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ABSTRACT

As the saying goes face is index of mind so this is also true with oral cavity which is mirror of general health of the individual. The most common
form of manifestation of any such systemic disorders is in the form of ulcer in the mouth .Ulcers are most common in the oral region with
complaints that are usually redness, burning sensation frequently accompanied by pain and discomfort. There are several local and systemic
conditions which manifests in the mouth as ulcer. Some can be identified thouroughly and some present as mimicking other ulcers posing delima
and challenge to the clinician leading to misdiagnosing the condition. This article is an attempt to minimise such errors paving a way for the

clinicianto diagnose and treat them.
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INTRODUCTION:

The prevalence of oral ulcer in worldwide is 4%, with aphthous ulcers
being the most common, affecting as many as 25% of the population
worldwide'.

Ulcers. A defect or break in continuity of epithelium is called ulcer’
Common causes of oral ulcers include physical or chemical injury,
infectious neoplasia, and abnormalities of the immune system,
particularly autoimmune disorders. The cause of most oral ulcers may
be easily determined by history and clinical presentation, and many of
these lesions can be satisfactorily treated’.

Ulcers can be divided into two groups on the basis of their onset and
duration of course; acute or short-term ulcers are those that persist no
longer than 3 weeks and regress spontaneously without treatment. The
other group of ulcers are the chronic or persistent ulcers that last for a
longer duration of weeks to months and are usually painless.

They can also be classified as single or multiple depending on their
presentation. The solitary lesions may result from a trauma, infection
or it could be a carcinoma and can present as a single ulcerative lesion.
Multiple lesions may be seen in viral infections or autoimmune
diseases and can present with several ulcerations . Recurrent ulcers
may pr?sent with a history of similar episodes along with intermittent
healing’.

Clinically the parts of an ulcer are the margin (junction between
normal epithelium and wall of ulcer), the floor (exposed surface of
ulcer), the edge (separates the margin and floor), and the base (ulcer
restseat ).

The size of the ulcers can vary from a few millimeters to centimeters
and occasionally may present with fever and regional
lymphadenopathy °

The current review article is to make an attempt to identify and
diagnosis different ulcers by their clinical appearance which arise
due to various local & systemic conditions thus paving a way for a
clinician to treat accordingly.

These are the various kinds of ulcers manifesting in oral cavity
depending on the local and systemic conditions.

Table 1:
1) Malignantulcers

a) Carcinoma in situ
b) Ulcerating squamous cell carcinoma
¢) Basal cell carcinoma
d) Malignant melanoma
e) Mucoepidermoid carcinoma
2. Ulcers due to infection and inflammation
a) Viral
i. Intraoral herpes simplex infection
ii. Herpes zoster
iii. Infectious mononucleosis
iv. Hand-foot-and-mouth disease
v. Herpangina
vi. Primary HIV infection
b) Bacterial
1. Acute necrotizing ulcerative gingivitis
ii. Noma
iii. Syphilitic ulcers
iv. Gonorrhoeal ulcers
v. Tuberculous ulcers
¢) Fungal
i. Histoplasmosis
ii. Candidiasis
3) Ulcers due to allergy and immunological dysfunction
a. Recurrent aphthous ulcers
b. Behcet's syndrome
c. Reiter's syndrome
d. Erythema multiforme and Stevens—Johnson syndrome
e. Lupus erythematosus
f. Mucous membrane pemp higoid
g. Erosive lichen planus
h. Pemphigus vulgaris
1. Wegener's granulomatosis
j- Drug-related ulcers
4. Ulcers caused by hormonal changes
5. Metabolism, nutrition, and storage related ulcers
a. Langerhans cell histiocytosis
b. Vitamin C deficiency
c¢. Glycogen storage disease
6. Traumatic ulcers
7. latrogenic ulcers
8. Idiopathic ulcers ’

Traumatic Ulcers

The traumatic ulcer is by far the most common oral mucosal ulcer the
source of which ranges from mechanical, chemical, electrical or
thermal and may be accidental, self-inflicted or iatrogenic.
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Persistent ulcers not responding to local treatment might be a sign of
malignant transformation of the ulcer . A cause-and-effect relationship
helps in making a definitive diagnosis and in identifying the
traumatizing agent. Healing usually occurs within 2 weeks of removal
of the traumatic cause”.

