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Mycoplasma pneumoniae (MP) can present in with mucocutaneous eruptions called
Mycoplasma pneumoniae-induced rash and mucositis (MIRM). The lesions’ etiology can
be difficult to determine, as treatments differ vastly. We present a case of a six-year-old
female with skin dermatitis that was suspected and treated to be herpes simplex virus
(HSV). The similar morphologies and presentations of the rash often occur resulting in
delayed treatment and progression of MIRM. This case report seeks to add to the
literature MIRM as part of the HSV differential. Accurate differentiation is critical, as
MIRM requires antibiotics like macrolides, while HSV necessitates antivirals, impacting

treatment outcomes and patient recovery.

INTRODUCTION

Mycoplasma pneumoniae is a frequent cause of commu-
nity-acquired pneumonia, accounting for approximately
10% of cases and up to 37% of pediatric cases.l:2 M pneu-
moniae is classified as an atypical bacterium due to its lack
of a cell wall. It is inherently resistant to beta-lactam an-
tibiotics, including first-line agents such as penicillins and
cephalosporins, commonly used to treat bacterial pneumo-
nia.3 It leads to extrapulmonary complications in about
25% of patients, including Mycoplasma pneumoniae-in-
duced rash and mucositis (MIRM), a distinct condition
marked by painful mucositis affecting the oral, ocular, and
urogenital mucosae with minimal or absent skin involve-
ment.1# Predominantly affecting children and adolescents
(mean age ~12 years, male predominance), MIRM presents
with erosive or ulcerative mucosal lesions and, when pre-
sent, sparse vesiculobullous or targetoid skin lesions cov-
ering less than 10% of the body surface area.>° Its clinical
overlap with Stevens-Johnson syndrome (S]S), erythema
multiforme (EM), and herpes simplex virus (HSV) infections
often leads to misdiagnosis, as seen in this case of a six-
year-old female initially treated for HSV due to mucosal ul-
cerations.5 There have also been other cases of common
pathogens, for example, Chlamydophila pneumoniae, that
presented with rare symptoms of mucocutaneous disease
similar to MIRM.” This report highlights MIRM’s unique
features, the diagnostic challenges in distinguishing it from
HSV and other mimics, and the importance of early recog-
nition to ensure appropriate management and prevent un-
necessary treatments. To the best of our knowledge, this is
the first report that emphasizes the importance of consider-

ing MIRM in the differential diagnosis of patients present-
ing with clinical HSV cutaneous manifestations.

CASE REPORT

A six-year-old female presented to her primary care physi-
cian (PCP) for her annual physical, reporting acute left-
sided ear pain (otalgia) of two days’ duration. Physical ex-
amination revealed purulent otorrhea in the left ear canal,
with partial obstruction of the tympanic membrane, along-
side mild nasal congestion. She was diagnosed with acute
otitis media and prescribed Augmentin (amoxicillin-clavu-
lanate) 875 mg twice daily, Ciprodex (ciprofloxacin-dexam-
ethasone) otic drops, and Ofloxacin otic solution. After 14
days, the otalgia persisted, now accompanied by new-onset
throat pain and lip discomfort described as burning. Exam-
ination showed erythematous pharyngeal mucosa and mild
lip swelling; she was prescribed Cefadroxil 500 mg twice
daily for presumed pharyngitis.

On day 24, during a telehealth visit, the patient exhib-
ited a mild papular dermatitis on her abdomen, elbows, and
face, characterized by scattered erythematous papules (Fig-
ure 1). Suspecting herpes simplex virus (HSV) infection due
to the distribution and mucosal involvement, the PCP pre-
scribed topical Abreva (docosanol). Over the next four days,
her condition worsened significantly: the lip pain intensi-
fied, evolving into painful ulcerative mucositis with hemor-
rhagic crusting (Figure 2), and she developed bilateral ocu-
lar redness, photophobia, and periorbital edema suggestive
of conjunctivitis (Figure 3). Acyclovir (20 mg/kg orally four
times daily) was initiated for presumed HSV mucocuta-
neous disease. The PCP referred her to an ophthalmologist,
who noted bilateral lid and conjunctival injection and mu-
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Figure 1. Papular Dermatitis

Figure 2. Mucositis Lesions

coid discharge, reinforcing a diagnosis of herpes conjunc-
tivitis.

