Hepatic toxicology 2



Hepatic Structure: Lobular and Acinar Models and
zonal toxicity
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SITE

REPRESENTATIVE TOXICANTS

POTENTIAL EXPLANATION FOR SITE-SPECIFICITY

Zone 1 hepaocyies (versus zone 3)

Zone 3 hepatocytes (versus zone 1)

Bile duct cells

Sinusoidal endothelivm

(versus hepatocytes)
Kupffer cells
Stellate cells

Fe (uverfoud)
Allyl alcohol

CCly
Acetaminophen

Ethanol
Methylene dianiline, Sporidesmin
Cyclophosphamide, monocrotaline

Endotoxin, GdCl,
Vitamin A

Ethanol (chronic)

Prelerenual uplake and ingh oxygen evels

Higher oxygen levels for oxygen-dependent
bioactivation

More P450 isozyme for bioactivation

More P450 isozyme for bioactivation and less
GSH for detoxification

More hypoxic and greater imbalance in
bicactivation/detoxification reactions

Exposure to the high concentration of reactive
metabolites in bile

Greater vulnerability o toxic metabolites and
less ability to maintain glutathione levels

Preferential uptake and then activation

Preferential site for storage and then
engorgement

Activation and transformation to
collagen-synthesizing cell




