
Gastrointestinal Tract 
Disease of Oral Cavity :-
can be broadly divided in to two group those 
affecting soft tissues including the salivary 
glands and those that involve the teeth. only 
the more common conditions affecting the soft 
tissue are considered



ULCERATIVE & INFLAMMATORY LESION:-
Aphthous Ulcer ( Canker Sores ) :-

these lesions are extremely common, small (usually <5 
mm in diameter), painful, shallow ulcers.
Characteristically, they take the form of rounded 
,superficial erosion , often covered with gray-white nodal 

& having an erythematous rim.



the lesions are singly or in groups on the non-
keratinized oral mucosa, they are more common 
in the first two decades of life , are often 
triggered by stress, fever, ingestion of certain 
food & activation of IBD.

It is of unknown etiology certainly but an 
autoimmune-basis is suspected. 

The canker sores is self-limited within one to 
few weeks  



GLOSSITIS 
Although the designation glossitis implies 
inflammation of the tongue, it is sometimes applied 
to the beefy-red tongue encountered in certain 
deficiency states; 

this change results from atrophy of the papillae of the 
tongue and thinning of the mucosa, exposing the 
underlying vasculature.

In some instances the atrophic changes do indeed 
lead to inflammation and even shallow ulcerations.

Such changes may be encountered in deficiencies of 
vitamin B12 (pernicious anemia), riboflavin, niacin, or 
pyridoxine. 



The combination of iron-deficiency anemia, 
glossitis, and esophageal dysphagia usually related 
to webs is known as the Plummer-Vinson or 
Paterson-Kelly syndrome. 

Glossitis, characterized by ulcerative lesions 
(sometimes along the lateral borders of the 
tongue), may also be seen ill-fitting dentures, and 
rarely, with syphilis, inhalation burns, or ingestion 
of corrosive chemicals



Infections 
The oral mucosa is highly resistant to its indigenous flora, 

having many defenses, including 

1. the competitive suppression of potential pathogens by 
organisms of low virulence.

2. the elaboration of secretory IgA and other 
immunoglobulins by submucosal collections of 
lymphocytes and plasma cells.

3. the antibacterial effects of saliva.

4. and the irrigating effects of food and drink.

Nonetheless, any lowering of these defenses, for 
example, with immunodeficiency or disruption of the 
microbiologic balance by antibacterial therapy, sets 
the stage for oral infections.



Herpes virus Infection
Herpetic stomatitis is an extremely common infection 

caused by herpes simplex virus (HSV) type 1.
The pathogen is transmitted from person to person, most 

often by kissing; by middle life over three-fourths of the 
population have been infected.

In most adults the primary infection is asymptomatic, but 
the virus persists in a dormant state within ganglia about 
the mouth (e.g., trigeminal ganglia). 

With reactivation of the virus (which may be caused by 
fever, sun or cold exposure, respiratory tract infection, 
trauma), solitary or multiple small (<5 mm in diameter) 
vesicles containing clear fluid appear. They occur most 
often on the lips or about the nasal orifices and are well 
known as cold sores or fever blisters. 

They soon rupture, leaving shallow, painful ulcers that heal 
within a few weeks, but recurrences are common



Morphology :
The vesicles begin as an intraepithelial focus of 

intercellular and intracellular edema. The infected 
cells become ballooned and develop intranuclear
acidophilic viral inclusions. Sometimes adjacent 
cells fuse to form giant cells known as 
multinucleated polykaryons.

Necrosis of the infected cells and the focal collections 
of edema fluid account for the intraepithelial 
vesicles detected clinically .

Identification of the inclusion-bearing cells or 
polykaryons in smears of blister fluid constitutes the 
diagnostic Tzanck test for HSV infection.



Antiviral agents may accelerate healing of the lesions.
In 10% to 20% of those with this condition-particularly in 

the immunocompromised-a more virulent 
disseminated eruption develops, producing multiple 
vesicles throughout the oral cavity, including the gingiva 
and pharynx (herpetic gingivostomatitis), and 
lymphadenopathy.

In particularly severe cases, viremia may seed the brain 
(causing encephalitis) or produce disseminated visceral 
lesions.

