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Background: Infantile bullous pemphigoid (IBP) is an exceptionally rare acquired autoimmune subepidermal bullous disorder 
characterized by vesicles, bullae, and additional manifestations, such as urticarial and infiltrated papules, plaques, or eczematous 
lesions. These skin lesions can lead to eroded and crusted regions after healing, and in some cases, rapid blister rupturing causes 
extensively eroded areas. Reporting these rare cases is crucial to improving our understanding, diagnosis, and treatment of IBP.
Case Presentation: In this report, we present the clinical case of a 4-month-old male infant with generalized tense bullae causing 
irritability and sleeplessness. This case highlights the distinctive clinical features of IBP, including the development of multiple 
generalized tense bullae over 2 weeks. The pathological examination findings confirmed the diagnosis of IBP.
Conclusion: This case emphasizes the significance of early identification and proper management of IBP. Our thorough assessment, 
which incorporates pathological verification and therapeutic interventions, has advanced our understanding of IBP. Additionally, this 
case underscores the vital need for timely diagnosis and personalized treatment approaches for affected infants.
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Introduction
Infantile bullous pemphigoid (IBP) represents the clinical specificities of an acquired autoimmune subepidermal bullous 
disorder known as bullous pemphigoid in children. IBP is characterized by circulating autoantibodies against BP180 and 
BP230 antigens, which are components of hemidesmosomes of the basement membrane zone.1 The prevalence of bullous 
pemphigoid is higher among older individuals, and its occurrence in childhood, particularly infancy, is rare. 
Epidemiological data on IBP prevalence and incidence remain largely unknown, underscoring the need for further 
research in this area.2,3

IBP is characterized by the development of numerous vesicles and bullae on the skin, which may manifest on 
seemingly unaffected and erythematous skin. Urticarial and infiltrated papules, plaques, or eczematous lesions may also 
be observed. The blisters exhibit a tense quality with a diameter of 1–3 cm or potentially larger. They also contain 
a transparent exudate and may endure for a prolonged duration, resulting in eroded and crusted regions after healing.3 In 
some cases, the blisters rupture rapidly, promoting extensive eroded areas.3

The diagnosis of IBP primarily relies on direct immunofluorescence (DIF), which reveals a linear deposition of 
immunoglobulin (IgG) and/or complement factor C3 at the dermo-epidermal junction. The prognosis of IBP is generally 
favorable, as indicated by the potential for spontaneous remission and infrequent relapses triggered by infections or gradual 
tapering of corticosteroid therapy. The efficacy of systemic corticosteroids at a dosage of 1–2 mg/kg as an initial treatment 
course, which is gradually tapered subsequently to mitigate the risk of rebound effects, has been reported in large case series.3

Case Report
The patient, a 4-month-old Saudi male infant, was brought to the hospital by his family owing to generalized multiple 
tense bullae on an erythematous base. The bullae initially appeared on his feet and soles a month prior but progressed to 
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the trunk and extremities over 2 weeks. The bullae were large, soft, and often surrounded by erythematous skin. The 
infant’s caregivers reported that the bullae caused significant discomfort, leading to increased irritability and difficulty 
sleeping.

Regarding perinatal history, the infant’s mother received regular antenatal care and had no history of any drug use. 
The infant was born vaginally at full term without any complications, and the mother adhered to the recommended 
supplementation regimen. The infant had been exclusively breastfed. The infant’s immunization history was up to date, 
and there were no known adverse reactions to vaccines or any personal or family history of cutaneous or autoimmune 
diseases.

During the examination, the infant appeared well and exhibited normal vital signs. Clinical examination of the skin 
revealed several tense bullae on an erythematous base distributed across the scalp, face, trunk, and extremities. In 
addition, crusts and annular erythematous urticarial plaques with superficial vesicles were observed on the trunk and 
extremities. No mucosal lesions were observed (Figure 1).

Based on a comprehensive assessment, the laboratory findings indicated leukocytosis (leukocytes: 51.3 K/μL, 
reference range: 5–15 K/μL), eosinophilia (eosinophils: 55 × 103/μL, reference range: 0–5 × 103/μL), and thrombocytosis 
(platelets: 847 × 103/μL, reference range: 150–450 × 103/μL) in the patient. Histopathological examination of a skin 
punch biopsy specimen revealed a subepidermal bulla with spongiosis and a pseudovacuolar interface change in the 
epidermis. In addition, a superficial perivascular mixed inflammatory infiltrate with eosinophils and mild fibrosis were 
observed in the dermis (Figure 2). DIF analysis revealed a linear deposition of complement factor C3 and IgG along the 
dermo-epidermal junction (Figure 3). Salt-split skin analysis was not performed. These findings provide valuable insights 
into the histopathological and immunological characteristics of IBP, supporting its diagnosis and emphasizing the need 
for further investigation into the mechanisms underlying the disease development.

Considering the clinical presentation and laboratory and pathological results, the diagnosis of IBP was established. The 
patient was treated with oral prednisolone (1 mg/kg) for 4 months and showed partial improvement. As the child developed new 
blisters and a few urticarial plaques over the trunk and extremities, topical steroid mometasone was additionally administered 
(1.5 fingertip units) twice daily. Subsequently, as the infant exhibited weight gain (90th percentile) and a blood pressure of 131/81 

Figure 1 Multiple widespread tense bullae over the entire body, with crusted erosion on the lower limbs.
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mmHg (90th percentile), 2 mg/kg dapsone (20 mg) was additionally administered as a steroid-sparing agent. Then, prednisolone 
was gradually tapered and discontinued over 4 months, with a maximum of 1–2 new bullae observed monthly, except in the last 
month before prednisolone discontinuation. The patient did not develop any new lesions. Dapsone was continued for 4 months 
after prednisolone discontinuation, and all lesions resolved. After 1 year of treatment, the patient discontinued dapsone and has 
not presented with any lesions since then. In addition, his weight and blood pressure returned to normal.

