MuUCOCUTANEOUS (CHANGES IN A NINE-YEAR-OLD Boy
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PRESENTATION

A 9-year-old boy presents to a community hospital
with mucocutaneous changes following a lower respira-
tory tract illness. One week prior, he developed a fever,
cough and congestion, and was diagnosed with left
lowerlobe community-acquired pneumonia. He be-
gan empiric treatment with amoxicillin at the onset of
symptoms, but after five doses, the patient developed
episodes of circumoral edema and mucosal ulceration
of the mouth and lips.

Concerned for a possible allergic reaction, the pa-
tient’s primary care physician transitioned him from
amoxicillin to azithromycin and started a course of
oral corticosteroids four days ago. His parents report
that he had previously tolerated amoxicillin without
any adverse effects. His fever initially resolved, and his
cough and congestion improved on antibiotics. How-
ever, his fever returned today accompanied by worsen-
ing mucocutaneous involvement (see Fig. 1 on page
88) and new onset bilateral periorbital edema. He re-
ports intermittent blurred vision but denies pain with
eye movements. His oral intake is poor, and he speaks
sparingly due to pain.

On examination, the boy is ill-appearing but
non-toxic and in no acute distress. His temperature is
100.1°F, pulse 90 bpm, respiratory rate 20 breaths/min,
and blood pressure 105/60 mmHg. His pulse oximetry
on room air is 100%. His mucous membranes are dry.
He exhibits circumoral edema, labial mucosal skin
sloughing, and ulcerations of the gingival and buccal
mucosa. Bilateral periorbital erythema and edema
are present, with crusted, purulent ocular discharge.
Bilateral sub-centimeter anterior cervical lymph nodes
are palpable. His capillary refill time is 2 to 3 seconds.
There is no genital involvement.

A complete blood count shows no leukocytosis or
neutrophilic predominance. A comprehensive meta-

bolic panel reveals normal electrolytes, transaminases,
and kidney function. Diagnostic testing on admis-
sion includes a negative respiratory viral panel, nega-
tive mononucleosis screening, and negative Streptococ-
cus pyogenes (group A) test. A repeat chest radiograph
shows improvement in the recent left lower-lobe pneu-
monia. Physical exam findings and additional labora-
tory testing confirm the diagnosis.

DISCUSSION
Differential Diagnosis

The differential diagnosis for mucocutaneous
changes in a child following an upper respiratory infec-
tion treated with antibiotics includes Stevens-Johnson
syndrome (S]S); toxic epidermal necrolysis (TEN); ery-
thema multiforme; reactive infectious mucocutaneous
eruption (RIME); Kawasaki disease; herpes-simplex
gingivostomatitis; paraneoplastic pemphigus; aphthous
stomatitis; and hand, foot, and mouth disease (HFMD).

Actual Diagnosis

Serum Mycoplasma pneumoniae titers demonstrate
an IgG >5.00 U/L, indicative of a recent infection
when correlated with chest X-ray findings and clinical
presentation. The patient’s lesions are most prominent
on the mucosal surfaces of the mouth, and the lack
of cutaneous findings means that the diagnosis of SJS,
TEN, or erythema multiforme are unlikely.

While both herpes-simplex gingivostomatitis and
HEFMD can cause oral ulcers in children, these dis-
eases do not typically produce the extensive, bilateral
periorbital erythema and edema seen in this child. In
HEFMD, additional vesicular lesions of the extremities
would be expected as well. Given the presence of oral
mucosa ulceration, conjunctivitis, and minimal cuta-
neous involvement in the setting of a M. pneumoniae
infection, a diagnosis of RIME is established.
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The Condition

RIME is an immune-mediated mucocutaneous
disorder primarily affecting children and adolescents
following a bacterial or viral respiratory infection,
most commonly M. pneumoniae.! Although the exact
pathogenesis remains unclear, RIME is thought to
arise either indirectly from immune complex forma-
tion against infectious antigens® or directly from local
inflammatory cytokine release.’

It is characterized by prominent mucositis, often
involving the oral, ocular, and genital mucosa, with
minimal or absent cutaneous involvement.* Patients
typically present with a prodromal illness, including fe-
ver, cough, and malaise, followed by the development
of painful mucosal ulcerations and conjunctivitis.

Until 2015, RIME was thought to be a viral-
induced SJS but has since been differentiated.” In com-
parison to SJS or TEN, RIME has more prominent
mucosal involvement and lacks extensive cutaneous
findings.’ If cutaneous lesions are present, they often
present as scattered, atypical targetoid lesions.*

Diagnosis is clinical, supported by confirmatory
laboratory testing for suspected infectious agents. Most
cases of RIME will resolve completely with supportive
care; however, recurrent episodes have been reported.®
Early recognition and management are crucial to pre-
venting complications, particularly those involving the
eyes.

Treatment/Management

The management of RIME is primarily support-
ive, including symptom relief, mucosal healing, and
prevention of complications. Mucositis can be painful
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and severely impact oral intake; therefore, it is crucial
to provide adequate pain control, intravenous fluids,
and, in severe cases, nasogastric feeding. Pain control
regimens often include acetaminophen and nonsteroi-
dal anti-inflammatory drugs (NSAIDs), with opioids
reserved for severe cases. Topical therapies such as pe-
troleum jelly for the lips and anesthetic mouthwashes
can provide additional relief.