HSV type 1 may localize in many other sites, including the 
conjunctivae (keratoconjunctivitis) and the esophagus 
when a nasogastric tube is introduced through an 
infected oral cavity. 

As a result of changes in sexual practices, genital herpes 
produced by HSV type 2 (the agent of herpes genitalis) 
is increasingly seen in the oral cavity



Oral Candidiasis : 
Candida albicans is a normal inhabitant of the 

oral cavity found in 30% to 40% of the population; it 
causes disease only when there is some impairment 
of the usual protective mechanisms. 
Pseudomembranous candidiasis (thrush, moniliasis)
is the most common fungal infection of the oral cavity 
and is particularly common among persons rendered 
vulnerable by diabetes mellitus, anemia, antibiotic or 
glucocorticoid therapy, immunodeficiency, or 
debilitating illnesses such as disseminated cancer. 
Persons with the acquired immunodeficiency 
syndrome (AIDS) are at particular risk.



Morphology :
Grossly :Typically, oral candidiasis takes the form of an 

adherent white, curdlike, circumscribed plaque 
anywhere within the oral cavity .

The pseudomembrane can be scraped off to reveal an 
underlying granular erythematous inflammatory 
base. 

Histologically, the pseudomembrane is composed of a 
myriad of fungal organisms superficially attached to 
the underlying mucosa. 

In milder infections there is minimal ulceration, but in 
severe cases the entire mucosa may be denuded.

The fungi can be identified within these 
pseudomembranes as boxcar-like chains of tubular 
cells producing pseudohyphae from which bud ovoid 
yeast forms, typically 2 to 4 μm in greatest diameter.



• In the particularly vulnerable host, candidiasis may 
spread into the esophagus, especially when a 
nasogastric tube has been introduced, or it may 
produce wides-pread visceral lesions when the 
fungus gains entry into the bloodstream. 
Disseminated candidiasis is a life-threatening 
infection that must be treated aggressively



LEUKOPLAKIA AND ERYTHROPLAKIA 
As generally used, the term leukoplakia refers to 

a whitish, well-defined mucosal patch or 
plaque caused by epidermal thickening or 
hyperkeratosis.

As defined by the World Health Organization, 
leukoplakia is a white patch or plaque that can 
not be scraped off and cannot be 
characterized as any other disease. 

Thus, the term is not applied to other white 
lesions, such as those caused by candidiasis, 
lichen planus, or many other disorders.



The plaques are more frequent among older men and 
are most often on the vermilion border of the lower 
lip, buccal mucosa, the hard and soft palates, and 
less frequently on the floor of the mouth and other 
intraoral sites. 

They appear as localized, sometimes multifocal or 
even diffuse, smooth or roughened, white, discrete 
areas of mucosal thickening.

On microscopic evaluation they vary from banal 
hyperkeratosis without underlying epithelial 
dysplasia to mild to severe dysplasia bordering on 
carcinoma in situ



Only histologic evaluation distinguishes these lesions. 
The lesions are of unknown cause except that there 
is a strong association with the use of tobacco, 
particularly pipe smoking and smokeless tobacco ( 
chewing).

Less strongly implicated are chronic friction, as from 
ill-fitting dentures or jagged teeth;

alcohol abuse; and irritant foods.

More recently, human papillomavirus antigen has 
been identified in some tobacco-related lesions, 
raising the possibility that the virus and tobacco act 
in concert in the induction of these lesions.



Oral leukoplakia is an important finding because 3% 
to 25% (depending somewhat on location) undergo 
transformation to squamous cell carcinoma;

The transformation rate is greatest with lip and 
tongue lesions and lowest with those on the floor of 
the mouth. 

Those lesions that display significant dysplasia on 
microscopic examination have a greater probability 
of cancerous transformation. 



Erythroplakia : 
refers to red, velvety, often granular, 

circumscribed areas that may or may not be 
elevated, having poorly defined, irregular 
boundaries. 

Histologically, erythroplakia almost invariably 
reveals marked epithelial dysplasia (the 
malignant transformation rate is >50%), so 
recognition of this lesion becomes even more 
important than identification of oral 
leukoplakia.



Erythroplakia. A, Lesion of the maxillary gingiva. B, 
Red lesion of the mandibular alveolar ridge. Biopsy of 

both lesions revealed carcinoma in situ.



