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1  |  INTRODUCTION

Pemphigus herpetiformis (PH), first described in 1975 by 
Jablonska et al,1 is a rare form of pemphigus combining 
clinical herpetiform pattern and immunologic features of 
pemphigus. The underlying pathogenesis of the disease 
remains unclear with autoantibodies triggering mainly 
desmoglein 1 (Dsg1) and an intense underlying inflamma-
tory reaction.2 Presentation in children is overlapping with 
herpetiform dermatitis or linear IgA dermatitis, leading 
to misdiagnose this condition.3 Findings in this acquired 
auto- immune bullous disease are polymorphic combin-
ing features of pemphigus and eosinophilic spongiosis.4 
Therefore, diagnosis is mainly based on compatible direct 
immunofluorescence (DIF) and immunologic findings.2 In 
children, treatment of PH is challenging. Literature data 

are based only on case reports of pediatric PH, whereas se-
ries of patients are lacking. The purpose of this article was 
to describe a new case of PH of childhood with a compre-
hensive summary of the main characteristics of the disease.

2  |  CASE REPORT

A previously healthy 4- year- old boy with no familial his-
tory of auto- immune bullous diseases presented with pru-
ritic blistering eruption on trunk and lower limbs which 
appeared 2  weeks earlier. Upon admission, physical ex-
amination found annular erythematous plaques involving 
the chest and thighs (Figure 1).

Hyperpigmented patches and crusted erosions on 
the scapular area (Figure  2). Multiple blisters with 
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erythematous background were found on his left leg 
(Figure  3). Herpetiform pattern was evident (Figure  4). 
Small tense vesicles associated with arciform erythema 
were found on both soles. The face and upper limbs were 
spared. Nikolsky sign was negative. There was no nail nor 
mucosal involvement. Physical examination was other-
wise unremarkable. Laboratory examinations showed 
hyperleukocytosis (12080/µL) with eosinophilia (590/
µL), hypochromic and microcytic anemia (HB 11.3g/dl, 
MCV 70.7 FL, reticulocytes 40.2 103/µL) with low ferri-
tin (2.62  ng/ml). Antiendomysial and antigliadin anti-
bodies serum titers were negative. A skin biopsy of one 
intact bulla revealed intraepidermal cleft in the basal and 
suprabasal layers making a “tomb- stone” appearance 
(Figure  5). Mixed type inflammatory infiltrate made of 
neutrophil and eosinophil cells was seen in the epidermis. 
Edema of the dermis with mixed spongiosis along with 
perivascular deposition of multiple lymphocytes was seen 
(Figure  6). Direct immunofluorescence of the peribul-
lous skin showed “chicken- wire” pattern with intercellu-
lar deposits of complement C3 and IgG within the entire 
epidermis. Enzyme- linked immunosorbent assay (Elisa) 
was positive for Dsg1 (135  UI/ml) and negative for des-
moglein 3 (Dsg3). The histological and immunological 
features along with the clinical herpetifrom pattern were 

consistent with PH. Giving the limited area of active cu-
taneous lesions, one month- course of topical betameth-
asone dipropionate 0.05% was started and led to marked 
improvement. The child relapsed after 3  months, and 
multiple bulla appeared on his lower limbs. The decision 
was to start the treatment with dapsone as an oral corti-
costeroid sparing agent. Laboratory monitoring including 
dosing of methomglobinemia and glucose- 6- phosphate 
dehydrogenase (G6PD) activity was made. The drug was 
introduced at a dose of 1 mg/kg/daily than increased to 
2  mg/kg/daily. A remarkable clinical improvement with 
regression of bullae and erythema was seen after 1 week. 
Dapsone treatment has been effective in maintaining clin-
ical remission after 2 months of therapy.

3  |  DISCUSSION

The underlying immunopathogenic nature of PH is still 
not clear combining severe inflammation with vari-
able auto- immune reaction.2 In adults, this subtype is 
considered as particular variant of pemphigus foliaceus 

