
 

 

 

 

PEMPHIGOID (BULLOUS) 

 

 

Direct immunofluorescent staining demonstrates homogeneous linear staining along the 

dermal-epidermal junction. The epidermis has separated off from the dermis, with 

subsequent bullous formation.  

 

Introduction 

 

Bullous Pemphigoid is an uncommon acquired vesiculobullous autoimmune disease that 

results in blistering skin lesions. 

 

It is primarily a disease of the elderly. 

 

It is usually a self-limiting disease, (in contrast to the far more serious condition of 

pemphigus which is a lifelong and life threatening disease). 

 

Treatment consists primarily of steroids and immunosuppressant agents. 



 

Treatment is usually needed for several years. In many cases, the pemphigoid eventually 

completely clears up and the treatment can be stopped. If it recurs, it can be started again. 

 

Mnemonic: 

 

The relatively benign condition of pemphigoid should not be confused with the far more 

serious condition pemphigus.  

 

To remember the difference between pemphigus and pemphigoid a useful mnemonic is 

to use the final letter of the two conditions: 

 

S: = “superficial” - i.e the superficial fragile Nikolsky positive bullae that result in 

 widespread skin loss and so high mortality.   

 

D: = “deep” - i.e the deep stable Nikolsky negative bullae that do not generally lead to 

 widespread skin loss and so has a more benign prognosis.   

 

Epidemiology 

 

Bullous Pemphigoid is primarily a disease of the elderly, often with an age of onset of 

over 80 years. 

 

Only rrarely is it seen in younger age groups (around 50 years). 

 

Pathology 

 

Autoantibodies of IgG type (and less commonly IgA, IgM and IgE) attack components of 

the adhesion complex of the basement membrane zone (BMZ) of the epidermis and 

results in subepidermal blistering. 

 

Clinical bullous lesions are therefore sub-epidermal, (as opposed to the intra-epidermal 

lesions that are seen in the case of the much more serious disease, pemphigus) 

 

Risk factors: 

 

Bullous pemphigoid is more prevalent in patients with: 

 

1. Neurological disease, particularly: 

 

● Stroke 

 

● Dementia  

 

● Parkinson’s disease.  

 

2. Certain HLA associations 

 



3. Advanced age 

 

4. Pre-existing skin disease, such as psoriasis  

 

Clinical features 

 

 

A large tense bullous of Bullous Pemphigoid,  

(Clinical Images in Medicine NEJM 1997; 336:110) 

 

1. Pre-bullous phase:  

 

Preceding the formation of bullae by weeks to months can be is gradual onset of 

non-specific urticarial or eczematous type rash and ⁄or urticated plaques on the 

limbs  

 

This rash may be thought to be due to a dermatitis or urticaria but is very resistant 

to treatments. 

 

The early plaques may resolve temporarily or persist, (with or without treatment).  

 

They may have a smooth or dry surface and are often ring-shaped (annular).  

 

2. Bullous phase: 

 

 Distribution:   

 

Bullous pemphigoid may be: 

 



● Localized to one area (usually on the shins, but sometimes on the genitals, 

 hands and feet)  

 

Or 

 

● It may widespread: 

 

 On the trunk and proximal limbs, frequently affecting the skin around skin 

 folds.  

 

In severe cases, there may be blisters over the entire skin surface as well 

as blisters inside the mouth.  

 

 Characteristics: 

 

 Blistering characteristics include: 

 

●  Tense and stable (Negative Nikolsky’s sign - in contrast to the situation 

 with pemphigus). 

 

 ♥ If these do rupture, they then crust over 

 

●  Blood stained, (as opposed to those of pemphigus which usually contain 

 clear fluid).  

 

●  Can be relatively large  - up to 5cm - (in contrast to those of pemphigus, 

 which tend to be relatively smaller).  

 

●  Heal more readily than is the case with pemphigus. 

 

● May result in some residual scaring after healing. 

 

Prognosis: 

 

Bullous pemphigoid is usually a self-limiting disease with a clinical course that may last 

from months to years. (In contrast to the much more serious condition of pemphigus - 

which tends to be a life-time disease). 

 

During the active stage, the disease is associated with significant morbidity and a 

mortality twice that of the general elderly population.  