Despite antiviral therapy, symptoms progressed over the
next three days, with worsening mucositis and ocular in-
volvement prompting referral to a dermatologist. Physical
exam revealed extensive oral ulcers with sloughing mucosa,
scattered papules with central vesiculation on the trunk
and extremities (covering <5% body surface area), and no
epidermal detachment. Given the lack of improvement with
antivirals and atypical features (minimal cutaneous spread,
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Figure 3. Ocular Conjunctivitis and Edema

prominent mucositis), serological testing was ordered. Re-
sults returned positive for Mycoplasma pneumoniae IgM
and IgG with negative HSV PCR and cultures, confirming
Mycoplasma pneumoniae infection (Table 1). Combined
with her clinical presentation, a diagnosis of Mycoplasma
pneumoniae-induced rash and mucositis (MIRM) was es-
tablished.

Treatment was promptly adjusted to Azithromycin (10
mg/kg on day 1, then 5 mg/kg daily for 4 days) and topical
Clindamycin for secondary bacterial coverage of mucosal
lesions. Within 48 hours, her ocular symptoms began to re-
solve, and by day 7 of antibiotic therapy, the mucositis and
dermatitis significantly improved, with near-complete res-
olution by day 14. Follow-up at one month showed no re-
currence, though mild lip dryness persisted.

DISCUSSION

In this report, we note the difficulty of diagnosing MIRM in
pediatric patients. MIRM’s mucosal-predominant presenta-
tion, with minimal cutaneous involvement (<5% body sur-
face area in this case), overlaps with Stevens-Johnson syn-
drome (SJS), toxic epidermal necrolysis (TEN), erythema
multiforme (EM), and HSV, often leading to misdiagnosis.l>
5,6 The mucosal lesions are often erosive or ulcerative and
may be accompanied by conjunctivitis or genital ulcera-
tions, for example, Vujic et al. (2015) described a young
adult with severe oral and ocular mucositis but no skin in-
volvement, initially mistaken for SJS until serologic evi-
dence confirmed MIRM.89 Similarly, Poddighe et al. (2017)
reported a pediatric patient with oral, genital, and anal
mucositis, initially evaluated for HSV and Behcet’s disease
before M. pneumoniae was identified.l0 These cases un-
derscore the need for diagnostic vigilance in mucosal pre-
dominant presentations.