F I G U R E  1  Annular erythematous plaque over the chest

F I G U R E  2  Crusted erosions over the back
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with immunoreactivity triggering mainly dsg1 and pre-
dominant skin involvement.2,5 This theory is supported 
by our review since even in rare cases, where mucosal 
involvement is seen, absence of autoantibodies against 
Dsg3 is constant.6 Of note, rare cases of PH associated 
with reactivity to Dsg3 were reported.2 Additive patho-
genic factor of medication was suggested in a case of PH 
occurring in a child who received a mucolytic agent with 
thiol compound.7 PH still presents challenges in diagnosis 
since it combines the clinical aspects of dermatitis her-
petiformis and immunopathology features of pemphigus.4 
Kasperkiewicz et al2 proposed diagnostic criteria for PH 
in 2014 based on the immunopathology giving the clinical 
and histopathologic diversity of the disease. PH is consid-
ered as a rare variant with more than 100 reported cases 
and only few case series.8 In Tunisia, PH seems to be oc-
curring in young women from rural origins with an inci-
dence of 0.9 new cases per year.5 Herpetiform pattern in 
infants can lead to clinical misdiagnosis since linear IgA 

F I G U R E  3  Multiple vesicles and bullae with erythematous 
background on the lower limb

F I G U R E  4  Herpetiform pattern of blisters over the left leg

F I G U R E  5  Basal and suprabasal intra- epidermal cleft with 
eosinophils and neutrophils infiltrate (HEX200)

F I G U R E  6  Neutrophilic and eosinophilic spongiosis with 
perivascular deposition of lymphocytic infiltrate in the dermis 
(HEX200)
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bullous dermatitis is more frequent in this age group.3 In 
our review of the literature, only 8 cases of PH occurring 
in children were identified. A summary of clinical char-
acteristics from the reported cases is shown in Table  1. 
Age of onset of the disease ranges from birth to 12 years 
with an average of 6.7 years. Schoch et al9 described a case 
of transplacental transmission of PH in a neonate whom 
mother was diagnosed with paraneoplastic PH in the set-
ting of non- Hodgkin lymphoma. A slight male predomi-
nance was noted in our review (sex ratio: 5/4). All infants 
displayed severe pruritus. The main clinical lesion type 
seen was the combination of erythematous plaques with 
herpetiform vesiculobullous lesions (75%). The deposi-
tion of the rush showed no predilection sites. Among the 
cases with available data, none of the infants presented 
with positive Nikolsky sign. Oral mucosal involvement 
was absent in all reported cases whereas participation of 
genitalia was found in two children.6,10 The acquired auto- 
immune bullous disease exhibits variable paraclinical 
features which are studied in Table 2. Blood eosinophilia 
was found in 25% of the cases. Histopathologic aspects of 
pemphigus including intraepidermal cleft with various 
acantholytic cells were seen in all infants. Exclusive eosin-
ophlic songiosis was found in three biopsies and in con-
junction to neutrophils in two. Of note, DIF was positive 
in 100% of the cases with intercellular IgG and C3 depos-
its. When ELISA is available (n = 3), reactivity triggering 
only dsg1 was seen similar to cases of pemphigus folia-
ceus (PF). First-  and second- line therapies used in all re-
ported cases are described in Table 3. Oral corticosteroids 
showed efficacy when prescribed in monotherapy (n = 3) 
and in conjunction with immunosuppressants (n  =  2). 
Dapsone monotherapy as first or second- line treatment 
(n = 5) led to final clinical remission in two cases includ-
ing our patient. In conjunction with oral steroids, com-
plete remission was reached in one infant whereas flares 
of the disease occurred with tapering in another case. All 
cases showed disease control after second- line therapies. 
Treatment of the mother with suspension of breastfeeding 
helped in controlling the disease in the case of neonatal 
PH which is suggestive of passive transmission of auto- 
antibodies rather than a well- established PH in the neo-
nate.6 No side effects of treatments were reported in the 
reviewed cases. The evidence base for treatment of this 
form of pemphigus is not clear. Oral steroids with or with-
out dapsone should be used in first- line treatment.10 Other 
options such as immunosuppressants or antibiotics with 
anti- inflammatory action are also considered yet with no 
determined role.6,10 Topical treatments have only partial 
efficacy in the control of PH as seen in our case. Few cases 
of association to comorbidities or malignancies have been 
reported in adults.2 Anemia was found in our patient and 
in another infant.11 These two isolated observations may Fi
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be only a coincidence rather than a true relation- ship. 
Based on our case report and review, PH seems to have 
good prognosis in children.

4  |  CONCLUSION

Clinical aspect of herpetiform blisters in conjunction 
with erythematous lesions should prompt consideration 
of diagnosis of PH in infants and lead to perform im-
munohistochemistry and Elisa if possible. This acquired 
auto- immune blistering disease seems to have different 
course and management strategy than in adults with 
good response to oral steroids and dapsone as a first- line 
treatment.
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