CANCERS OF THE ORAL CAVITY AND TONGUE 

The overwhelming preponderance of oral cavity 
cancers are squamous cell carcinomas.

Although they represent only about 3% of all cancers 
in the United States, they are disproportionately 
important clinically. 

Almost all are readily accessible to biopsy and early 
identification, but about half result in death within 
5 years and indeed may have already metastasized 
by the time the primary lesion is discovered. 

These cancers tend to occur late in life and rarely 
before the age of 40 years.



The various influences thought to be important in 
development of these cancers are:

1. Leukoplakia, erythroplakia: Risk of transformation in 
leukoplakia 3% to 25% ,more than 50% risk in 

erythroplakia.

2. Tobacco use : Best-established influence, particularly 
pipe smoking and smokeless tobacco.

3. Human papillomavirus types 16 and 18: Identified 
by molecular probes in 30% to 50% of cases; probably have 
a role in a subset of cases.

4. Alcohol abuse :Weaker influence than tobacco use, but 
the two habits interact to greatly increase risk.

5. Protracted irritation : Weakly associated



Morphology :
The three predominant sites of origin of oral cavity 

carcinomas are (in order of frequency) the 
(1) vermilion border of the lateral margins of the lower 

lip, (2) floor of the mouth, and (3) lateral borders of 
the mobile tongue.

Early lesions appear as pearly white to gray, 
circumscribed thickenings of the mucosa closely 
resembling leukoplakic patches. 

They then may grow in an exophytic fashion to produce 
readily visible and palpable nodular and eventually 
fungating lesions, or they may assume an endophytic, 
invasive pattern with central necrosis to create a 
cancerous ulcer. 

The squamous cell carcinomas are usually moderately to 
well-differentiated keratinizing tumors



Before the lesions become advanced it may be 
possible to identify epithelial atypia, dysplasia, 
or carcinoma in situ in the margins, suggesting 
origin from leukoplakia or erythroplakia.

Spread to regional nodes is present at the time 
of initial diagnosis only rarely with lip cancer, 
in about 50% of cases of tongue cancer, and in 
more than 60% of those with cancer of the 
floor of the mouth. 

More remote spread to tissues or organs in the 
thorax or abdomen is less common than 
extensive regional spread.



SALIVARY GLAND DISEASES

Although diseases primary to the major salivary 

glands are in general uncommon, the parotids bear 
the brunt of these involvements. 

Among the many possible disorders, attention is 
restricted here to sialadenitis and salivary gland 
tumors.



Sialadenitis
Inflammation of the major salivary glands may be of 

traumatic, viral, bacterial, or autoimmune origin. 

The most common lesion of the salivary glands is 
mucocele, resulting from blockage or rupture of a 
salivary gland duct, with consequent leakage of 
saliva into the surrounding tissues.

Mucoceles are most often found in the lower lip, as a 
consequence of trauma. 

Dominant among other causations of sialadenitis is 
the infectious viral disease mumps, which may 
produce enlargement of all the major salivary 
glands but predominantly the parotids.



Although several viruses may cause mumps, the most 
important cause is a paramyxovirus, an RNA virus 
related to the influenza and parainfluenza viruses. 

It usually produces a diffuse, interstitial inflammation 
marked by edema and a mononuclear cell 
infiltration and, sometimes, by focal necrosis.

Although childhood mumps is self-limited and rarely 
creates residual problems, mumps in adults may be 
accompanied by pancreatitis or orchitis; the latter 
sometimes causes permanent sterility



Bacterial sialadenitis: most often occurs secondary 
to ductal obstruction resulting from stone formation 
(sialolithiasis), but it may also arise after retrograde 
entry of oral cavity bacteria under conditions of severe 
systemic dehydration such as the postoperative state. 

The most common bacteria causing the infection are 
Staphylococcus aureus and Streptococcus viridans.

Persons with chronic, debilitating medical conditions, 
compromised immune function, or on medications 
contributing to oral or systemic dehydration are at 
increased risk for acute bacterial sialadenitis. 

The sialadenitis may be largely interstitial, or it may cause 
focal areas of suppurative necrosis or even abscess 
formation.



