Bullous Diseases

1) Obtain basic understanding of the pathophysiology of the major autoimmune blistering diseases, pemphigus and pemphigoid.

2) Appreciate how specific therapies can be developed, based on above knowledge.

3)    Learn about the important epithelial molecules that are targeted in these diseases.
Contrast the disease, the pathways, treatment and response.
	
	Pemphigus Vulgaris
	Bullous Pemphigoid

	People affected
	People 30-50 
Kills 100%
	Old people
Kills no one

	Primary lesion
	Painful

Noninflammatory blister, epithelium detaches from basal epidermis
	Itchy

Inflammatory plaque detaches basement membrane hemidesmo

	Pathophysiology
	IgG against Desmoglein destroying keratin interaction
	Ab’s against hemidesmosomes of subepithelium

	Treatment
	Immune suppressant drugsIVIG, Rituximab, Cyclophosphamide.
Few drugs to choose from.
	Prevent inflammation and wait for remission.  Many drugs to choose from


Pemphigus Vulgaris

Present in people 30-50, killing 100%.

Begins with oral lesions and moving on to skin lesions, is painful

DR4 MHCII in Ashkenazi and DQ1 in Asians may be involved

Primary lesion is a noninflammatory blister, with epithelial detachment from the basal 

layer of the epidermis.  IgG decorates that epithelial cell surface.
Pathophysiology
The IgG is directed against the Desmoglein destroying cell-cell keratin interaction.


Desmoglein 3 -> oral lesion early in disease


Desmoglein 3 and 1-> skin lesion late in skin disease

Proposed pathway for events anti-desmoglein ab’s( ab’s bind adhesion molecules( 
complement( protease activation( intraepithelial cell detached
In animal models if you knock out complement  or protease steps still see detachment 

which shows that ab’s are responsible party.
Tx
Drugs must reduce ab synthesis (anti-inflammatory drugs are useless), fewer to choose 
from

Remission is slow.

IvIG or agents like Rituximab appear to be the best and cyclophosphamide to kill B cells.
Bullous Pemphigoid
Disease of elderly not deadly

Large itchy blisters, no pain, and lesions of the mucous membranes uncommon.

Primary lesion is not a blister but a red inflammatory plaque, of the basement membrane.
Pathphysiology
Ab binds BP180( complement( PMN’s and Eosinophils attracted( protease( blister.

It is caused by ab’s that bind BP 180 in the hemidesmosome, and if you block any of the 

steps in the pathogenesis you will prevent blister formation.
Treatment
Suppress inflammation and wait for remission, many more drugs to choose from.

Can use topical steroids for example.