Discussion
The precise incidence of IBP is unknown.2 The first confirmed case of IBP, as determined using immunofluorescence, 
was published in 1970. Since then, there has been a significant increase in the number of documented and published 
cases.4

Figure 2 Skin punch biopsy specimen reveals a subepidermal blister (A) with spongiosis (B) and pseudovacuolar changes in the epidermis (C). Superficial perivascular mixed 
inflammatory infiltrate with eosinophils (D) and mild fibrosis are observed in the dermis.

Figure 3 Direct immunofluorescence of the skin specimen shows a linear deposition of complement C3 and immunoglobulin G along the dermo-epidermal junction (A and B).
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IBP typically manifests between the ages of 3 and 5 months, with no sex-related differences. The clinical character
istics of the disease vary between infants and older children. In infants aged <1 year, bullous pemphigoid is characterized 
by the presence of blisters on the palms, soles, and face, whereas these characteristics are observed in only a few older 
children. Additionally, genital involvement is less common in infants with bullous pemphigoid, whereas it is present in 
approximately 50% of older children with bullous pemphigoid. This difference in genital involvement suggests that the 
distribution of lesions in cases of bullous pemphigoid may change as children age.2–5

In cases of pediatric bullous pemphigoid, large tense bullae are primarily observed in specific areas, such as the inner 
thighs, groin, abdomen, forearms, axillae, palms, soles, and mucous membranes.5 However, in cases of IBP, the clinical 
lesions tend to be more widespread with less involvement of the mucous membranes and a predilection for acral areas 
(such as palms and soles). Conversely, in cases of pediatric bullous pemphigoid, the disease is more severe and less 
uniform, with the possibility of localized lesions in the genital area. Therefore, the presence of palmoplantar lesions can 
serve as a diagnostic predictor of IBP.2–6

The etiology of IBP remains unknown; however, several triggering factors have been reported, including nonspecific 
maternal antibodies and foreign antigens, such as infectious agents, drugs, and vaccines.7 The implicated vaccines 
include diphtheria, tetanus, pertussis, poliomyelitis, influenza, hepatitis B, meningococcal C, pneumococcus, bacille 
Calmette-Guérin, and rotavirus vaccines.7 The onset of the disease typically occurs within a latent period of 1 day to 4 
weeks after vaccination. Notably, most cases of IBP have been observed following the administration of the first 
vaccination dose. Vaccination is considered to unmask subclinical bullous pemphigoid by stimulating an autoimmune 
response in individuals already predisposed to immunological reactions.5,6,8

The clinical presentation of bullous pemphigoid can mimic that of various dermatoses, making it challenging to 
distinguish it from other bullous diseases affecting children, such as dermatitis herpetiformis, acquired epidermolysis 
bullosa, bullous systemic lupus erythematosus, or linear IgA bullous dermatosis. In addition to considering the patient’s 
medical history, performing a thorough physical examination, and analyzing histopathological samples, diagnostic tests 
such as immunofluorescence, indirect immunofluorescence (using the salt-split skin technique), immunoblotting, and 
enzyme-linked immunosorbent assay are used to improve diagnosis.4,5

The prognosis of IBP is generally favorable, with the possibility of spontaneous remission and infrequent relapses 
triggered by infections or corticosteroid tapering. The primary treatment strategy involves administering steroids at 
a dosage of 1–2 mg/kg, with gradual tapering to prevent rebound effects. Regarding patients requiring alternative 
treatments, such as sparing agents, further investigation is warranted to determine the effectiveness of these treatments. 
Potential treatment options include dapsone, intravenous Ig (IVIG), mycophenolate mofetil, erythromycin, methotrexate, 
cyclophosphamide, azathioprine, rituximab, omalizumab, and dupilumab, as recently reported in a case study, particu
larly in refractory or severe cases.4,5,8,9

Infants and children with bullous pemphigoid generally respond well to treatment, often achieving remission within 
several weeks to a few months. It is crucial not to withhold treatment in cases of generalized bullous pemphigoid to avoid 
the risk of significant morbidity and mortality. Infantile patients typically exhibit a swift response, ranging from a few 
days to several months, and relapses are rare in this population. Conversely, lower and slower response and higher 
relapse rates are observed in adults treated with corticosteroids, dapsone, IVIG, or combinations of these treatments.4,5,8

Conclusion
IBP is a rare but critical condition that significantly affects affected infants. A combination of clinical, laboratory, and 
histopathological assessments, particularly DIF, is required for an accurate diagnosis. Managing IBP can be challenging, 
with systemic corticosteroids administered as the recommended initial treatment, which may need to be supplemented 
with other therapies, such as dapsone or IVIG, in refractory cases.

Despite the difficulties in treatment, the prognosis of IBP is generally favorable. Infants and children with IBP often 
respond well to appropriate management, achieving remission within weeks to months. Timely and proper treatment is 
essential to prevent significant morbidity and mortality associated with generalized bullous pemphigoid in this 
population.
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