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Background : Acquired immunobullous diseases in children are very rare and difficult to 
distinguish clinically. 

Objective : To study the clinical manifestations, immunopathologic features, treatment and 
outcome of immunobullous diseases in Thai children. 

Material and Method : The authors reviewed 24 cases of immunobullous diseases in 
children under 18 years at Queen Sirikit National Institute of Child Health from 1983 to 2000. Diagno­
sis of all cases was made by clinical presentations of chronic blistering diseases and confirmed by 
histopathology and immunofluorescent studies. 

Results :There were 18 cases of chronic bullous diseases of childhood (CBDC), 4 cases of 
bullous pemphigoid (BP) and 2 cases of pemphigus vulgaris (PV). The mean age of onset of CBDC 
and BP were 4 years and 2 years respectively. There was an equal male to female ratio in both CBDC 
and BP. Both cases of pemphigus (neonate and 4 years old) were female. Most CBDC patients (18 
cases) responded well to dapsone therapy although 2 cases had to be treated with prednisolone 
simultaneously. All cases with BP were treated successfully with prednisolone and dapsone. Neonatal 
pemphigus was treated symptomatically without steroid therapy. The second case of oral pemphigus 
was controlled with low dose prednisolone. 

Conclusion : Immunobullous diseases are very rare in children. All patients improved with 
corticosteroid and/or dapsone therapy. 
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Acquired immunobullous diseases in children 
are very rare and difficult to distinguish clinicallyCl-
3). The diseases that have been reported in child­
hood include chronic bullous dermatoses of child­
hood (CBDC), dermatitis herpetiformis (DH), bullous 
pemphigoid (BP), pemphigus vulgaris (PV) cicatricial 
pemphigoid (CP) and epidermolysis bullosa acquista 
(EBA)Cl-3). CBDC, DH and BP may have similar 
clinical and histologic features. Direct and indirect 
immunofluorescense studies are essential to establish 
the diagnosis( 4). 

Several articles have described the various 
clinical manifestations, treatments and outcome of 
immunobullous diseases(5-9). However, there are few 
reports of a large series of immunobullous diseases 
in children(3,9). 

The present report includes the clinical mani­
festations, immunopathologic features, treatment and 
outcome of immunobullous diseases in a series of 24 
children at Queen Sirikit National of Child Health, 
Bangkok, Thailand. 

MATERIAL AND METHOD 
A retrospective study was conducted from 

the medical records of patients diagnosed with immuno­
bullous diseases (CBDC, BP, DH, PV, CP, EBA) 
in children under 18 years at Queen Sirikit National 
Institute of Child Health from 1983 to 2000. Diagno­
sis of all cases was made by clinical presentations of 
chronic non-hereditary blistering diseases and con­
firmed by histopathologic and immunofluorescense 
studies. 

Skin biopsies from the perilesional area of 
blisters were taken in all cases. The histopathology 
and standard immunofluorescense techniques were 
used to detect IgA, IgG, IgM, C3 and fibrin. Indiect 
immunofluorescent examination for IgG antibody was 
performed with the use of normal human skin and 
rabbit esophagus as substrate. 

Age at onset prior to diagnosis, clinical pre­
sentations, histopathology, immunopathology, treat­
ment and outcome were reviewed. 

RESULTS 
Twenty-four cases were diagnosed as immuno­

bullous diseases at Queen Sirikit National Institute 
of Child Health over an 18-year period. Of these 
patients,18 cases had CBDC, 4 cases had bullous 
pemphigoid, 2 cases had pemphigus and none had 

dermatitis herpetiformis nor cicatricial pemphigoid 
nor epidermolysis bullosa equista. 

Chronic bullous dermatosis of childhood (Table 1) 
The CBDC patients composed 8 boys and 8 

girls. The age of onset of CBDC varied from 1 year 
to 11 years and the mean age of onset was 4.8 ± 2.2 
years. Most of the CBDC patients were healthy except 
2 cases, one case of retinoblastoma (case 1) and 
another case of neurogenic bladder (case 3). 

The duration of the disease before diagnosis 
varied from 1 week to 1 year with a mean duration of 
7.3 weeks. All patients complained of pruritus. The 
onset was abrupt with clear tense vesicles and bullae 
on erythematous or normal skin (Fig. 1). The eruption 
was generalized in all cases and 3 cases had facial 
involvement. There was no perioral or mucosal 
involvement in all cases. The characteristic "rosette 
formations" were seen in 3 cases (17%) (Fig. 2). 
Staphylococcal aureus was found as secondary bac­
terial infection in 5 cases (31% ). 

Histologically, 11 patients (69%) showed 
subepidermal bullae containing neutrophils, some 
eosinophils and some lymphocytes. Two patients had 
neutrophilic papillitis and 3 cases ( 17%) showed sub­
epidermal bullae and neutrophilic papillitis. The histo­
pathologic findings were unremarkable in another 2 
cases. (case 4, case 13) 

Direct immunofluorescence findings in all 
cases showed linear IgA deposits along the basement 
membrane. Both IgG and Ig A were demonstrated on 
the basement membrane in three cases (case 8, case 
13 and case 18) but the immunofluorescent studies 
were negative for circulating IgG. 

