GIT Tumours – 25/08/03 – Prof Muller
CARCINOMA OF OESOPHAGUS (Robbins pp 783)

The most common type of cancer affecting the oesophagus is of epithelial origin. 
Incidence (Lecture notes)
Accounts for about 2-3% of all malignant tumours in Scotland, and is the commonest cancer in China, Iran, Russia, and South Africa. Diagnosis is usually late, therefore prognosis is poor. 
Two main types: Squamous cell carcinoma, adenocarcinoma of oesophagus

Aetiology of both types of carcinoma

Aetiology can be put down to the following categories: dietary, lifestyle, oesophageal disorders, genetic predisposition. Dietary factors include: nutritional deficiencies such as ( vitamins, zinc, fungal toxins in foodstuffs, nitrites/nitrosamines. Lifestyle factors include: alcohol & tobacco usage. Oesophageal disorders include: long-standing oesophagitis (due to high turn over of epithelial cells therefore more chances of mutations), Barrett’s oesophagus. Genetic predisposition: blacks are affected more than whites. 
Macroscopic appearance of both types of carcinoma
Most cancers occur midway along the oesophagus. Initially, they appear as mucosal thickenings. After a while, they can progress to any of the following three pathways: 1) protruded lesion: a polypoid lesion that protrudes into the lumen therefore causing obstruction, 2) diffuse spread: the lesion spreads along the internal surface of the oesophagus, eventually encircling the lumen ( making the walls rigid and thickened, 3) excavated: where they ulcerate into the oesophageal wall and go through it.
Microscopic appearance of both types of carcinoma

By the time of diagnosis, both types of cancers usually have spread into the wall of the oesophagus. Fig 18-9 pp 785, shows the SCC penetrating into the submucosa. Fig 18-10 pp 786 shows adenocarcinoma progressing into the submucosa, a glandular pattern seen. 
Complications of Ca of oesophagus

· Spread: If the lesion is ulcerative, then it can spread to posterior mediastinum, pleural cavity. Most of the times the spread is via lymphatics as the oesophagus has lots of lymph vessels in its submucosa. Metastases can occur to cervical, paratracheal, tracheobronchial, and coeliac lymph nodes respective to where the lesion is present. 
· Obstruction: If the lesion is diffuse or polypoid, it can produce stenosis or total obstruction of the lumen. This can cause food material to reflux back into the respiratory tree – causing aspiration pneumonitis
· Inanition: A cancer of any sort will starve the human body ( leading to weight loss, appetite loss etc. 
Other types of tumours in oesophagus
Other types of tumours include: Benign (leiomyomas, fibromas etc). Malignant variety include: malignant melanoma (oesophagus contains some melanocyte) etc. 

STOMACH (Robbins pp 787)

Benign lesions

Benign lesions in the stomach can be non-neoplastic or neoplastic. The common non-neoplastic lesions found are the hyperplastic polyps. These are just extra cells that grow in clusters and project into the lumen, they have no malignant potential. The neoplastic lesions are the adenomas. These are lesions which have glandular proliferation of the mucosal cells, where the cells are dysplastic. These have malignant potential. Adenomas can have a broad attachment to the mucosa (sessile) or be pedunculated. 
Malignant lesions – Gastric carcinoma
Incidence: Incidence is high in Asia, South America, and Eastern Europe. Incidence is dropping in USA/UK/Australia. Prognosis is poor with 5 year survival rate of 20%. 
Aetiology: Can be divided into dietary (i.e.: nitrites/nitrosamines, smoked/salted foods), lifestyle (i.e.: smoking, low socioeconomic class), stomach disorders (i.e.: H.pylori, chronic gastritis & intestinal metaplasia, gastric adenoma, Barrett oesophagus), genetic predisposition (i.e.: family history, colon cancer). 
Macroscopic appearance of gastric carcinoma: Early gastric tumours are confined to the mucosa and submucosa, whereas advanced gastric tumours extend into the muscularis layer. Gastric carcinomas can progress to the following types of lesions: 1) exophytic/protruded, 2) diffuse/flat/depressed: spreads within the mucosa, 3) excavated: ulcerates through the wall, similar to peptic ulcers. Linitus dysplastica is a rare form of diffuse infiltration of malignant cells throughout the mucosa making the wall rigid. Fig 18-22 pp 800 depicts this. 
Microscopic appearance of gastric carcinoma: There are two histologic subtypes of gastric carcinoma: 1) intestinal, 2) infiltrative. The former comprises of glands resembling Ca of colon, and the cells produce mucin. The latter comprise of malignant cells which are scattered throughout the mucosa, cells have signet ring conformation (mucin producing). 
Spread of gastric carcinoma: Local (celiac etc), and distal lymph nodes (supraclavicular – Virchows nodes), visceral organs (pancreas, liver, & ovaries ( called Krukenberg tumour). 
Other types of malignant lesions

Some other types of malignant lesions are:
Lymphomas, Carcinoid (i.e.: neuroendocrine derivative), Leiomyosarcoma. 
SMALL INTESTINE (Robbins pp 802)

Tumours of the small intestine are rare, and if they occur – they are mostly benign. 
Benign lesions ( adenomas (Robbins pp 827)

Adenomas are pretty common in the SI. They often occur at the Ampulla of Vater. They are associated with FAP. Like oesophagus and stomach, adenomas are premalignant. The adenomas resemble the ones in the colon, histologically. 