 

Older age at onset and frail general condition are poor prognostic factors. 

 

Investigations 

 

In most cases the diagnosis will be confirmed by a skin biopsy of a typical blister.  

 



Under the microscope, a split between the outside layer of the skin, the epidermis, and the 

inside layer, the dermis can be discerned. 

 

Direct immunofluorescence staining techniques highlights antibodies along the 

basement membrane that lies between the epidermis and dermis. 

 

In many patients, skin antibodies can also be detected circulating in the blood stream 

(positive indirect immunofluorescence). 

 

Management 

 

Treatment is usually needed for several years. In many cases, the pemphigoid eventually 

completely clears up and the treatment can be stopped.  

 

If it recurs, it can be started again. 

 

Treatment options include:  

 

1. Steroids: 

 

 Topical: 

 

 ● Potent topical corticosteroids will control or abort localized forms. 

 

♥ Betamethasone dipropionate 0.05% cream or optimized vehicle 

 topically, once daily until skin is clear. 

 

 Systemic:  

 

● More often, bullous pemphigoid is widespread and needs systemic therapy 

 and so oral corticosteroids are then used 

 

The dose is adjusted until the blisters have stopped appearing, which 

usually takes several weeks.  

 

The dose of prednisone is then slowly reduced over many months or years. 

 

2. Wet dressings: 

 

● Wet dressings can be used in combination with the topical corticosteroid 

 to enhance efficacy of treatment.  

 

3. Doxycycline: 

 

● As an alternative (if the patient is old and debilitated with a relative 

 contraindication to high-dose corticosteroids) or in addition to the lower 

 dose of prednisolone (i.e. 0.5 mg/kg daily initially) - the antibiotic 

 doxycycline, which has some ani-inflammatory action can be used 4 



 

4. Immunosuppressive agents 

 

● If the patient is not responding, the addition of a corticosteroid-sparing 

 agent (e.g. azathioprine or methotrexate) can be used.  

 

5. Other agents: 

 

 Other treatment modalities that may be tried include: 

 

● Dapsone  

 

● High dose intravenous immunoglobulin  

 

6. Blisters: 

 

● Larger tense blisters should be aspirated.   

 

● They should not be “de-roofed” 

 

7. Antibiotics: 

 

● Antibiotics may be required for secondary bacterial infection, although 

 this is uncommon.   

 

Disposition 

 

Any patient suspected of having pemphigoid should be referred a specialist 

Dermatologist. 
 

If the pemphigoid is very widespread, hospital admission may be required so the blisters 

and raw areas can be expertly dressed.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



Appendix 1 

 

Comparison of Pemphigus & Pemphigoid:  

 

 

Parameter  

 

 

PEMPHIGUS 

 

PEMPHIGOID 

 

Pathology 

 

Autoimmune disease with auto Abs to cellular 

desmosome Ags within the epidermis. 

 

 

Autoimmune disease with auto Abs to the adhesion 

complex of the basement membrane  

 

 

Age group 

 

 

Typically middle age 

(40s - 50s)  

 

 

Typically elderly  

 

Bullae  

 

Superficial (intra-epidermal). 

 

Fragile - often erosions (Nikolsky’s sign 

positive) 

 

Relatively smaller 

 

Clear fluid 

 

Very slow to heal  

 

Less scaring  

 

 

Deep set (subepidermal) 

 

Tense & stable (Nikolsky’s sign negative) 

 

Relatively larger (up to 5 cm) 

 

Blood stained fluid 

 

Heal more readily 

 

More scarring  

 

Onset  

 

 

Onset may be acute. 

 

 Gradual onset with non specific urticarial or 

eczematous rash on limbs 

 

 

Natural 

History 

 

 

 

 

Lesions may be localized for many months, 

then become generalized. 

 

May become rapidly progressive and fatal. 

 

Spontaneous resolution is rare, most patients 

require lifelong treatment 

 

 

Subsequently, bullae develop which may last 

months to years 

 

Typically abdomen and flexor surfaces; however, 

may be localized or maybe widespread 

 

 

Resolution  

 

 

Spontaneous resolution is rare, most patients 

require lifelong treatment 

 

 

Disease is eventually self limiting 
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