Indirect immunoflorescent studies were not 
performed in all cases. lgG antibodies were performed 
in cases that had both IgG and lgA and the results 
were negative. 

All patients were treated initially with dap­
sone at the dose of 1-2 mg/kg/day. Most of the cases 
responded with dapsone therapy within 1-2 months. 
The duration of treatment varied from 1 month to 2 
years. Most of the patients responded to treatment 
rapidly. Two patients (case 3 and case 16) developed 
hepatitis from dapsone therapy which resolved when 
dapsone was stopped. Ten cases were followed-up 
from 1 year to 5 years and there were no new lesions. 
Another six cases were lost to follow-up. Predniso­
lone therapy was added in two cases (case 17 and case 
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Fig. 1. CBDC: Widespread large tense bulla and 
crusted lesions on the back. 

18) because the patients did not respond to dapsone 
therapy . 

Bullous pemphigoid (Table 2) 
Clinical manifestations of four BP patients 

were widespread tense vesicobullous eruptions similar 
to the CBDC patients except all the patients had oral 
mucosal involvement and 2 cases with palms and 
soles involvement (Fig. 3). The mean age of onset of 
the BP patients was 2 years which was younger than 
the CBDC patients, 3 cases of which were under 1 year, 
only one case had onset at 8 years. 

Histopathology of all four BP patients 
revealed subepidermal bullae with inflammatory cells 
in all cases. DIF showed linear lgG in all cases. 
Indirect immunofluorescense showed circulating IgG 
in 2 cases. Two BP patients were treated with predni­
solone with good outcome. Dapsone and prednisolone 
were given in another 2 cases. Duration of treatment 
varied from 1 month to 1 year. Spontaneous remission 
was found in 3 cases and 1 case was lost to follow­
up. 

Pemphigus vulgaris (Table 3) 
There were two cases of pemphigus vulgaris. 

The first case was a female neonate, born to a 32 year­
old-mother who had pemphigus vulgaris during preg-

Fig. 2. Rosette pattern in a CBDC patient. 

nancy (Fig. 4). Her mother had circulating lgG in the 
titer of I : 80 and was treated with prednisolone at 
the dose of 40 mg per day . The baby was born with 
generalised flaccid bulla on the upper chest, trunk , 
back and extremities (Fig. 5). Skin biopsy for histo­
pathology was unremarkable. Direct immunofluores­
cense was positive for intercellular lgG. Circulating 
PV antibody of the baby was positive 1 : 10. The baby 
was treated with cloxacillin and gentamicin for 10 
days. The bulla improved in 2 weeks and disappeared 
in 1 month without corticosteroid therapy. 

The second case of PV was a 4-year-old girl 
who had recurrent multiple painful oral ulcers since 
she was 2 years old. Physical examination revealed 
multiple erosions on buccal mucosa. Other physical 
examinations were unremarkable. Skin biopsy from 
the ulcer revealed suprabasal separation with acan­
tholytic cells compatible with pemphigus vulgaris. 
Direct immunofluorescense revealed IgG and C3 at 
the intercellular space but indirect immunofluores­
cense was negative. She was treated with a low dose 
of prednisolone 0.5 mg/kg/day for 2 years until now 
and the oral lesions have improved. 

DISCUSSION 
Immunobullous diseases of children are un­

common, detected in only 24 patients over a 17 year 
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Fig. 3. Bulla on the sole of the BP patient. 

period. The most frequently observed diseases were 
CBDC in 18 patients, BP in 4 patients and two pem­
phigus patients. The present study was different from 
other studies in Caucasians with no cases of DH(3,5, 
9). Clinical diagnosis of immunobullous disease in 
children is difficult. Except from PV, both CBDC, DH 
and BP had multiple widespread tense bullae on the 
trunk and extremities. However, oral mucous mem­
brane and lesions on the palms and soles were more 
common in BP than in CBDC(l0-12). In the present 
study the authors found no mucous membrane nor 
palms and soles involvement in all the CBDC patients. 

For the definite diagnosis of immunobullous 
diseases, histology, direct immunofluorescence and 
a serum for indirect immunofluorescence should be 
obtained in all casesCl-4). Pemphigus can be distin­
guished from other bullous diseases on histology of 
intraepidermal bulla and confirmed by IgG intercel­
lular and circulating IgG antibodies. The remaining 
bullous diseases are all characterized by histologically 
of subepidermal bullae. Therefore, direct immuno­
fluorescense is essential for the diagnosis of CBDC 
and BP(l-3). 

CBDC is characterized by linear IgA at the 
basement membrane and BP by linear deposit of IgG 
and complement along the basement membrane. In 
BP, circulating IgG antibodies can be detected in 70 
per cent of cases(l2). 
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Fig. 4. Maternal pemphigus and the neonatal pem­
phigus. 

Fig. 5. Neonatal pemphigus vulgaris. 

In the present study all cases showed typical 
immunofuorescense findings of immunobullous 
diseases. 

