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Reactive Infectious Mucocutaneous Eruption: A Rising Enigma

Erupção Mucocutânea Infeciosa Reativa: Um Enigma em Ascensão
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INTRODUCTION
	 Reactive infectious mucocutaneous eruption (RIME) is 
a serious mucocutaneous adverse reaction predominantly 
affecting children and adolescents after respiratory infec-
tions.1

	 Epidemiologically, RIME predominantly affects male 
patients, with a mean age of around 12 years, and often 
occurs during the winter months.1 Although Mycoplasma 
pneumoniae is considered the primary causal agent, other 
pathogens, including Chlamydia pneumoniae and various 
respiratory viruses, such as SARS-CoV-2, have also been 
implicated.2-4

	 This condition is characterized by pronounced mucosi-
tis, typically with minimal or absent cutaneous involvement, 
distinguishing it from conditions such as Stevens-Johnson 
syndrome (SJS) and toxic epidermal necrolysis (TEN), 
which are characterized by distinct pathophysiological 
mechanisms and clinical courses.5 Oral mucosal involve-
ment in RIME is nearly universal and bilateral conjunctivi-
tis and urogenital lesions may be present. As histopatho-
logical findings are not pathognomonic, distinguishing this 

condition from other mucocutaneous conditions can be 
challenging.6

	 In 2015, the term ‘mycoplasma pneumoniae-induced 
rash and mucositis’ (MIRM) was introduced to differentiate 
mucocutaneous diseases linked to Mycoplasma from SJS/
TEN.7 However, due to the potential of other viral and bacte-
rial agents to elicit similar mucocutaneous involvement, the 
broader classification of ‘RIME’ was proposed.4

CASE REPORT
	 A previously healthy nine-year-old boy presented with 
a 10-day history of fever accompanied by dry cough, fol-
lowed by the appearance of oral mucosal lesions three days 
before admission. He was first evaluated in the emergency 
department one week after the onset of symptoms, where 
he was diagnosed with herpetic gingivostomatitis and dis-
charged with oral acyclovir. As his condition deteriorated, 
with progressive difficulty in oral intake and a new erosive 
lesion on the glans, he was readmitted to the emergency 
department. 
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Abstract
Reactive infectious mucocutaneous eruption is a rare condition that predominantly occurs in pediatric patients following a respiratory infection, most com-
monly caused by Mycoplasma pneumoniae. It is characterized by prominent mucositis, usually with minimal or absent skin involvement. We present the 
case of a nine-year-old male admitted with severe oral mucositis and a penile lesion compromising bladder emptying. During hospitalization, dispersed 
cutaneous lesions emerged along with bilateral conjunctival hyperemia. The etiological investigation detected Mycoplasma pneumoniae in respiratory 
secretions, with positive IgM and IgG serology. Treatment included azithromycin, intravenous immunoglobulin and methylprednisolone, resulting in pro-
gressive clinical improvement. This case highlights the importance of recognizing reactive infectious mucocutaneous eruption. It can be challenging to 
differentiate from Stevens-Johnson syndrome, but it tends to have a more favorable clinical course. Early initiation of supportive care and multidisciplinary 
support are crucial for a good prognosis. 
Keywords: Exanthema; Mucositis; Mycoplasma pneumoniae