To distinguish MIRM, Canavan et al. (2015) propose di-
agnostic criteria: clinical or laboratory evidence of M.
pneumoniae infection (e.g., positive IgM/IgG serology,
PCR), involvement of at least two mucosal sites (94% oral,
82% ocular, 63% urogenital), and sparse or absent cuta-
neous lesions (<10% body surface area, 34% with no skin
involvement).> Unlike SJS/TEN, which are typically drug-
induced (e.g., antibiotics, antiepileptics) with extensive
epidermal detachment, MIRM follows a respiratory pro-
drome (fever, cough, malaise ~1 week prior), as seen in
our patient with initial otalgia and congestion.1! EM, often
HSV associated, features prominent targetoid skin lesions,
whereas MIRM’s skin lesions, if present, are vesiculobullous
or atypical targetoid.>® Santos et al. (2020) further note
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Table 1.
Laboratory Tests Result Reference Range
SARS-CoV-2 PCR Not Detected Negative
Respiratory Pathogen Panel All targets Not Detected Negative
HSV 1/2 and VZV PCR Not Detected (Lesion) Negative
Dermatology Culture No Staphylococcus aureus isolated Negative
Mycoplasma pneumoniae IgG 0.84 U/L (Abnormal) Negative
Mycoplasma pneumoniae IgM 1.20 U/L (Abnormal) Negative
Sodium 140 mmol/L 135-145
Potassium 3.5 mmol/L 3.5-5.0
Chloride 99 mmol/L 96-106
CO2 (Bicarbonate) 24 mmol/L 22-28
BUN 9 mg/dL 7-20
Creatinine 0.34 mg/dL 0.3-0.7
Glucose 105 mg/dL 70-100
Anion Gap 17 6-14
Calcium, Total 9.8 mg/dL 8.5-10.5
Magnesium 2.0 mg/dL 1.5-2.5
Phosphorus 4.5 mg/dL 4.0-7.0
Protein, Total 7.8g/dL 6.0-8.3
Albumin 4.8g/dL 3.5-5.0
Bilirubin, Total 0.5 mg/dL 0.1-1.0
Bilirubin, Direct 0.1 mg/dL 0.0-0.3
Bilirubin, Indirect 0.4 mg/dL 0.2-0.8
AST 23U/L 10-40
ALT 17 U/L 7-56
Alkaline Phosphatase 160 U/L 44-147
WBC Count 8.76 x10"3/uL 5.0-14.5
RBC Count 5.02x10"6/ pL 41-55
Hemoglobin 13.2g/dL 11.5-15.5
Hematocrit 41.3% 35-45
Platelet Count 248 x10"3/uL 150-450
Neutrophils % 39.1% 40-60
Lymphocytes % 52.6% 20-40
Monocytes % 10.3% 2-8
Eosinophils % 3.6% 1-4
Basophils % 0.3% 0-1

that MIRM’s milder prognosis (81% full recovery, 3% mor-
tality) contrasts with SJS/TEN’s severe morbidity, and its
lack of HSV PCR positivity helps rule out viral mimics.2 In
our case, negative HSV PCR and positive M. pneumoniae
IgM/IgG (titers 1:128/1:256) were pivotal in correcting the
initial HSV misdiagnosis.

Rapid diagnosis is critical to avoid inappropriate treat-
ments, as seen with the antiviral therapy (acyclovir) pre-
scribed here, which delayed effective management. Early M.
pneumoniae testing with serologic assays (IgM/IgG), PCR,
or cold agglutinin titers, in young patients with mucosal
predominant symptoms and a recent respiratory illness is

recommended.5 A structured diagnostic approach, includ-
ing a detailed history for respiratory prodrome, prompt
serologic/PCR testing, and exclusion of HSV or cy-
tomegalovirus via PCR is imperative to streamline diag-
nosis of MIRM.12 In atypical cases, consultation with in-
fectious disease or dermatology specialists can expedite
accurate identification, as demonstrated by the dermatolo-
gist’s role in our case.

Management involved azithromycin, effective against M.
pneumoniae’s beta-lactam resistance, and supportive care,
leading to near complete resolution within 14 days.3 This
aligns with MIRM’s favorable prognosis when correctly
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identified.> However, misdiagnosis, as seen in historical
cases mistaken for SJS or EM, can lead to unnecessary an-
tivirals, ineffective antibiotics, or immunosuppression,
prolonging morbidity.%10 This case underscores the impor-
tance of including MIRM in the differential for pediatric
mucosal eruptions, particularly when HSV is suspected, and
prioritizing early M. pneumoniae testing to ensure timely
treatment and minimize complications.

CONCLUSION

This case report seeks to add to the limited literature on
this topic by describing the diagnosis and management of
a patient with MIRM and enhancing the differential diag-
nosis for pediatric skin conditions when HSV is suspected.

The diagnosis of HSV was initially made based on the clin-
ical presentation. Treatment options for HSV include an-
tiviral medications, while MIRM is usually treated with an-
tibiotics. Differentiating between these two conditions is
crucial, as treatment approaches differ significantly. This
case report emphasizes the significance of recognizing the
difference between MIRM and HSV infection in pediatric
patients and emphasizes the importance of prompt and ac-
curate diagnosis to avoid unnecessary suffering and com-
plications.
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