Carcinoid tumours (throughout GIT) (Robbins pp 835)_

Endocrine cells are present throughout the GIT. Tumours can arise in these cells. Almost half of all SI malignancies are carcinoids. The cells of carcinoid tumours can synthesise hormones just like their normal counterparts. Carcinoids can arise anywhere from the oesophagus to the rectum. The split is: 75% = midgut origin (appendix most common), 15% = hindgut origin, 10% = foregut origin. 
Ileal carcinoids are similar to appendiceal carcinoids except they have a multicentric foci. Ileal carcinoids also metastasize frequently to lymph nodes and liver. If they go to the liver, they secrete large amounts of 5HT. 5HT causes diarrhea, bronchospasm, subendocardial fibrosis, & pulmonary stenosis. 
Macroscopic / Microscopic: The carcinoid tumours can occur intramurally or submucosally. They can cause polypoid like nodules on the surface. Characteristically have a yellow appearance. Rectal and appendiceal carcinoids never metastasise. Histological, all the tumour cells look alike and form clumps of cells surrounded by a delicate fibrovascular stroma. 
Adenocarcinomas (Robbins pp 827)

These are pretty rare and usually present as polypoid like lesions on the surface of the duodenum. Histologically similar to adenocarcinoms of the colon. 
Malignant lymphoma (Robbins pp 837)

Lymphomas usually occur at lymph nodes, but the GIT is the commonest site outside nodal areas. There are three main types of GIT lymphomas: 1) B cell tumours: B cells are present in MALT, and tumours arise here, 2) Sprue (celiac disease) associated: Arises in patients with celiac disease (malabsorption due to gluten), and is T cell origin, 3) Mediterranean lymphoma: small bowel mucosa infiltrated with plasma cells, where plasma cells make abnormal IGA heavy chains, where the variable portion is deleted. Patients may also have B cell tumours or celiac disease. 
COLON (Robbins pp 827)
Adenomas (Robbins pp 828)

An adenomatous polyp occurs due to dysplastic proliferation of epithelial cells. There are three main types of adenomas: 1) Tubular, 2) Villous, 3) Tubulovillous. 
Tubular (60%): This means the histological nature of the glands is tubular. Small lesions may be sessile, while large ones may have a stalk. The stalk is composed of fibromuscular tissue, surrounded by normal colonic mucosa. The epithelium of the adenoma itself (i.e.: the cauliflower like structure at the end of the stalk) is dysplastic. Villous (10%): The villi present in the colon are covered with dysplastic epithelium that project into the lumen. The adenoma is sessile. 
Tubulovillous (25%): These types of adenoma have areas where the polyp has a stalk and where it is villous. 
All adenomatous polyps cause a four fold greater risk of colorectal cancer. 
General rules: 1) Tubular adenomas are small and pedunculated, 2) Villous adenomas are large and sessile, 3) Malignancy of an adenoma depends on: a) polyp size (>4cm or <4cm), tubular/villous (villous 10 times worse), degree of dysplasia of epithelium. 
Polyposis syndromes (Robbins pp 831)

All of these syndromes are autosomal dominant, and they are important because they can transform into carcinomas. 
FAP (polyposis coli): The defect is in the APC gene in chromosome 5 (q21-22 region). Hundreds of tubular adenomas line the colonic mucosa. Have nearly 100% Ca transformation rate. Gardner’s syndrome: This is just a variation of FAP. You get multiple adenomatous polyps + osteomas (mandible, skull, long bones). Turcot’s syndrome: This is another variant. You get multiple adenomatous polyps + CNS neoplasms (mainly gliomas). Juvenile polyposis: Ca risk is low – 15%. 
Carcinoma of colon (Robbins pp 833)

Epidemiology: Peak incidence between 60-79yrs. Most common in USA and other developed nations, and least common in developing nations. Aetiology: dietary (i.e.: obesity, low fibre, high refined carbohydrates, red meat, low vitamins ACE) is the main factor. Low fibre means increased faecal transit time ( altered bacterial flora of intestine ( toxic byproducts of carbohydrate degradation by bacteria are making longer contact with colonic mucosa. Intestinal bacteria also convert bile acids ( carcinogens. Other factors include: colonic disease (i.e.: adenomas, ulcerative colitis). 

Macroscopic appearance of colon cancer: Most cancers occur distally (sigmoid, rectum). Proximal lesions are usually exophytic, polypoid in nature. Distal lesions are annular, fungating (cauliflower) and have central ulcerative part. Both types eventually go through the wall of colon, and past serosa. 
Microscopic appearance of colon cancer: adenocarcinoma (glandular structure) with mucus producing cells.

Spread: local lymph nodes along mesentery, central abdominal lymph nodes, eventually into venous system ( liver, brain, lungs. Can spread distally into lymph nodes serving the bladder, pelvis. 

Staging of colon cancer: Dukes criteria of staging. A – mucosa, B1 – extends to muscle layer, B2 – penetrates muscle layer, C1 – extends to muscle layer + lymph node involvement, C2 – penetrates muscle layer + lymph node involvement, D – metastases. 

Clinical features: Right sided tumours: fatigue, weakness, iron def anaemia (all 2nd to bleeding), Left sided tumours: left lower quadrant pain, diarrhea, constipation, occult bleeding. Rectal bleeding is carcinoma until proven otherwise. 
Source: http://www.rajad.alturl.com 