RESUMO
A erupção mucocutânea infeciosa reativa é uma entidade rara que ocorre predominantemente em idade pediátrica após uma infeção respiratória, na 
maioria dos casos causada por Mycoplasma pneumoniae. Caracteriza-se por mucosite exuberante, com envolvimento cutâneo escasso. Descreve-se 
o caso de uma criança de nove anos internada por quadro de mucosite oral exuberante e lesão ao nível da glande com compromisso do esvaziamento 
vesical. Durante o internamento, desenvolveu lesões cutâneas dispersas e hiperemia conjuntival bilateral. A investigação permitiu a deteção de Myco-
plasma pneumoniae nas secreções respiratórias, com IgM e IgG específicos positivas. O tratamento incluiu azitromicina, imunoglobulina endovenosa 
e metilprednisolona endovenosa, resultando em melhoria progressiva e recuperação completa sem sequelas. Este caso pretende alertar para o diag-
nóstico de erupção mucocutânea infeciosa reativa. O diagnóstico diferencial com síndrome de Stevens Johnson e outras toxidermias pode ser difícil, 
apresentando a erupção mucocutânea infeciosa reativa uma evolução clínica mais favorável. O início precoce do tratamento de suporte e o apoio 
multidisciplinar são essenciais para um bom prognóstico. 
Palavras-chave: Exantema; Mucosite; Mycoplasma pneumoniae
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	 On clinical examination, the patient exhibited numerous 
extensive aphthous and vesicular lesions in the oropharynx 
and a vesicular lesion on the urethral mucosa. There were 
no cutaneous exanthems nor other significant findings. Due 
to the extensive oral mucositis with urethritis and inability to 
tolerate oral intake, hospitalization was warranted. 
	 The initial laboratory findings showed raised inflamma-
tory markers (white blood cell count 12 450/mcL (reference 
range 3600 – 11 000/mcL), C-reactive protein 59.4 mg/L 
(reference range < 3 mg/L), with no other abnormal find-
ings. The chest X-ray revealed non-specific bilateral inter-
stitial infiltrates. 
	 On the first day of hospitalization he developed vesicu-
lar, bullous, and target-like lesions on the face, trunk, abdo-
men, and lower limbs, accompanied by bilateral palpebral 
edema and conjunctival hyperemia, as well as photophobia 
(Figs. 1 and 2). Hemorrhagic crusting of the lips and ero-
sions on the tongue and oral mucosa were also observed. 
Due to significant edema and lesions on the glans, the pa-
tient underwent bladder catheterization under anesthesia to 
prevent urinary tract obstruction.
	 Given the severity of the condition, SJS was initially 
suspected, leading to the administration of intravenous im-
munoglobulin on the second and third days of hospitaliza-
tion. The patient was evaluated by Immunoallergology, and 
his prior medication history included paracetamol and an-
tihistamines, resulting in an algorithm of drug causality for 
epidermal necrolysis (ALDEN) score of -1, (indicating that 
the suspected drug is considered an unlikely cause) which 
significantly reduced the likelihood of an SJS diagnosis.

Lage J, et al. Reactive infectious mucocutaneous eruption: a rising enigma, Acta Med Port 2025 Oct;38(10):648-651

	 Key diagnostic tests detected Mycoplasma pneumoniae 
in upper respiratory secretions by polymerase chain reac-
tion (PCR) and a positive IgM and IgG serology. Other infec-
tious agents, including herpes simplex, enterovirus, adeno-
virus, influenza, SARS-CoV-2, and Chlamydia pneumonia 
were not detected. 
	 Considering the severe mucositis with minimal cutane-
ous involvement and evidence of recent Mycoplasma pneu-
moniae infection, the diagnosis of RIME was made. The pa-
tient received supportive care, including topical petrolatum 
jelly on skin lesions, ocular lubricants, daily hyaluronic acid-
based solutions for mucosal lesions, saline compresses on 
the lips and oral mucosa, and oral rinses of aminocaproic 
acid twice daily. Due to severe pain related to the mucositis, 
enteral intake became unbearable, requiring the insertion of 
a central venous access and personalized parenteral nutri-
tion. On day five of hospitalization, due to worsening blis-
tering lesions and mucosal involvement with inability to tol-
erate oral feeding, methylprednisolone (1 mg/kg/day) was 
initiated for five days. Five days of azithromycin (10 mg/kg/
day) were initially prescribed and on day seven of hospital-
ization, intravenous amoxicillin-clavulanate 150 mg/kg/day 
was added for seven days due to suspected superinfection 
of the cutaneous lesions. The patient was also assessed 
by the Physical Medicine and Rehabilitation team and the 
Psychology department. 
	 New cutaneous and mucosal lesions were observed 
until day six, with limited involvement of both upper and 
lower extremities. Beginning in the second week, the pa-
tient showed gradual improvement in both mucositis and 