Traumatic ulcers on the dorsum of tongue may have close resemblance
to ulcerations caused by specific infection, lymphoma, and
proliferative reactive processes like lesion called Riga-Fede disease
occurs in the sublingual area of infants and presence of natal or
neonatal teeth as a source of trauma serves as a clue to diagnosis’.

Traumatic ulcers mostly heal within ten days after the removal of
injurious factors. A differential diagnosis is made from following
factors: (i) the lesion's size, (ii) location, (iii) number, (iv) onset, (v) the
age of the patient, (vi) association of other systems of the body and (vii)
progression of the disease.

Regardless of the cause of traumatic ulcers, they are most often oval,
shallow, and less than 1 ¢cm in greatest diameter, A regular or irregular
erythematous border encircles the yellow-white eschar covering the
base of the ulcer. Generally, healing of the typical traumatic ulcer is
completed in 10 to 14 days. Since traumatic ulcers are often small and
minimally painful, treatment may not be required’.

Iatrogenic Ulcers

Oral ulcers can occur due to procedure errors in dentistry from
improper use of chemicals like formocresol during endodontic
procedures or eugenol directly on the mucosa. These can be treated by
local application of anaesthetic gel.

Idiopathic Ulcers

These are ulcers caused due to unknown reason which require proper
investigations including serum and histopathological tests to arrive at
specific diagnosis and treatment can be can be done according to it".

Ulcers due to Hormonal Changes:

Hormones induce physiological changes in almost all types of tissues
in the body. Oral mucosa is like a mirror that reflects the health of an
individual. Hormones play a major role in the life of a woman
especially at the time of menses which evokes oral discomfort like
slightburning recurrent oral ,ulcers and herpes labialis’.

Oral ulcers seen in females during normal menstrual cycle and
pregnancy occur due to the increase in salivary estrogen which causes
desquamation of the oral mucosa'’.

Corticosteroids on prolonged use lower down inflammatory reaction
of body tissue and become ulcerogenic". These ulcers are self healing
and regress after certain period of hormonal balance.

Ulcers Due To Immunological Dysfunction:

In contact stomatitis, ulcers appears due to Langerhans' cells bound to
haptens in the mucosal epithelium leading to inflammatory reaction
confined at the site of contact via destruction of epithelial cells
resulting in ulceration'.

Oral Allergy Syndrome (OAS) is a special contact allergy conditioned
by specific amino acids in food allergens, usually fruits, and some
proteins. It is usually manifested in the mouth, and is a allergic
reaction mediated by IgE and IgM. symptoms include irritation or
edemas of the oral mucosa, accompanied by itching and burning
sensation of lips".

Ulcers Due To Infection And Inflammation.

Oral lesions of infectious mononucleosis include ulcers clinically
similar to aphthous ulcers but are more persistent and resistant to
treatment. These ulcers are painful and cause profound difficulty in
eating and swallowing food".

The diagnosis of acute necrotizing ulcerative gingivitis (ANUG) can
be made clinically identifying ulcers mostly confined to gingivae and
interdental areas'.

Some other infections like syphilis, tuberculosis, ulcers in the oral
cavity simulate aphthous and traumatic ulcers , and these can be
diagnosed based on the history and clinical features."

Ulcers Due To Defect In Metabolism, Nutrition, And Storage:
Vitamin C

Ascorbic acid deficiency manifests as superficial lesions with
bleeding gums and oral ulcers . This is due to the inadequate
hydroxylation of procollagen which requires vitamin C, thus leading
todecrease in antioxidant activity and aggrevation of ulcer formation
inmouth",

Some of the glycogen storage diseases which is a rare group of
genetic disorders involving defect in metabolism of glycogen also
manifest as oralulcer’.

Ulcers Due To Virus:

The condition affected by VZV infection is acute with burning
sensation and tenderness, due to appearance of clustered ulcers of
1-5mm in unilaterally on the hard palate or buccal gingivae. The
ulcers tend to heal within 1014 days. This entity is self-limiting"".

Other virus-induced oral ulcers are seen in shingles that are caused by
the reactivation of dormant varicella-zoster virus . Herpes zoster
infections increases due to decrease in cell-mediated immunity .
These ulcers will frequently rupture resulting in the formation of
crater-like ulcers and erosive areas. Shingles can mimic with the
herpes simplex lesions, and can be differentiated by the distinctive
pattern of the distribution of the lesion Within 10-14 days, the ulcers
most heal and are self-limiting ”.

