremities, in addition to the palms and soles.2 Due to our 
patient presenting with such similar extensive cutaneous 
similar to Coxsackie A6, negative serological study for several 
common agents including Coxsackie A16, and unlikelihood of 
Enterovirus A71 as this is typically a more serious 
presentation with central nervous system involvement, we 
have high suspicion that this was a mild presentation of 
Coxsackie A6 HFMD. Considering the lack of serological 
studies available, it is impossible to definitively identify the 
infectious agent.

Figure 1: HFMD hand lesion.
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Figure 2: HFMD foot lesion.
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Figure 6: Patient from NSU Pediatrics Clinic 
presenting with lesions on dorsum of foot.

During the examination, patient displayed irritability with excessive drooling and the skin exam revealed pinpoint erythematous 
maculopapular rashes on the abdomen, bilateral arms, left posterior auricular area, right ankle, and bilateral palms and soles. 
Additionally, erythematous macules and vesicles were found in the posterior pharynx. An enterovirus panel was performed and 
returned negative for multiple enteroviruses including Coxsackie A16. However, it did not test for Enterovirus A71 or Coxsackie 
A6.

Atypical Hand Foot and Mouth Disease

CASE PRESENTATION

A 9-month old male with a past medical history of GERD 
presents to the clinic with a fever that began the day prior to 
presentation while returning from a trip to New York. The 
temperature was 103°F and reduced to 101°F with ibuprofen 
and acetaminophen as reported by the patient’s mother. After 
returning to Florida, the patient later woke up in the early 
morning on the day of presentation with a fever of 103°F, 
which prompted her mother to go to the ER. The mother 
refused chest x-ray and blood work, but allowed a urine 
analysis which was non-significant. Acetaminophen was 
given in the ER, resulting in effervescence, and the patient 
was later discharged. Fever developed again later that 
morning, with the onset of rash leading to the patient 
presenting to the pediatric clinic in the early afternoon. Vitals 
were all within normal limits, including the temperature of 
98.3°F, but mother admitted to giving ibuprofen 2 hours prior 
to their arrival at the clinic for fever. She also admitted that 
the patient had a markedly decreased appetite. She denied 
any sick contacts, vomiting, diarrhea, decreased urine output, 
or lethargy. 

CASE PRESENTATION CONTINUED

CONCLUSION

The clinician must be aware of the various presentations of 
HFMD, as it is predominantly a clinical diagnosis.1 The 
physician must be vigilant when working up atypical cases, as 
missed diagnoses may lead to complications of HFMD such 
as encephalitis, aseptic meningitis, acute flaccid paralysis, 
and myocarditis.1 Additionally, since HFMD has a spectrum of 
possible clinical presentations, it is important not to confuse it 
with other bacterial, fungal, or viral infections, such as HSV or 
syphilis. This is especially important since we do not want to 
prescribe incorrect antivirals, antibiotics, or antifungals due to 
risks of unnecessary adverse side effects and antibiotic 
resistance. The diagnostic lab tests for HFMD that are 
currently available are not widely utilized. Research in 
development of more accessible, rapid, and specific 
diagnostic tests will decrease the likelihood of complications 
and mistreatments while aiding in prompt diagnosis, 
appropriate treatment, and important contact precautions for 
the safety of at-risk populations. 

Figure 3: Patient from NSU Pediatrics 
Clinic presenting with lesions on the 
bottom of lip.

Figure 4: Patient from NSU 
Pediatrics Clinic presenting with 
lesions on the arm.

Figure 5: Patient from NSU 
Pediatrics Clinic presenting with 
lesions on the leg.