 

Figure 1 – Vesicular, bullous, and target-like lesions on the lower limb on the third day of hospitalization
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rash. (Fig. 3). Parenteral nutrition was suspended on the 
sixteenth day, and the patient was discharged on day 
eighteen of hospitalization for outpatient follow-up. The 
patient exhibited complete recovery, with no apparent se-
quelae.

DISCUSSION 
	 This case highlights the importance of recognizing 
RIME, particularly in children who present with severe mu-
cositis following respiratory infections. The identification of 
RIME relies heavily on the clinical history, including pro-
dromal respiratory symptoms followed by the emergence 
of mucocutaneous lesions, as demonstrated in our case.8 
Given the potential clinical overlap with conditions such as 
SJS/TEN, early identification is vital for guiding appropriate 
management and preventing complications.7

	 Recent reports from the Centers for Disease Control 
and Prevention (CDC) highlighting a rising incidence of 
Mycoplasma pneumoniae infections in the United States, 
alongside with similar trends observed across Europe, sug-
gest that this increase may contribute to a corresponding 
rise in cases of RIME in the pediatric population.9,10

	 The management of RIME is primarily supportive, focus-
ing on symptomatic relief, hydration, nutrition maintenance, 
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and vigilant monitoring for potential complications. Antimi-
crobial agents, such as azithromycin, target the underlying 
infection, but their impact on disease duration is unclear. As 
such, treatment decisions should be individualized based 
on clinical severity, microbiological evidence, and potential 
risk of transmission. Similarly, evidence supporting the ef-
ficacy of intravenous immunoglobulin or systemic cortico-
steroids (used in cases of extensive mucosal involvement) 
is limited and requires careful consideration.11,12 In our case, 
IVIG was administered early in the clinical course due to 
the initial suspicion of Stevens-Johnson syndrome, which 
prompted an aggressive treatment approach. Some authors 
suggest a potential immunomodulatory role, particularly in 
severe or refractory cases, yet no controlled studies have 
definitively demonstrated improved outcomes with its use in 
RIME. The overall prognosis of RIME is favorable, with high 
rates of complete recovery and a low incidence of long-term 
sequelae.6 However, recurrence is not uncommon and may 
occur in 9% - 38% of cases, typically triggered by subse-
quent infections rather than reexposure to the initial patho-
gen.11

	 In conclusion, RIME represents a significant, yet often 
underrecognized, mucocutaneous reaction within pediat-
ric populations. Heightened awareness and understanding 

 

Figure 2 – Extensive mucositis with involvement of the palpebral, 
conjunctival, nasal and oral mucosa and vesicular and target-like 
lesions on the face on the fifth day of hospitalization

 

Figure 3 – Improvement of mucositis, characterized by resolution 
of conjunctival and palpebral hyperemia and significant improve-
ment of lesions affecting the oral mucosa and facial regions on the 
thirteenth day of hospitalization
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Table 1 – Diagnostic criteria for RIME12

Diagnostic criteria - RIME
1 – Mucocutaneous eruption involving one or more sites with less than 10% body surface area involvement.

2 – Presence of vesicular or target-like lesions that are atypical, sparse and dispersed.

3 – Non-suggestive medication history.

4 – Prodromal period (cough, fever, malaise) occurring 7 - 10 days before.

5 – Clinical, radiological or laboratory evidence of an infectious agent.

of its clinical features, diagnostic criteria (Table 1) and 
management strategies are essential for optimizing patient 
outcomes. Continued research into the underlying mecha-
nisms, potential genetic predispositions, and effective treat-
ment protocols for RIME is warranted to improve care for 
affected patients and to further clarify its relationship with 
other mucocutaneous diseases. 
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