V.
Crohn's Disease  (regional enteritis)

A.
What are its basic features?

1.
ulceroinflammatory lesions in the ileum or colon

2.
fibrosis, constrictions, fistulas

3.
recurrent granulomas

4.
"skip lesions"

5.
systemic involvements

a)
skin lesions such as erythema nodosum

b)
arthritis and ankylosing spondylitis

c)
uveitis

d)
cholangitis


B.
Epidemiology

1.
worldwide, 5 per 100,000

2.
more in USA , Britain, and Scandinavia

3.
less in Japan, Russia and South America

4.
familial in about 40% of the cases?

5.
most patients are smokers


C.
Etiologies and pathogenesis

1.
no causative agent has been identified

2.
specific immune anomalies have not been uncovered


D.
Morphology

1.
transmural ulceroinflammatory lesions

a)
sharp separations between involved and uninvolved gut

b)
"canker sore"-like early lesions of mucosa

c)
thick fibrosis develops

d)
linear ulcers

e)
"skip lesions"

f)
noncaseating granulomas

g)
lymphoid follicles develop in gut wall


2.
classic is terminal ileum


3.
fistulas between segments of bowel


4.
obstruction of bowel


5.
what is "granulomatous colitis"?


E.
Clinical features

1.
mild diarrhea, fever, low right quadrant pain

2.
asymptomatic periods and exacerbations

3.
attacks percipitated by emotional stress

4.
blood in stool may cause anemia

5.
malabsorption syndrome

a)
B12 deficiency

b)
malnutrition

c)
may interrupt enterohepatic bile absorption (steatorrhea)


6.
increased incidence of GI tract cancers


VI.   Tumors of the small intestine

A.
General considerations

1.
rare

a)
curious because of rapid mitosis here

b)
but rapid transit time

c)
low irritation from highly fluid nature

d)
high concentration of secretory IgA


2.
about 5% of all GI tract tumors


B.
Benign tumors


C.
Malignant tumors

1.
adenocarcinomas are 50% of malignant SI tumors

a)
napkin-ring shaped tumors

b)
about 70% five-year survival rates


2.
some lymphomas, esp around Peyer's Patches


3.
carcinoid tumors (from APUD cells)

a)
esp in the appendix, but also SI

b)
multiple primary sites******

c)
spread to LIVER, lungs and bones

d)
most from the appendix do not metastasize

e)
those smaller than 1 cm are rarely malignant

f)
nests or aggregates of small uniform cells

g)
don't forget the carcinoid syndrome (10% of patients)

(1)
diarrhea

(2)
episodic flushing

(3)
bronchospasm

(4)
cyanosis

(5)
valve disease of right heart


VII.   Malabsorption Syndromes

A.
What are the basic mechanisms that result in this problem?

1.
improper digestion of nutrients to smaller molecules

2.
decreased absorptive function of intestine

3.
problem with transport of nutrients within epithelial cells


B.
What are the major clinical features?

1.
weight loss

2.
anorexia

3.
abdominal distension

4.
bowel sounds

5.
muscle wasting

6.
abnormal stools (esp light-yellow and greasy)


C.
Celiac disease (sprue)

1.
pathogenesis

a)
hypersensitivity to epitopes in gliadin from gluten

b)
"gluten-sensitive enteropathy

c)
about 80% have HLA-B8

d)
gliadin in wheat, barley, and rye grain


2.
morphology

a)
atrophy of villi in jejunum

b)
flattening of the mucosa

c)
chronic inflammatory cells in lamina propria

d)
returns to normal with gluten-free diet


3.
clinical features

a)
generalized malabsorption

b)
anemia from iron deficiency or folate deficiency

c)
impaired calcium absorption

(1)
paresthesias

(2)
cramps

(3)
osteomalacia

(4)
osteoporosis

(5)
tetany


d)
may see cerebellar atrophy

e)
spinal cord demyelination (with sensory ataxia)


D.
Tropical sprue

1.
unknown etiology

2.
intestinal changes resemble celiac sprue

3.
Caribbean area


E.
Whipple's disease

1.
pathogenesis

a)
caused by Tropheryma whippelii (an Actinomycetes)

b)
invasion of lamina propria

c)
eaten by macrophages (which are PAS +)

d)
spread to regional lymph nodes

e)
found in many other organs (i.e., multisystem disease)


2.
flat, thickened villi


3.
male predominance (10:1)


