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Abstract 
Introduction: Vesiculobullous diseases are a group of disorders in which primary lesion is a vesicle or a bulla on the skin or 

mucous membrane or both. Though some of the veisculobullous lesions are characteristics in their appearance and distribution, 

clinically many a times a definitive diagnosis cannot be made by physical examination alone. Then the dermatologists are forced 

to resort to histopathology for a definite diagnosis and classification. In the present scenario, even though histopathological study 

is sufficient in most of the cases, it is often accompanied by immunofluorescence antibody tests for confirmation of the diagnosis 

and monitoring of the disease. Direct immunofluorescence antibody test is a gold standard to confirm the disease and the indirect 

test helps to monitor the disease. 

Objectives: This study was carried out to find out clinical and histopathological correlation in diagnosing the disease.  

Materials and Methods: In the present study, histopathological evaluated vesiculobullous lesions over the period of 2 years. A 

total number of 35 cases were encountered. Staining procedures done are haematoxylin – eosin staining, leishmann staining and 

direct immunofluorescence stain. 

Results: A total number of 35 cases were encountered which constituted 0.70% of overall biopsy specimen and 12.32% of skin 

biopsy specimen. The pemphigus vulgaris formed commonest disease encountered accounting for 34.30% of all skin lesions. 

Bullous pemphigoid formed the second most common disease observed (31.34%) affecting both sexes equally. 

Conclusions: All though the ‘primary’ vesiculobullous lesions of skin are seen in a small group of people, they have been 

associated with significant a morbidity and mortality. It is important to distinguish each of these entities and separate them 

appropriate for management and treatment. Even though clinical examination has its own importance, both histopathological and 

DIF testing is must, as it confirms the diagnosis and subtyping. 
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Introduction 

Vesiculobullous diseases are a group of disorders 

in which primary lesion is a vesicle or a bulla on the 

skin or mucous membrane or both. Among the various 

dermatological conditions, vesiculobullous lesions form 

one of the most frequent clinical problems. It is one of 

the archetypal reaction pattern of skin to damages 

caused by both external and internal factors and 

conditions. 

Though some of the veisculobullous lesions are 

characteristics in their appearance and distribution, 

clinically many a times a definitive diagnosis cannot be 

made by physical examination alone. Then the 

dermatologists are forced to resort to histopathology for 

a definite diagnosis and classification. Basic 

histopathological study is helpful in knowing the level 

of cleavage in the bulla, mechanism of blister 

formation, the character of inflammatory infilteration, 

condition of epidermis and dermis lend a possible clue 

to the etiology and stage of the disease. 

Six principal problems encountered while studying the 

disease; 

1. The plane of separation may change as blister ages. 

2. Microscopic slit like spaces occur in the epidermis 

in the category of clefting diseases. Eg: Darier’s 

disease. 

3. Evaluation of routine histopathological 

preparations may not allow one to accurately assess 

the specific mechanisms of blister formation. 

4. The inflammatory cell types infilterating the 

lesions change as the lesions age. 

5. Many of the subepidermal blistering disorders may 

strikingly mimic each other clinically, leading to 

inappropriate diagnosis, thus making the histologic 

descriptions in the literature suspect. 

6. Many drugs used either systemically and topically 

affect the histological picture that may mislead to 

diagnosis of other conditions.1 

In the present scenario, even though 

histopathological study is sufficient in most of the 

cases, it is often accompanied by immunofluorescence 

antibody tests for confirmation of the diagnosis and 

monitoring of the disease. Direct immunofluorescence 

antibody test is a gold standard to confirm the disease 

and the indirect test helps to monitor the disease. 

Keeping in view of the above facts, it was 

considered worthwhile to study such disorders 

histopathologically along with relevant clinical details. 

 

Objectives 
1. To evaluate the pattern of distribution of 

vesiculobullous skin diseases. 

2. To evaluate the histomorphological aspect of 

diseases. 



Anil Kumar et al. Study of vesicobullous lesions of the skin clinical and….. 

IP Journal of Diagnostic Pathology and Oncology, July-September, 2018;3(3):214-218 215 

3. To study clinical and histopathological correlation 

in diagnosing the disease.  

 

Materials and Methods 

In the present study, histopathological evaluated 

vesiculobullous lesions over the period of 6 years in 

Department of Pathology, ESIC Medical College and 

Hospital were studied. A total number of 35 cases were 

encountered. 

Skin biopsies for histopathology study were 

formalin fixed. Staining procedures done are routine 

haematoxylin – eosin staining methods. Few cases 

TZANK smears are done, staining method done for 

these are leishmann staining. 

Perilesional skin biopsies, sent in normal saline 

were used for direct immunofluorescence stain. 

 

Results 
Out of the total 35 cases, 23 cases were of intra-

epidermal bullous diseases and 11 cases sub-epidermal 

bullous. One case of dermatitis herpetiformis was seen. 

