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Abstract

Pemphigus vulgaris is the most common blistering disease of oral mucosa and skin. Itcomprises of group
of autoimmune diseases where antibodies are targeted towards self-antigen particularly of desmoglein
family (Dsg 3 and Dsg1) of desmosomal junctions.

Autoantibodies of IgG class are targeted against these desmosomal junctions. Thisreview gives an
overview of important characteristic features of Pemphigus vulgaris withits various oral and skin

manifestations.

1. Introduction

Pemphigus vulgaris(PV) is derived from:
pemphigus, a greek word meaning blister or a
bubble

vulgaris, comes from latin word vulgare meaning
common.

It means that Pemphigus vulgaris is the most
common blistering disease of oral mucosa and
skin[1].

A blister is generally described as a swelling on
surface of skin that is filled with liquid[2] which
can be further classified into 2 types[3]:

vesicle, 5mm or less in diameter

bulla, greater than 5 mm in diameter

PV can thus be characterized as:

Autoimmune disease: Antibodies are produced
against self antigens (intercellular junctions)
Most common vesiculobullous lesion: PV makes
70% of all reported cases of pemphigus[4] with
80% of reported cases in Europe[5].

Rare: United States prevalence rates of 0.1% to
0.5% per 100,000 people[6]. Due to a correlation
with certain human leukocyte antigen haplotypes,
the disorder is more prevalent among Ashkenazi
Jews and persons of Mediterranean heritage. [7]
possibly genetic predisposition linked to HLA
class Il alleles[8] including HLA DRp1*0402,
B1*1401, B1*0503.
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Chronic: The blisters rupture rapidly leading to
formation of chronic erosions and ulcers which
progress to increased clinical severity.
Intraepithelial blistering disease: a blister is
confined to the inside of epithelium as opposed
to the subepithelial dermatoses where the
separation occurs below the epithelium.
Potentially life threatening disease:

Prompt corticosteroid medication decreases the
risk of death. High morbidity and even mortality
in 5-10% of untreated cases[9] highlight the
urgency with which this illness must be
addressed. Due to dehydration, protein loss, and
opportunistic infections, the first-year death rate
was as high as 75% before the development of
corticosteroid treatment. [10,11].

2. Pathogenesis

PV is a group of autoimmune disease where
antibodies are targeted towards self antigen.

Self antigen

This self antigen is epithelial cell adhesion
molecule, Desmosome. Desmosome consists of
cellularglycoproteins  of  cadherinsupergene
family, desmoglein and desmocollins. In PV,
desmoglein family particularly desmoglein3 and
1 is attacked. The transmembrane domain formed
by desmogleins consists of an external domain
that attaches to neighboring cells in a calcium-
dependent manner and an intracellular domain
that binds to catenins and, in turn, to actin. [12].

3. Avutoantibody

T cells are involved in aberrant antigen
recognition leading to initiation and perpetuation
of B cell response4possibly through cytokine
TNF-a.

Autoantibodies are of IgG class against the
desmosomal junctions. In active PV are
predominantly Th2 dependent 1gG4 subtype
polyclonal antibodies but Thl dependent IgG1l
subtype are present in remission[13,14]. The Th2
response predominates in PV which then initiates
the antibody production by B cells.
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. Méde | f ac’rio of antibodies
causing loss of cell adhesions|[5]

Indirectly through disruption of calcium
dependent interactions between extracellular
domains

Direct lysis of desmogleins

5. Effect of antigen-antibody reaction
Desmogleins can be eliminated and the actin
cytoskeleton reorganized if you aim for them.
Apoptotic cell death and acantholysis ensue from
a subsequent cascade of signaling processes, the
details  of  which remain unknown.
[15].Acantholysis is an active process resulting
from binding of IgG to keratinocyte receptor in
receptor ligand fashion[16].  Acantholysis
(disintegration of cellular adherence) causes
blister formation due accumulation of fluid.
Desmoglein 3 is predominantly expressed in
lower layers of oral mucosa while desmoglein 1
is predominantly expressed in upper layers
ofskin[17]. Hence oral lesions appear first
followed by skin lesions.