F.
Disaccharidase deficiency


VIII.   Obstructions

A.
Categories

1.
due to mechanical 


2.
due to vascular disease


B.
Hernias


C.
Adhesions


D.
Intussusception:  ( pressure ( peristalsis


E. Volvulus



IX.   Normal Anatomy of the Colon

A. 
How long is it?

B.
What is its blood supply?



C.
What is the nature of the epithelial surface and glands?



D.
What are the most important cells?


X.
Congenital Defects

A.
Megacolon:  Hirschprung’s dz, Chagas Dz


1.  loss of neurons in the myenteric plexus



B.
Imperforate anus



XI.
Diverticular Disease (most common in the colon)



A.
How is this disease defined?



1.
diverticulitis:  infection is present



2.
diverticulosis:  no infection



B.
Epidemiology



1.
rare under 30 years of age



2.
low incidence in Japan



3.
disease of Western civilization



4.
about 95% in sigmoid colon



C.
Pathogenesis

1. herniation of mucosa and submucosa through weak wall:  anatomic irregularity of the muscle layer

2. often in children with Marfans syndrome, diets low in fiber, , hyperplasia of mucularis, 



increased intraluminal pressure ( increased peristalsis




D.
Clinical features



1.
most are asymptomatic:  diverticulosis



2.
only 20% develop symptoms: diverticulitis ( constipation, discomfort, cramps, possible diarrhea,  fever and leukocytosis ( fistula


XII.   Vascular Lesions


A.
Ischemia and infarction


B. Hemorhoids

C. Vascular ectasias


XIII.   Inflammatory Disease


A.
Ulcerative colitis  (an inflammatory Bowel Disease)


1.
what are its basic features?


a)
ulceroinflammatory lesions


b)
not transmural 


c)
no skip lesions


d)
no granulomas


e)
rectum and descending colon

f)
systemic involvements as in Crohn's disease


2.
etiologies and pathogenesis

a)
same  considerations as Crohn's disease

b)
unknown


3.
morphology

a)
ulcers spread in retrograde fashion from rectum

b)
lesions only in mucosa and submucosa

c)
small "crypt" abscesses spread laterally in submucosa and 
cause surface mucosa to slough off


d)
fibrosis and thickening after repeated bouts


4.
what are its basic clinical features?

a)
bloody mucoid diarrhea

b)
relapsing disorder

c)
may go months to years without relapse

d)
lower abdominal pain and cramps

e)
fever and weight loss

f)
increased risk of colon cancer


B. Pseudomembranous colitis


XIV.   Tumors of the Colon

A.
Polyps:  most commonly in the descending and sigmoid colon, single (multiple is a bad sign)




hyperplastic polyps
tubular adenomas
villous adenomas
familial polyposis






mainly left colon and rectum
most are single

most in rectum (55%)
multiple polyps over intestinal mucosa




in 60 to 65 years of age


morphology



proliferation of normal cells
-slender stalk of connective tissue,  

 mobile w/ palpation

-raspberry-like head

-core has submucosa

-some dysplasia
generally nonmovable

tend to be larger


secrete much mucous


autosomal dominant (long arm of chromosome #5)



no anaplasia ( low risk of malignant transformation
-precancerous lesion
-often harbour invasive areas in the middle ( serial sections must be biopsied
-about 40% chance of cancer if larger than 5 cm
almost inevitable malignant transformation by age 40


Carcinoma

Description


Sn/Sx
symptoms often appear early but are ignored by patient

(1)
present for a long time before diagnosis

(2)
rectal bleeding

(3)
altered bowel habits

(4)
left side shows symptoms earlier but invades earlier

(5)   CEA:  chorionic embryonic antigen ? 

Pathology/ Morphology
about 75% in rectum and sigmoid

napkin-ring lesion in descending colon

polypoid, fungating mass in ascending colon

Etilology
(4) -precancerous lesions are important
-dietary factors probably play a big role (animal fat and protein)

-predisposing factors

   (a)
villous adenomas

   (b)
ulcerative colitis

   (c)
Crohn's disease

(5)    (d)
familial polyposis

Onset/ Course


over 150,000 new cases each year

(5)
high in northwest Europe and North America

(6)
low in South America, Africa and Asia

(7)
high in urban areas

(8)
rare in rural black populations

(9)
peak incidence over 70 years of age
about 60,000 deaths each year in USA

(6) ranks second or third in incidence and mortality


Metastasis

(1)
liver

(2)
lungs

(3)
bone marrow

(7) other
A. Staging:

B. limited to mucosa

C. gone through entire thickness of wall of colon

D. spread to regional lymph nodes

E. dissemination to distant sites

Colon Cancer (Gaby)
Calcium, also consider potassium and magnesium

pregnancy:  up to 2,000 mg/day
Conflicting studies:  There is suggestive evidence that calcium supplementation may prevent colon cancer.  May prevent the conversion of bile salts into carcinogenic substances.

Controlled trail:  Calcium supplementation increased survival in patients with colon cancer.
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