Chronic sialadenitis
arises from decreased production of saliva with 

subsequent inflammation.
The dominant cause is autoimmune sialadenitis, which is 

almost invariably bilateral.This is seen in Sjögren
syndrome. 

All of the salivary glands (major and minor), as well as the 
lacrimal glands, may be affected in this disorder, which 
presents with dry mouth (xerostomia) and dry eyes 
(keratoconjunctivitis sicca). 

The combination of salivary and lacrimal gland 
inflammatory enlargement, which is usually painless, 
and xerostomia, whatever the cause, is sometimes 
referred to as Mikulicz syndrome. 

The causes include sarcoidosis, leukemia, lymphoma, and 
idiopathic lymphoepithelial hyperplasia.



Salivary Gland Tumors

The salivary glands give rise to a diversity of tumors.

About 80% of tumors occur within the parotid glands 
and most of the others in the submandibular
glands.

Males and females are affected about equally, usually 
in the sixth or seventh decade of life.

In the parotids 70% to 80% of these tumors are 
benign, whereas in the submaxillary glands only
half are benign. 

Thus, it is evident that a neoplasm in the submaxillary
glands is more ominous than one in the parotids.



The dominant tumor arising in the parotids is the 
benign pleomorphic adenoma, which is sometimes 
called a mixed tumor of salivary gland origin. 

Much less frequent is the papillary cystadenoma 
lymphomatosum (Warthin tumor).

Collectively, these two types account for three-fourths 
of parotid tumors. 

Whatever the type, they present clinically as a mass 
causing a swelling at the angle of the jaw.

The most malignant tumor of the salivary gland is 
mucoepidermoid carcinoma, which occurs mainly 
in the parotids



When primary or recurrent benign tumors are present 
for many (10-20) years, malignant transformation 
may occur, referred to then as a malignant mixed
salivary gland tumor. 

Malignancy is less common in the parotid gland (15%) 
than in the submandibular glands (40%).



Pleomorphic Adenoma (Mixed Tumor of Salivary 
Glands) This tumor accounts for more than 90% of 
benign tumors of the salivary glands. 

It is a slow-growing, well-demarcated, apparently 
encapsulated lesion rarely exceeding 6 cm in 
greatest dimension.

Most often arising in the superficial parotid, it usually 
causes painless swelling at the angle of the jaw and 
can be readily palpated as a discrete mass.

It is nonetheless often present for years before being 
brought to medical attention. 



Despite the tumor's encapsulation, histologic 
examination often reveals multiple sites 
where the tumor penetrates the capsule. 

Adequate margins of resection are thus 
necessary to prevent recurrences.

This may require sacrifice of the facial nerve, 
which courses through the parotid gland. 

On average, about 10% of excisions are followed 
by recurrence.



Morphology
The characteristic histologic feature of pleomorphic 

adenoma is heterogeneity.

The tumor cells form ducts, acini, tubules, strands, or 
sheets of cells.

The epithelial cells are small and dark and range from 
cuboidal to spindle forms. 

These epithelial elements are intermingled with a loose, 
often myxoid connective tissue stroma sometimes 
containing islands of apparent cartilage or, rarely, bone. 

Immunohistochemical evidence suggests that all of the 
diverse cell types within pleomorphic adenoma, 
including those within the stroma, are of myoepithelial 
derivation



Pleomorphic adenoma. A, Slowly enlarging neoplasm in the parotid 

gland of many years duration. B, The bisected, sharply circumscribed, 
yellow-white tumor can be seen surrounded by normal salivary gland 
tissue.



Pleomorphic adenoma. A, Low-power view showing a 
well-demarcated tumor with adjacent normal salivary 

gland parenchyma. B, High-power view showing 
epithelial cells as well as myoepithelial cells found 
within a chondroid matrix material.



Warthin Tumor (Papillary Cystadenoma 
Lymphomatosum, Cystadenolymphoma)

This infrequent benign tumor occurs virtually only in 
the region of the parotid gland and is thought to 
arise from heterotopic salivary tissue trapped 
within a regional lymph node during 
embryogenesis. 

This tumor is generally a small, well-encapsulated, 
round to ovoid mass that on transection often 
reveals mucin-containing cleft like or cystic spaces 
within a soft gray background.