The most common lesions caused by EBV are infectious
mononucleosis, nasopharyngeal carcinoma and Burkitt's lymphoma *.
Ulcers caused by Epstein—Barr virus is typical and appears as small
shallow ulcers™".

Strains of Coxsackie A virus frequently causes hand foot and mouth
disease . It is manifested as mouth ulcerations and vesicle and rashes
involving the extremities . After 1 to 2 days of infection, the oral
ulcers appear and are typically restricted to the posterior part of hard
and soft palate, buccal mucosa & tongue. Primary herpetic
gingivostomatitis, recurrent aphthous stomatitis, erythema multiform,
herpangina can be considered in the differential diagnosis of hand
foot and mouth disease . It is a self-limiting and asymptomatic disease
caused by coxsackie A virus.

Herpangina is typically related with soreness of throat, fever, blisters
and ulcers involving the posterior part of the mouth especially palate
and throat and this is differentiating feature from other lesion caused
by other viral infections™. Acute necrotising ulcerative gingivitis
identification can be done on clinical findings alone, as there are
enough clinical signs to distinguish this disease from others. The most
common symptoms are necrosis along with punched out ulceration,
bleeding and are always limited to gingivaand interdental spaces

Primary oral infection caused by Mycobacterium tuberculosis is
uncommon. It characteristically presents as solitary, necrotic and
ulcerative lesions with undermined edges most commonly affecting
the tongue followed by gingivae, the floor of the mouth, palate, lips,
and buccal mucosa™.

Ulcers Due To Malignancy:

Malignant ulcers are usually painless early in their course due to
destruction of peripheral sensory nerve endings and its invasion
through penetration of connective tissue and vascular system® .

Ulcers in mucoepidermoid carcinoma (MEC) and SCC appear similar
but can be differentiated on clinical as well as histopathological
studies . If the lesion is painless, the suspicion of its being a traumatic
ulcer, or a chancre, or ulcer secondary to systemic disease, or major
aphthae is eliminated™.

Ulcers Due To Systemic Disease :

Non-Hodgkin's lymphoma may manifest as a solitary area of necrotic
ulcers typically affecting the gingiva,palate and fauces. This tumour
often is associated with HIV disease.T-cell lymphoma tends to affect
the upper anterior gingival and palate.”

Drug Therapy

Awide range of drugs can give rise to ulcers of the oral mucosa and the
mechanisms by which drugs cause oral ulcers include drug-induced
neutropenia and anaemia (e.g. cytotoxics), lichenoid disease (e.g.
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sulphanylureas, b-blockers, gold, penicillamine), pemphigus (e.g.
angiotensin-converting enzyme inhibitors), lupus disease and IgA
dermatoses.”

Fungal Infections

While Candida species, usually Candida albicans, is the most common
fungal infection of the mouth, this rarely gives rise to oral ulcers.
Although chronic mucocutaneous candidosis (CMC) may
occasionally give rise to ulcers of the dorsum of tongue. Systemic
mycoses may also cause oral ulcers, typically in immunosuppressed
hosts.In HIV disease, Aspergillus fumigatum may give rise to long-
standing ulcers of the gingiva or oral mucosa . South American
Blastomycosis may give rise to large areas of ulcers reminiscent of
oral squamous cell carcinoma in both immunocompetent and
immunosuppressed individuals™*.

Uremic Stomatitis:

Uremic stomatitis is a rare oral mucosal disorder associated with a
renal disorder due to increased levels of ammonia compounds and
stomati}gis may appear when the blood urea levels are higher than 300
mg/ml ™.

Affected tissue show ulceration with pseudomembrane formation
multiple painful white keratotic lesions whereas the nonulcerative
form may exhibit a erythematous patches characterized by red mucosa
covered with a pseudomembrane. The tongue and the floor of the
mouth are more frequently affected. Xerostomia, unriniferous breath,
dysgeusia and burning sensation are common symptoms™.

Traumatic Ulcerative Granuloma (eosinophilic Ulcer Of The
Tongue)

Eosinophilic Ulcer is a chronic solitary ulcer of oral mucosa seen
frequently in patients over 40 years of age but sometimes can be seen in
children and young patients. The tongue is the most commonly
involved site followed by the buccal mucosa, retromolar region, floor
ofthe mouth and lips.

Similar ulcers can be seen on the ventral tongue in infants when the
tongue is in frequent contact against newly erupted primary incisors, a
condition known as Riga-Fede disease *.