Drugs for the treatment of CBDC patients 
are dapsone, sulfapyridine and corticosteroids(l3-15). 

Dapsone is the first line and is safe and effective in 
the management of CBDC. The mechanism of dapsone 
is to inhibit PMN chemotaxis. Most of the CBDC 
patients responded well to dapsone therapy. Dicloxa­
cillin and colchicine have been reported for the treat­
ment of CBDC patients refractory to dapsone or 
sulfapyridine04). The course of CBDC patients is 
benign and self lirniting(l6). In the present study, 14/ 
16 cases (89%) responded to dapsone therapy. Predni­
solone was added in only 2 cases of CBDC because 
they were unresponsive to dapsone. Spontaneous 
remission occurred from 1 to 3 years after treatment. 

BP is more difficult to treat than CBDC. 
Prednisolone is the first line of treatment(17-24). 
The authors also found spontaneous remission in two 
infants with BP patients. 

Pemphigus vulgaris is rare in children and 
neonatal pemphigus is very rare, only a few cases 
have been reported(25-29). Neonatal pemphigus is 
caused by passive placental transfer of maternal IgG 
antibodies to the fetus. Affected infants are often 
noted at birth to have blisters and erosions. Neonatal 
pemphigus usually resolves within 3 weeks as the 
maternal antibodies are cleared from the baby(29). 
Treatment is only topical skin care. The presented 
case of neonatal PV, born from a pemphigus mother 
was treated symptomatically without steroid therapy. 

Oral pemphigus is not common in children. 
Symptoms are burning and pain. Mucosal lesions 
often preceede cutaneous lesions(30). Treatment of 
oral pemphigus is topical corticosteroid gel. If the 
patients does not respond to topical treatment, sys­
temic steroid should be given. The presented case of 
oral pemphigus was controlled by low dose predni­
solone. The course and prognosis of pemphigus 
vulgaris is variable and can be fatal(31) . Early diag­
nosis and vigorous therapy are essential toward better 
prognosis. 

SUMMARY 
In summary, 24 cases of immunobullous 

diseases in Thai children were reported. Clinical pre­
sentations were chronic blistering diseases. The diag­
nosis was confirmed in all cases by histopathologi­
cal and immunofuorescense study. Dapsone and/or 
corticosteroids were the mainstay therapy of immuno­
bullous disease in children. 

(Received for publication on August 5. 2003) 
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~lLU'WL 'il'1'lm~1 'il'l~~lilB~~'WL 'WL~n 
15mlflm;1 : "'nl!lloUtJ~mTD"W'I1;~~lml'lf'i::Lut~'\J~thm1t~fum~'i'W~ilt~-.llLU'WL'il'l~~lilii~~'W~~lfum'i'i'nl!ll 

~"rnu"Wfl'!Jrn~L~mL'ri~'lfl~~m'il'D'u~~LLiiiu ~.1'1. 2526-2543 L\11t~YJmlt~Mfum'i\11'il'l'Yll~~m1i'i'Ylm m'iml~B~~'W­
'i'Ylm 

CJf'lnl7flm;1 : iir.Tthmf~'\1~\11 24 'ilt!LLU~LU'W chronic bullous dermatosis of childhood (CBDC) 18 'iltl, 

bullous pemphigoid (BP) 4 'ilt!LLl'l:: pemphigus vulgaris (PV) 2 'iltl 1llnl'iLL"\11~'lJD~ CBDC hlLLri~~~lL~Df~~~LLt~n 
hihl'lln BP mqL'il~t~'lJD~ CBDCLLl'l:: BPLrhnu 5 uLLl'l:: 2 u (ill~~111lu tl(il'il~l'WLl'll'l'lflmrhnuL~I'l..,~~ m'i'i'nl!ll 

~tht~ CBDC ~l'WLm!) 18 'ilti\11D1.J"'Wtl~~liiD dapsone i5n 2 'ilt~~D~h1m prednisolone rJtht~ BP 4 'ilt~fnl!ll~ltl 

predniSOlone ~l~tl1.J dapsone ~thti PV ~lt!LL~nlll~ 4 uiiLLI:-Jl'lL~Df~1'Wthn 1:-Jl'lnl~\11'il'l'Yll~B~~'\JLolllhlnu pemphigus 

vulgaris ~tllt~\11tl1.J"'\JD~~IiiD prednisolone 'iltl~ 2 LU'\J'Yll'inLL'inLfi\11~~~l'i\11lU'\J pemphigus vulgaris '!Jru::~~l'l'i'iil 
LL 'imfi111ii~~lilrtll1i"l 'lnl!ll\11l~tllm'i ~~lilmt~ 1 t!m~L\11tl hi~D~1-.1' prednisolone 

ft'~ : hl'l~~lilB~~L'\JLU'Wbl'l~l'I11T~~~uhh.iDt~1'WL~n rJtllt~~l"W1m!)\11D1.J"'WD~~IiiDm~fnl!ll~lt~ cortico­

steroids LLl'l::/'111tJ dapsone 
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