PV is classified into 2 variants:

Mucosal dominant which affects only oral
mucosa (Antibodies against Dsg 3)
Muco-cutaneous which affects both oral mucosa
and skin (Antibodies against Dsg 3 followed by
Dsgl)

6. Oral manifestations

Oral lesions caused by PV develop early in 75%
to 80% of cases[18]. Lesion of the mouth caused
by PV is uncommon in kids. [19]. The initial
lesions are often insidious and localized or
sometimes diffuse. An intact flaccid thin walled
vesicle or a single hemorrhagic bulla is difficult
to find in oral cavity. These soon rupture to leave
an area of denudation manifested as a shallow, ill
defined, irregular, persistent, highly painful,
bleedingerosion or ulcer with associated burning
sensation especially on consuming hot and spicy
food which affects the appetite[15, 6].These
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the appearance of cutaneous lesions.

Reasons for bulla
are[20,21]:

Oral mucosa is friable in nature

Oral mucosa is constantly exposed to mechanical
irritation due to mastication

Intra epithelial blister is more prone to rupture
due to superficial position compared to the
subepithelial dermatoses

Oral blisters have very thin roof and hence
readily rupture

Whitish superficial covering with collapsed roof
of a thin walled bulla, several centimeters in

rupture of vesicle or

diameter developing in both normal and
erythematous areas is  consistent  and
characteristic  finding[22]. Other subjective

symptoms like sialorrhea, halitosis and difficulty
in chewing and swallowing are seen associated
with PV[11].

Location according to the decreasing order of
occurenece[23,24]:

Buccal mucosa, soft palate, ventral surface of
tongue, lips and gingiva.

PV affecting gingiva especially free gingiva is
considered to be an advanced sign of the disease
presenting as severe desquamativegingivitis[25]
while PV affecting lip can manifest as a
superficial crusting.

7. Manifestations on skin

Skin lesions arise later and occasionally
concurrently to the mouth lesions. Cutaneous
lesions are identified within 6 months in 99% of
instances [18].

In a few weeks or months, the mucosal lesions
spread to the skin, where they manifest as
individual or widespread blisters filled with a
clear fluid. These blisters are so delicate that if
they break, erosions surrounded by epidermal
rings are left behind. [9,1].

The primary lesion consists of a thin walled
bulla, several centimeters in diameter developing
in both normal and erythematous skin which are

[1]

[2]

[3]

[4]

[5]

[6]

[7]

pruritic[21,11,7].

Location[26]:

Skin lesions have a predilection for the trunk,
groins, axillae, scalp, face, and pressure points.

8. Conclusion

Pemphigus vulgaris is an autoimmune blistering
illness that mostly affects the oral mucosa and
skin. Prior to the development of corticosteroid
medication, the condition was very lethal and
debilitating. A clinician must be familiar to the
oral and skin manifestations for early and prompt
diagnosis.

References
Neville BW..Damm DD.; Allen CM,
Bouquot, JE. Oral &Maxillofacial Pathology.
3rd ed. St. Louis, Saunders Elsevier, 2009.
Deuter M, Turnbull J. Advanced Oxford
Dictionary. 8th edition. Oxford university
press. 9th edition. 2014,
Walker HK, Hall WD, Hurst JW. Clinical
methods:  The history, physical and
laboratory examinations. 3rded. Boston:
Butterworths; 1990. p101-18.
Suran LF, Jamma Li, Schifter M (2013).
Pemphigus  Vulgaris and  Pemphigus
Foliaceus, Skin Biopsy - Diagnosis and
Treatment, Prof. Suran Fernando (Ed.),
InTech, DOI. 10.5772/56423. Available
from:http://www.intechopen.com/books/skin
-biopsy-diagnosis-and treatment/pemphigus-
vulgaris-and-pemphigus-foliaceus

Scully C, Challacombe S. Pemphigus
vulgaris: update on
etiopathogenesis,Oralmanifestations, and
management. Crit Rev Oral Biol Med

2002;13(5):397-408

Fellner MJ, Sapadin AN. Current therapy of
pemphigus vulgaris. Mt Sinai J Med.2001;
68(4-5):268-78.