Systemic corticosteroids should be considered
in severe cases with extensive mucosal involvement.
Prednisone and intravenous methylprednisolone are
frequently used to reduce inflammation and expe-
dite symptom resolution.* Other immunomodulatory
agents, such as cyclosporine, intravenous immuno-
globulin, or tumor necrosis factor inhibitors (e.g., etan-
ercept), have been explored in refractory cases, with
some evidence suggesting potential benefit.™

Antimicrobial therapy for community-acquired
pneumonia commonly includes macrolides, fluoro-
quinolones, beta-lactams, or tetracyclines (for chil-
dren over 8 years old) depending on the identified
pathogen. In cases of suspected M. pneumoniae infec-
tion, empiric treatment with antibiotics is recom-
mended, although there is not sufficient evidence
to support that treatment will shorten the course of
RIME.°

Ophthalmology consultation should be obtained
for any patient with ocular symptoms. To prevent long-
term ophthalmologic complications, patients often re-
ceive frequent saline rinses, artificial tears, and topical
corticosteroids (e.g., prednisolone ophthalmic drops);
however, additional interventions may be required in
cases of severe ocular disease.!!

Fig. 1 (left). Oral mucosal involvement on admission.
Fig. 2 (right). Worsening oral mucosal involvement noted two days after photo in Fig. 1 was taken.
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PATIENT COURSE

By the time of admission, the patient had com-
pleted a five-day course of azithromycin and a four-day
course of oral corticosteroids without improvement.
Due to reduced oral intake, he receives maintenance
intravenous fluids with 5% dextrose in 0.9% normal
saline. Supportive care includes petroleum jelly for lip
protection and scheduled intravenous acetaminophen
with as-needed ketorolac for pain management.

On the second day of admission, he begins ex-
periencing worsening mucosal lesions of the lips (see
Fig. 2), increased pain, and decreased visual acuity.
Pediatric dermatology and ophthalmology are con-
sulted by telephone, recommending subcutaneous
etanercept and tobramycin/dexamethasone ophthal-
mic ointment. Due to etanercept unavailability at
the community hospital, he is transferred to a facil-
ity with pediatric subspecialists available for further
management.

At the receiving hospital, ophthalmologic exami-
nation reveals mucus discharge with crusting of the
lashes in both eyes. The conjunctivae are white and
quiet, with no staining on the cornea and no evidence
of epithelial sloughing or pseudo-membranes. Given
that the patient lacks severe eye involvement and has
already been symptomatic for a few days, etanercept is
not initiated. Instead, he is given a three-day course of
intravenous methylprednisolone, along with predniso-
lone ophthalmic drops and artificial tears. Morphine
is made available for severe pain.

The patient’s condition improves with this treat-
ment. He is able to demonstrate consistent oral fluid
intake and therefore is deemed appropriate for dis-
charge. At this time, all ophthalmic drops are discon-
tinued, and supportive care with petroleum jelly and
anesthetic mouthwashes are recommended for persis-
tent mouth pain.

He continues to experience pain due to oral muco-
sal ulcerations while at home for another week before
he improves enough to eat solid foods. At his ophthal-
mology follow-up appointment two weeks later, his
symptoms have resolved.

PEDIATRIC MUCOCUTANEOUS ERUPTION

LESSONS FOR THE CLINICIAN

» RIME causes mucositis in children most
commonly following an infection with
M. pneumoniae.

» RIME should be included in the differential
diagnosis when a child presents with mu-
cosal ulceration, conjunctival involvement,
and a recent upper respiratory illness, par-
ticularly in the absence of widespread cuta-
neous involvement.

»  Unlike Stevens-Johnson syndrome or toxic
epidermal necrolysis, RIME is strongly
associated with infectious triggers rather
than medication exposure and typically
lacks extensive skin involvement.

» Pain control, hydration, and nutritional
support are key aspects of management, as
oral mucosa involvement can significantly
impair intake.

» Early consultation with ophthalmology is
critical to prevent long-term complications
such as scarring and vision loss.

» Systemic corticosteroids may be useful in
treating the mucosal lesions of the disease.
Immunomodulatory agents may be consid-
ered for severe or refractory cases when
standard therapies fail to adequately con-
trol worsening mucosal lesions.
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THE POETRY OF MEDICINE

Does my father dream?

My father was a poet.
Is a poet.
In the final years when he could still speak, he recorded videos of him reading his poetry,
Filming dozens of takes to get a reading without the stutter and stumbles of his slipping language.
After,
He would sit for hours with his pen,
Chasing the dancing and running letters of English, his second language.
Now,
he is in bed.
I do know he still yearns.
He takes the pen, tries to write an M, but the cursive of his handwriting loops and loops until it is reduced to a cut rope,
The wish running loose and elusive.
Does he dream?
I picture wordless scenes of drama,
like a silent film,
of love, fear, wanting.
When he dreams a memory, are the words from the past stolen and muted like his?
The conversations reduced to the feelings,
A loving look,
A sinking stomach.
I can only hope that these dreams,
These memories,
Of sitting in the sun in Italy,
Of eating a fragrant curry,
Before waking in bed
With his dinner hanging from the I'V pole
Are a kindness.
— Submitted by Lavinia Wainwright, MD
Resident in Family Medicine, LG Health
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