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Hepatitis-noninfectious:
Causes:                                                                                                                            (1) Alcoholic hepatitis. 
 (2) Autoimmune hepatitis.

 (3) Drug induced hepatitis.
 (4) Non infectious granulomatous hepatitis.

 (5) Neonatal hepatitis.

 (6) Total parental nutrition.

Alcoholic liver diseases:
Include:

a. Hepatic steatosis (50%).
b.Alcoholic hepatitis( 20%).

c. Cirrhosis (10%).

d. Associated with other liver pathology like HCV (20%).

Microscopic features of alcoholic hepatitis:

(1) Hepatocyte swelling & necrosis.

(2) Macrovesicular steatosis.(reversible with moderate alcohol intake).

(3) Mallory’s hyaline body with surrounding neutrophils; also portal lymphocytes &       macrophages. 

(4) Fibrosis may develop late around central veins and extend into parenchyma.
(5) Marked cholestasis or giant mitochondria that appear as globular eosinophilic hyaline inclusions larger than hepatocytes nuclei.
Hepatocellular Carcinoma(HCC:
· Sex:  Male> female (this is in high incidence areas related to greater prevalence of HBV infection, alcoholism & chronic liver diseases among the male).

· Race: Black > white.
· Age: In high incidence areas…….. arise in third to fifth decades of life 

              Low incidence areas it is often arise in the 6th to 7th decades of life.

Etiology:
1. Hepatotropic viruses. HBV, HCV.
2. Cirrhosis. About 60% to 80% of HCC associated with cirrhosis.

3. Liver cell dysplasia . Small cell dysplasia more associated with HCC than large cell dysplasia.

4. Thorium dioxide exposure. (thorotrast a radiographic contrast). Develop HCC within 20 years of exposure.

5. Androgen- anabolic steroid. In male patient with long term used of androgen treatment (like in treatment of carcinoma of prostatic carcinoma).

6. Progestational agent. Several cases of HCC & also liver cell adenoma are associated with using of contraceptive pills.

7. Aflatoxin. This is a product of Aspergillus flavus. Proved to be an etiological factor in development of HCC.

8. Schistosomiasis. No well evidence to be a cause of HCC.

9. Alcohol abuse.
Symptoms: abdominal pain, ascites, hepatomegaly, obstructive jaundice; also systemic manifestations.
Laboratory: elevated serum AFP (70% sensitive).
 Screening: recommended to use ultrasound and serum AFP in patients with chronic liver disease; leads to diagnosis of tumors 2 cm or less, but may not reduce death.
Morphology:

Gross.  unifocal (massive single tumor).
            multifocal (wide distributed nodules).

            diffuse infiltrative cancer (sometime involve the entire liver).
Spread.
· Invasion of vascular channels (very common). 

·  Extend throughout the liver , 

· Obstructed the portal vein, obstructed inferior vena cava & extend to right side of the heart.

Mic. 
· HCC ranges from well differentiated carcinoma that reproduces hepatocytes arranged in cords or small nests. To poorly differentiated lesion which often made up of large multinucleated anaplastic tumor cells.

Scant stroma in most cases of HCC (so the tumor is usually soft).

Variants of HCC. 

1. Fibrolamellar HCC. This is not associated with cirrhosis or other risk factors & have better prognosis.

2. Scirrhous carcinoma. This is hard tumor due to its contents of fibrous tissue.

Gallbladder Pathology
Cholelithiasis:  Also called gallstones.

· Affects 10% of adults in developed countries.

· 80% of gallstones are silent & <1% of children have gallstones.

Risk factors of Gallstones:

1. Age & gender.

·  >50% risk by age 80. 

· The prevalence in white women is about twice as high as in male. “fat, fertile [multiple pregnancies], 40, female”

2. Ethnic & geographic. 

· Cholesterol gallstones prevalence approach 75% in native American population whereas pigmented stones are rare; 

· The prevalence appears related to biliary cholesterol hyper secretion. Gallstones are more prevalent in western countries & uncommon in under developed countries.

3. Environment. Estrogenic influences, including contraceptives & pregnancy: All these are associated with increase hepatic cholesterol uptake & synthesis. Leading to excess biliary secretion of cholesterol.

4. Acquired disorders. Any condition in which gallbladder motility is reduced predispose to gallstones, such as pregnancy, rapid weight loss, & spinal cord injury.

5. Hereditary, include ethnicity, family history, inborn errors of metabolism.

6. Pigment stones risk factors are: 
· increased unconjugated bilirubin (from hemolytic syndromes, ileal dysfunction/bypass, bacterial contamination of biliary tree).

However, 80% of patients with gallstones have no identifying risk factor other than age & gender.

Types of gallstones: 

I. Pure gallstones. 

· Form (10%) of all gallstones.

·  Are composed of only one of the following substances. (Cholesterol, calcium bilirubinate, & calcium carbonate).

·  The most common pure stones are cholesterol stones. Which are single, spherical ,& coarsely nodular, they have translucent bluish white color.  

· Most cholesterol stones are found in multiparous women, this is probably related to the fact that cholesterol metabolism is altered during pregnancy.
· Cholestrol stones arise exclusively in the gallbladder. 

· There is no correlation exist between the presence of cholesterol stones in the gallbladder & the level of cholesterol in the blood.

·  Most of cholesterol stones are radiolucent, (only 20% are radiopaque, due to contents of Ca+2).   

 Other pure stone are calcium bilirubinate stones (pigmented stones). These are multiple, small, brown to black. Measure 2 to 5 mm in diameter. 

Causes of pigmented stones.

 1. Cirrhosis.

2. Hemolytic diseases. Like sickle cell anemia, thalasssimia, and hereditary spherocytosis.                                     

3. Artificial valves.

Pigmented stones may arise anywhere in the biliary tree & colored as black - brown. 

50% to 70% of pigmented stones are radiopaque.

Other types of pure stones are calcium carbonate stones. 

The gallbladder containing pure stones shows little or no inflammatory reaction if the cystic duct is not obstructed.

II. Mixed gallstones. 

· Form 80% of gallstones. 

· consist of various combination of cholesterol, calcium bilirubinate, & calcium carbonate, 

· They are usually multiple, faceted & laminated. 

· Chronic cholecystitis is almost always present.

III. Combined gallstones. 

· Form 10%of galldstones.

·  large & single. 

· They may have pure nucleus with a mixed shell or the reverse.

· They are always associated with chronic cholecystitis & occasionally biliary fistula.

Note:

In the western countries. Types of gallstones are. 

A. Cholesterol gallstones (80%).

     B. Pigmented gallstones (20%).  