Microscopically,

it exhibits two characteristic features:

(1) a two-tiered epithelial layer lining the branching, 
cystic, or cleftlike spaces; and

(2) an immediately subjacent, well-developed 
lymphoid tissue sometimes forming germinal 
centers.

A recurrence rate of about 10% is attributed to 
incomplete excision, multicentricity, or a second 
primary tumor.

Malignant transformation is rare; about half of 
reported cases have had prior radiation exposure.



Warthin tumor. A, Low-power view showing epithelial and 
lymphoid elements. Note the follicular germinal center 

beneath the epithelium. B, Cystic spaces separate lobules
of neoplastic epithelium consisting of a double layer of 
eosinophilic epithelial cells based on a reactive lymphoid 
stroma.



esophagus
ANATOMIC AND MOTOR DISORDERS: Both 
esophageal anatomy and motor function may be 
affected secondarily by many esophageal disorders.

Achalasia The term achalasia means "failure to 
relax," and in the present context, denotes 
incomplete relaxation of the lower esophageal 
sphincter in response to swallowing. 

This produces functional obstruction of the 
esophagus, with consequent dilation of the more 
proximal esophagus .



Manometric studies show three major abnormalities in 
achalasia:

(1) aperistalsis,
(2) partial or incomplete relaxation of the lower 

esophageal sphincter with swallowing, and
(3) increased resting tone of the lower esophageal 

sphincter. 
It is now generally accepted that in primary achalasia 

there is loss of intrinsic inhibitory innervation of the 
lower esophageal sphincter and smooth muscle 
segment of the esophageal body. 

Secondary achalasia may arise from diverse pathologic 
processes that impair esophageal function.

The classic example is Chagas disease, caused by 
Trypanosoma cruzi, which causes destruction of the 
myenteric plexus of the esophagus, duodenum, colon, 
and ureter.



ESOPHAGITIS
Injury to the esophageal mucosa with subsequent inflammation is 

a common condition worldwide.
The inflammation may have many origins:

prolonged gastric intubation, uremia, ingestion of corrosive or 
irritant substances, and radiation or chemotherapy, among 
others. 

In northern Iran the prevalence of esophagitis is more than 80%; it 
is also extremely high in regions of China. The basis of this 
prevalence is unknown.

The overwhelming preponderance of cases in Western countries 
are attributable to reflux of gastric contents (reflux esophagitis).

Gastroesophageal reflux disease, as it is known clinically, affects 
about 0.5% of the US adult population and has recurrent 
heartburn as its dominant symptom.



There are many presumed contributory factors: 
1- Decreased efficacy of esophageal antireflux 

mechanisms. Central nervous system depressants, 
alcohol or tobacco exposure may be some of the 
contributing causes, but most often no obvious 
etiology is identifiable.

2- Inadequate or slowed esophageal clearance of     
refluxed material.

3- The presence of a sliding hiatal hernia.

4- Increased gastric volume, contributing to the       
volume of refluxed material.

5- Impaired reparative capacity of the esophagea
mucosa by prolonged exposure to gastric juices. 



*Any one of these influences may assume primacy 
in an individual case, but more than one is likely to 
be involved in most instances.

Morphology :

The anatomic changes depend on the causative 
agent and on the duration and severity of the 
exposure. 

Mild esophagitis may appear macroscopically as 
simple hyperemia, with virtually no histologic 
abnormality. In contrast, the mucosa in severe 
esophagitis shows confluent epithelial erosions or 
total ulceration into the submucosa. 



Gross appearance of a severe case of reflux 
esophagitis.Marked hyperemia with focal hemorrhage 
is present in the area of reflux.



Acute esophagitis is manifested here by increased neutrophils 
in the submucosa as well as neutrophils infiltrating into the 
squamous mucosa at the right.



Acute esophagitis, particularly in children, may also 
be marked by infiltration of the squamous mucosa by 
eosinophils, seen here with a Giemsa stain.



Three histologic features are characteristic 
of uncomplicated reflux esophagitis ( 
although only one or two may be 
present):

(1)eosinophils, with or without neutrophils, 
in the epithelial layer; 

(2) basal zone hyperplasia; and

(3) elongation of lamina propria papillae.