Thivolet J, Jablonska S. Bullous disorders:
from histology to molecular biology.
ClinDermatol2001; 19(5):538-43.

JCLMM 1/11 (2023) |1234-1237



[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

Turr E, Brenner S. Diet and pemphigus in
pursuit of exogenous factors in pemphigus
andfogo selvage. Arch Dermat. 1998;
134:1406-1410.

Ben Lagha N, Poulesquen V, Roujeau JC,
Alantar A, Maman L. Pemphigus vulgaris: a
case-based update. J Can Dent Assoc.
2005;71(9):667-72.

Lever WF, Schaumburg-Lever G. Treatment
of pemphigus vulgaris. Results obtained in
84 patients between 1961 and 1982. Arch
Dermatol1984;120(1):44-47.

Ruocco E, Baroni A, Wolf R, Ruocco V.
Life-threatening bullous dermatoses:
Pemphigus vulgaris. ClinDermatol. 2005; 23:
223-26.

Gumbiner BM, McCrea PD. Catenins as
mediators of the cytoplasmic functions of
cadherins. J Cell Sci Suppl. 1993;17:155-58.
Bhol K, Natarajan K, Nagarwalla N,
Mohimen A, Aoki V, Ahmed AR.
Correlation of peptide specificity and IgG
subclass with pathogenic and nonpathogenic
autoantibodies in pemphigus vulgaris: a
model for autoimmunity. Proc Natl Acad Sci.
1995;92:5239-43.

Herttt M. Humoral and  Cellular
Autoimmunity in Autoimmune Bullous Skin
Disorders. Int Arch Allergy Immunol.
2000;122:91-100.

Gniadecki R. Desmoglein autoimmunity in
the pathogenesis of pemphigus.
Autoimmunity. 2006;39:541-47.

Weinberg MA, Insler MS, Campen RB.
Mucocutaneous features of autoimmune
blistering diseases. Oral Surg Oral Med Oral
Pathol Oral RadiolEndod. 1997;84(5):517-
34.

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

ISSN: 2309-5288 (Print)
ISSN: 2309-6152 (Online)
CODEN: JCLMC4

between
pemphigus vulgaris and pemphigus foliaceus
autoantibodies. J Clin Invest 1984;74:313-
20.

Vaillant L. [Bullous autoimmune diseases of

epidermal  antigens  binding

the oral mucosa]. Rev
StomatolChirMaxillofac1999; 100(5):230-9.
Laskaris G, Satriano RA. Drug-induced
blistering oral lesions.
ClinDermatol1993;11:545-50.

Nikitakis N.Oral soft tissue lesions: A guide
to differential diagnosis Part Il: Surface
alterations. Braz J Oral Sci. 2005; 4(13):707-
15.

Shamim T, Varghese VI, Shameena PM,
Sudha S. Pemphigus vulgaris in oral cavity:
clinical analysis of 71 cases. Med Oral Patol
Oral Cir Bucal. 2008; 13: 622-26

Shamimul Hasan et al. Pemphigus vulgaris:
an insight on conventional and emerging
treatment modalities. Int. Res. J. Pharm.
2013, 4 (3):8-12.

Femiano F, Gombos F, Nunziata M, Esposito
V, Scully C. Pemphigus mimicking apthous
stomatitis. J. Oral path. Med. 2005; 34; 508 —
10.

Shklar G, Frim S, Flynn E. Gingival lesions
of pemphigus. J of Periodontology. 1978;
49:428-35.

Bystryn JC, Rudolph JL. Pemphigus. Lancet.
2005;366(9479):61-73.

Mourellou O, Chaidemenos GC, Koussidou
T, Kapetis E. The treatment of pemphigus
vulgaris. Experience with 48 patients seen
over an 1l1-year period. Br J Dermatol.
1995;133:83-7.

JCLMM 1/11 (2023) |1234-1237