The tongue is also the common site of involvement in adults, which
presents as an ulcer that may not be painful and persist for months anis
usually accompanied by history of tauma. The ulcers are clean, punched out
with surrounding erythema ranging from 0.5 cm to several centimeters in
size. The surrounding tissue is usually indurated and in some of cases the
lesion may also take a shape of mushroom and polyploidy mass”.

Sustained Traumatic Ulcers (Decubitus Ulcer)

Long standing injury to the oral mucosa may lead to chronic ulcers and
they are mostly seen on the tongue, lips, buccal mucosa and floor of the
mouth . Traumatic ulcers heal within 7 to 10 days but some persist for
weeks to months due to constant traumatic irritation '

Pemphigus And Pemphigoid
These lesions are a group of autoimmune, life threatening diseases that
present with blisters and erosions of the skin and mucous membranes.

Pemphigus:

Pemphigus vulgaris is the most common form of pemphigus,
accounting for over 80% of cases. The antibodies are targeted against
DSG3 (a transmembrane glycoprotein adhesion molecule present on
desmosomes). When the lesion is confined to the mucosa and targeted
against DSG1 and DSG3, when there is involvement of both the skin
and the mucosa.

The oral lesions may start as a bulla which breaks to form shallow
ulcers. A thin layer of epithelium peels away leaving a denuded base
referred as Nikolsky's sign . The lesions are mostly seen along the
occlusal plane on the buccal mucosa. Palate and gingiva are also other
sites of involvement”.

These lesions can be misdiagnosed for herpes or candidiasis which can
disguise the clinical appearance of pemphigus . It is also essential to
distinguish these lesions from RAS. These pemphigus lesion may
extend over weeks to months.

Pemphigoid:
Pemphigoid are broadly classified as mucous membrane and bullous

pemphigoid. The auto antibodies are targeted against BP180 and
BP230 seen at the basement membrane.

Oral lesions in bullous form occur in 30 to 50% of patients and are
smaller which form slowly and are less painful than pemphigus. The
gingiva is edematous, inflamed and shows desquamation with discrete
vesicle formation . The lesions of Mucous membrane pemphigoid
present as desquamative gingivitis and the gingiva appears bright red
mimicking erosive lichen planus and pemphigus. The lesions may
present as vesicles on the gingiva or other mucosal surfaces and
progress slowly compared to pemphigus and are self limiting”.

Management

Traumatic ulcers are treated initially by removing the etiological agent
and observed for signs of remission. painful ulcers, the surface is
treated with anaesthetic gel after meals and before bed time.

Mild cases of recurrent apthous ulcers are treated with protective
emollient like Orabase, topical anesthetic gel for pain relief. In more
severe cases, the use of a high potency topical steroid preparation is
advised, such as hydrocortisone acetate, triamcinolone, fluocinlone,
clobetasol cream beclomethasone spray placed directly on the lesion
shortens healing time and reduces the size of the ulcers.

Recurrent herpetic lesions are self limiting and the use of topical
antivirals reduces shedding, infectivity, pain, and the size and duration
of lesions. The recommended systemic acyclovir for adults is 200mg
for 5 times a day for 5 days and for children below 2 years 100 mg 5
times a day for 5 days. For children above 2 years dose similar to
adults. Regarding the treatment of herpes zoster Systemic acyclovir
800 mg 5 times daily is recommended and also Prednisone 40-60
mg/daily for one week to prevent post herpetic neuralgia in old
patient.(ACIVIR 200 mg, 400 mg, 500 mg DT.

In cases of fungal infections, the ulcers are treated with a combination
of surgical debridement of the infected area with systemic
amphotericin B. The underlying predisposing factor must be
eliminated which may affect the outcome of the treatment.

Vesiculo bullous lesions like pemphigus and pemphigoid are treated
with topical and systemic corticosteroids depending on the severity of
symptoms or site and extent of involvement. Combinations of topical
and systemic steroids are preferred for pemphigus involving only the
oral mucosa. Most importantly if any ulcer is not showing signs of
healing for 2 weeks need biopsy to rule out malignancy.

CONCLUSION

The present article has presented an overview of the common clinical
presentations of oral ulceration. Most of these ulcers if examined
properly, the dentist can be first person who can help in diagnosing
patients underlying systemic condition and alerting patient to avoid
further complications that can be caused by that particular disease. So
skillful examinationand effective treatment must be done.
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