* Intraepithelial neutrophils are markers of 
more severe injury



Clinical Features 
The dominant manifestation of reflux disease is 

heartburn, sometimes accompanied by regurgitation of 
a sour brash.

Rarely, chronic symptoms are punctuated by attacks of 
severe chest pain mimicking a heart attack. 

The severity of symptoms is not closely related to 
the presence and degree of anatomic 
esophagitis.

Though largely limited to adults older than age 40, reflux 
esophagitis is occasionally seen in infants and children. 

The potential consequences of severe reflux esophagitis 
are bleeding, development of stricture, and Barrett 
esophagus, with its predisposition to malignancy.



BARRETT ESOPHAGUS 
Barrett esophagus is defined as the replacement of 

the normal distal stratified squamous mucosa by 
metaplastic columnar epithelium containing goblet 
cells.

It is a complication of long-standing gastroesophageal 
reflux, occurring in as many as  5% to 15% of 
persons with persistent symptomatic reflux disease.

However, Barrett esophagus has been detected in 
about the same proportions in asymptomatic 
populations. 



Barrett's esophagus" in which there is gastric-type 
mucosa above the gastroesophageal junction



*It is unclear why individuals with few 
symptoms and little inflammation develop 
Barrett esophagus, and, conversely, why 
others have erosive esophagitis without 
Barrett esophagus.

* Barrett esophagus affects males more often 
than females (ratio of 4:1) and is much more 
common in whites than in other races.

*However, the metaplastic epithelium is not a 
typical intestinal epithelium, as absorptive 
enterocytes are not observed.



Morphology

Barrett esophagus is apparent as a salmon-pink, 
velvety mucosa between the smooth, pale-pink 
esophageal squamous mucosa and the more lush 
light brown gastric mucosa .

It may exist as "tongues" extending up from the 
gastroesophageal junction, as an irregular 
circumferential band , or as isolated patches 
(islands) in the distal esophagus. 

The length of the changes is not as important as the 
presence in the anatomic esophagus of metaplastic 
mucosa containing goblet cells. 



Barrett esophagus. A, B, Gross view of distal esophagus (top) and proximal 
stomach (bottom), showing A, the normal gastroesophageal junction (arrow) 
and B, the granular zone of Barrett esophagus (arrow). C, Endoscopic view of 
Barrett esophagus showing red velvety gastrointestinal mucosa extending from 
the gastroesophageal orifice. Note the paler squamous esophageal mucosa



Barrett esophagus 



Microscopically, 

the esophageal squamous epithelium is 
replaced by metaplastic columnar 
epithelium.

Barrett mucosa may be quite focal and variable 
from one site to the next.

Often necessitating repeated endoscopy and 
biopsy for definitive diagnosis. 

Critical to the pathologic evaluation of 
individuals with Barrett mucosa is the 
recognition of dysplastic changes in the 
mucosa that may be precursors of cancer.



*Ulcer and stricture may develop as a 
complication of Barrett esophagus. 

*However, the chief clinical significance of 
Barrett esophagus is the risk for the 
development of adenocarcinoma. 

*Persons with Barrett esophagus have a 
30- to 100-fold greater risk of developing 
esophageal adenocarcinoma than do 
normal populations, the greatest risk 
being associated with high-grade 
dysplasia.



Esophagus tumor
- Benign is rare.

- Malignant:

Mainly squamous cell carcinomas and 
adenocarcinomas. 

Worldwide, squamous cell carcinomas constitute 90% 
of esophageal cancers, but in the United States 
there has been a very large increase (three- to five 
fold in the last 40 years) in the incidence of 
adenocarcinomas associated with Barrett 
esophagus.



Indeed, this form of cancer has 
surpassed squamous cell carcinoma 
in incidence in the United States. 

Adenocarcinoma arising in Barrett 
esophagus is more common in whites 
than in blacks.

By contrast, squamous cell carcinomas 
are more common in blacks 
worldwide.



Squamous Cell Carcinoma 
An important contributing variable is retarded 

passage of food through the esophagus, 
prolonging mucosal exposure to potential 
carcinogens such as those contained in 
tobacco and alcoholic beverages. 

There is a well-defined predisposing role for 
chronic esophagitis, which is often the 
consequence of alcohol and tobacco use. 