 

Table 1 

Disease No. of cases 

PV 12 

PF 8 

P. veg. 1 

PNP 1 

SCPD 1 

Bullous pemphigoid 11 

A total number of 35 cases were encountered 

which constituted 0.70% of overall biopsy specimen 

and 12.32% of skin biopsy specimen. The pemphigus 

vulgaris formed commonest disease encountered 

accounting for 34.30% of all skin lesions. The peak age 

incidence for P. vulgaris was 4th and 5th decade with a 

male female ratio observed being 1:2. Pemphigus 

foliaceus formed the second common group among 

epidermal bullous lesions constituting 22.9% of overall 

skin biopsy specimens. The commonest age groups in 

P.foliaceus were 3rd and 4th decades and it was slightly 

more common in females (1:1.67). 

 Bullous pemphigoid formed the second most 

common disease observed (31.34%) affecting both 

sexes equally. One case each of P.vegetans, subcorneal 

pustular dermatosis, paraneoplastic pemphigus 

(P.vulgaris type) and dermatitis herpetiformis was 

observed. P.vegetans was associated with Type II 

diabetes mellitus. Paraneoplastic pemphigus (P.vulgaris 

type) was seen in patient with carcinoma of the 

pyriform fossa (squamous cell carcinoma). Dermatitis 

herpetiformis was seen in a patient who is intolerant to 

wheat based food products. 

 

 

 

 

 

 

 

Table 2: Comparison of clinical, histological and DIF 

Clinical 

diagnosis 
DIF 

Histological diagnosis 
Total 

PV BP PF SCPD P.Veg. PNP DH 

PV 

Nil - - - 1 (100.0%) - - - 1 (6.7%) 

P 12 (100.0%) - 2 (100.0%) - - - - 14 (93.3%) 

Total 12 (100.0%) - 2 (100.0%) 1 (100.0%) - - - 15 (100.0%) 

BP 

Nil - - - - - - 1 (100.0%) 1 (9.1%) 

BP - 10 (100.0%) - - - - - 10 (90.9%) 

Total - 10 (100.0%) - - - - 1 (100.0%) 11 (100.0%) 

PF 
P - - 6 (100.0%) - - - - 6 (100.0%) 

Total - - 6 (100.0%) - - - - 6 (100.0%) 

SEBD 
BP - 1 (100.0%) - - - - - 1 (100.0%) 

Total - 1 (100.0%) - - - - - 1 (100.0%) 

PNP 
PNP - - - - - 1 (100.0%)  1 (100.0%) 

Total - - - - - 1 (100.0%) - 1 (100.0%) 

P. veg. 
P - - - - 1 (100.0%) - - 1 (100.0%) 

Total - - - - 1 (100.0%) - - 1 (100.0%) 

 

Table 3: Distribution of various intraepidermal bullous lesions  

Disease No. of cases  

PV 12 

PF 8 

P. veg. 1 

PNP 1 

SCPD 1 

Total 23 
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Fig. 1: Neutrophilic iniltration in PNP 

 

 
Fig. 2: Spongiosis and suprabasal cleft in early 

p.vulgaris 

 

 
Fig. 3: Subcorneal bulla in p.foliaceus 

 

 
Fig. 4: Subepidermal bulla in b.pemphigoid 

 

 
Fig. 5: Suprabasal bulla in p.vulgaris 

 

Discussion 
Pemphigus Vulgaris: Among the vesiculobullous, in 

the pemphigus group, pemphigus vulgaris is the 

commonest variety.2 Shafi, M et al havestudies 109 

cases of pemphigus from Tripoli, Libya and have found 

that the incidence of pemphigus in Libya is very high, 

with predominant variant being pemphigys foliaceus. In 

his study Shafi. M et al also found out that males were 

predominantly affected than females.3 In the present 

study, pemphigus vulgaris was the most common 

clinically diagnosed disease accounting for 15 cases, 

out of which 12 cases were later confirmed by histology 

and by DIF. There was difference in the diagnosis of 3 

cases, out of which 2 cases were pemphigus foliaceus 

and one case was subcorneal pustular dermatosis. 

Even though most common age at presentation is 

during the 4th decade, we observed that the disease is 

more common in females (M:F ratio is 1:2) as 

compared to the western literature where it seen to 

affect both the sexes equally. The gender differences 

largely vary from place to place with the environmental 

and genetic factors playing an important role.4-6 

Pemphigus Foliaceus: In our study, pemphigus 

foliaceus consisted of 8 cases accounting for 22.9% 

seen in both the sexes equally which is similar to other 

studies.7-9 Out of 8 cases, 6 cases were clinically 

diagnosed as P.foliaceus and 2 cases as P.vulgaris. 

It is important to differentiate between these two, 

since P.foliaceus has a relatively benign course as 

compared to P.vulgaris.4,10,11 

Pemphigus Vegetans: One case of P.vegatans was 

diagnosed in the study accounting for 4.34% of 

pemphigus group of diseases which is similar to the 

other studies.4,12 

Histology of the lesion revealed marked acanthosis 

with eosinophilic abscess within the bulla cavity. 

Eosoniphilic infiltrate was also noted within the dermis. 