These two agents are associated with the 
majority of squamous cell carcinoma in 
Europe and the United States.



Risk Factors for Squamous Cell Carcinoma of 
the Esophagus :

1- Esophageal Disorder ;

a.  Long-standing esophagitis.

b.  Achalasia.

c.  Plummer-Vinson syndrome (esophageal webs, 

microcytic hypochromic anemia, atrophic glossitis).

2- Life-style ;

a.  Alcohol consumption.

b. Tobacco abuse Body.



3- Dietary ;

a.  Deficiency of vitamins (A, C, riboflavin, thiamine, 
pyridoxine).

b.  Deficiency of trace metals (zinc, molybdenum).

c.  Fungal contamination of food stuffs .

d. High content of nitrites/nitrosamines.

4- Genetic Predisposition;

Tylosis (hyperkeratosis of palms and soles)



Morphology

Squamous cell carcinomas are usually preceded 
by a long prodrome of mucosal epithelial 
dysplasia followed by carcinoma in situ and, 
ultimately, by the emergence of invasive 
cancer.

Early overt lesions appear as small, gray-white, 
plaque like thickenings or elevations of the 
mucosa. 

In months to years, these lesions become 
tumorous, taking one of four forms:



1. polypoid exophytic masses that 
protrude into the lumen; 



2. diffuse infiltrative neoplasms that cause 
thickening and rigidity of the wall and narrowing of 
the lumen & form Circumferential constricting region.



3. Elevated round nodule with central ulceration. 



4. Widely invasive lesion with deep ulceration.



At high power, these infiltrating nests of neoplastic 
cells have abundant pink cytoplasm and distinct cell 
borders typical for squamous cell carcinoma.



*Whichever the pattern, about 20% arise in 
the cervical and upper thoracic 
esophagus, 50% in the middle third, and 
30% in the lower third.



Adenocarcinoma

Barrett esophagus is the only recognized 
precursor of esophageal 
adenocarcinoma.

The development of adenocarcinomas 
from Barrett esophagus is a multistep 
process that unfolds over many years.

The degree of dysplasia is the strongest 
predictor of the progression to cancer.



Individuals with low-grade dysplasia have very low 
rates of progression to adenocarcinomas but the 
progression to cancer may be 10% or more per year in 
individuals with high-grade dysplasia .



• Overall , the risk for developing 
adenocarcinoma varies from 30-fold to 
more than 100-fold above normal.

• In Barrett esophagus tissue there is 
increased cell proliferation, and 
chromosomal abnormalities become 
apparent in high-grade dysplasia.

Morphology
Adenocarcinomas seem to arise from 
dysplastic mucosa in the setting of 
Barrett esophagus.



Unlike squamous cell carcinomas, they are 
usually in the distal one-third of the esophagus 
and may invade the subjacent gastric cardia.

Initially appearing as flat or raised patches on an 
otherwise intact mucosa, they may develop 
into large nodular masses or show deeply 
ulcerative or diffusely infiltrative features. 

Microscopically; most tumors are mucin-
producing glandular tumors showing intestinal-
type features, in keeping with the morphology 
of the preexisting metaplastic mucosa.



Adenocarcinoma of 
the esophagus.

A, Gross view of an ulcerated, 

exophytic mass at the 
gastroesophageal junction, 
arising from the granular 
mucosa of Barrett esophagus.

The gray-white esophageal 
mucosa is on the top, and the 
folds of gastric mucosa are 

below.

B, Microscopic view of 

malignant intestinal-type 
glands in adenocarcinoma 
arising from Barrett 

esophagus.



Clinical Features
Esophageal carcinoma is insidious in onset and 

produces dysphagia and obstruction gradually 
and late.

Weight loss, anorexia, fatigue, and weakness 
appear, followed by pain, usually related to 
swallowing. 

Diagnosis is usually made by imaging 
techniques and endoscopic biopsy.



Because these cancers extensively invade the 
rich esophageal lymphatic network and 
adjacent structures relatively early in their 
development, surgical excision is rarely 
curative. 

Thus, much emphasis is placed on surveillance 
procedures for individuals with persistent 
manifestations of chronic esophagitis or 
known Barrett esophagus.

Esophageal cancer confined to the mucosa or 
submucosa is amenable to surgical treatment