DIF showed pemphigus type of immunodeposition. The 

diagnosis of P.vegetans was confirmed but subtyping 

was done as clinical basis since their histological 

features are similar in the both Neumann and Hallapeau 

types.1,9 

It is important to subtype the disease since 

Neumann type has similar clinical course as that of 

P.vulgaris but Hallapeau has more localized, chronic 

and indolent course and responds well to treatment.9 
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Subcorneal Pustular Dermatosis: One case of SCPD 

was seen in the study. The patient was a 45 year old 

male who had recurrent papulo vesicular lesions since 

one and a half years and presented with fresh lesions 

since 20 days. Patient did not have mucosal lesions. 

Histology of lesion revealed subcorneal bulla filled 

with inflammatory cells predominantly neutrophils and 

occasional acantholytic cells. Patients hematology 

report showed neutrophilic leukocsytosis. 

Histologically a diagnosis of SCPD was made and DIF 

studies were requested. 

DIF with anti IgG antibody test was negative 

which ruled out pemphigus vulgaris and P.foliaceus. 

However, a DIF with anti IgA antibody test was 

advised to rule out a very rare IgA-Pemphigus disease. 

Paraneoplastic Pemphigus: A single case of 

paraneoplastic pemphigus of P.vulgaris type was 

diagnosed in our study. The patient was a 42 year old 

male who had carcinoma of pyriform fossa (squamous 

cell carcinoma). After therapy, he presented with 

polymorphous bullous lesions over the skin, respiratory 

and GI systems.  

In 2001 Nguyen et al. introduced the concept of 

paraneoplastic autoimmune multiorgan syndrome 

(PAMS), highlighting the systemic nature of PNP.13 

Usually, a neoplasm is detected before the onset of 

PNP14-16 However, PNP is the first clinical 

manifestation that leads to the detection of an occult 

tumor in about 30% of cases.17,18 Usually, oral and skin 

lesions are the earliest manifestations.16,19,20 

Bullous Pemphigoid: Bullous pemphigoid shows 

clinical similarity to pemphigus (hence its name) but 

the blisters are sub-epidermal, not intraepidermal14. It is 

most common in people over the age of 50 years, with 

male preponderance.15 It is a commoner disease in 

Europe and north America as the average age of the 

population increases and is characterized by the 

presence of large, tense bullae, usually on the thighs, 

arms and abdomen.21 

In the present study bullous pemphigoid is the 

second most common disorder which constitutes 31.4% 

affecting both sexes equally (M:F ratio 1.2:1). Out of 

the 11 cases, 10 cases were clinically diagnosed and in 

one case the disease was provisionally diagnosed as 

subepidermal bullous disorder – BP/Linear IgA 

dermatosis under evaluation.  

Histologically 9 out of 11 cases had subepidermal 

bullae and the remaining 2 cases had epidermal bullae 

with marked re-epithelialisation. Eosinophils rich 

mixed inflammatory cell infiltration was noted in all the 

cases. 

In all cases, DIF showed linear deposition along 

dermoepidermal junction.  

It is important to know the clinical conditions 

associated with bullous pemphigoid because: 

1. They adversely affect the disease process like 

T2DM. 

2. Some drugs used in treatment of diseases like 

betablockers and tab glibeclamide in our study, are 

known to induce B. pemphigoid in some cases. 

However, the pathogenesis is still to be established 

clearly. 

3. The bullous disease is by itself known to reactivate 

and aggravate many conditions as in our study 

pulmonary tuberculosis was reactivated. 

4. Some diseases was totally not related to the disease 

itself as in our case with lipoma and compound 

neavus. 

 

Dermatitis Herpetiformis: Olbricht et al in their study 

of 21 cases have demonstrated papillary micro-

abscesses containing predominantly neutrophils in 

almost all the cases and they were common in males 

and the predominant age group was between 20-40 

years.22 In the present study 1 case of dermatitis 

herpetiformis is accounted for 2.9% of all the 

vesiculobullous lesions studied. 

The single patient encountered in this study was a 

50 year female who presented with tense bullous 

lesions over the extensor aspects of limbs, chest and 

back. Patient was allergic to wheat based products. 

Clinically the patient was diagnosed to have bullous 

pemphigoid / dermatitis herpetiformis. 

Histologically the biopsy showed a subepidermal 

bulla with marked mixed inflammatory cell infiltration, 

re-epithelialisation with the perilesional skin showing 

elongated papillae but no micro abscesses, which is not 

pathognomic and is present only in 60% of the cases. 

The DIF with anti IgG antibody is negative. With 

collective clinical, histological and DIF results a final 

diagnosis of dermatitis herpetiformis was made. 

 

Conclusion 
All though the ‘primary’ vesiculobullous lesions of 

skin are seen in a small group of people, they have been 

associated with significant a morbidity and mortality. It 

is important to distinguish each of these entities and 

separate them appropriate for management and 

treatment. Even though clinical examination ments its 

own importance, both histopathological and DIF testing 

is must, as it confirms the diagnosis and subtyping. 

Though the full panel of DIF is recommended as a 

standard procedure combination of DIF with a anti IgG-

FITC antibody and histopathological study can 

accurately diagnosis most of the cases as they are 

economically feasible, seem to be better alternatives.  
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