


INTRODUCTION

* Normally, liver contains 5% lipid which is present in
kuffer cells.

* |n fatty liver, lipids mainly as trigylcerol droplets
accumulates in hepatocytes.

* Leads to impairment in metabolic function of liver.
* May eventually lead to cirrhosis, hepatitis,

hepatocellular carcinoma MUre.

atty




FATE OF FA IN LIVER

Free lathy acids

Fﬂ*.ﬂﬂlh

Oxidatoan to
Y} kKedoore: bodics GO,
I atty sckde |
-:"':.n;-;':- Phospohiplhds
ci-Labyosio —_— -
phosphate ™ CATABOLISM [
- hodasiar ol

[k [ s e

Lipoprolesns

Lipsd sccurmulation




PATHOGENESIS

. metabolic
raised levels_ of free fatty block in“the production of
aC’dS- - -
nlasma lipoproteins

INCREASE MOBILIZATION OF FAT FROM (1)a block in apolipoprotein
ADIPOSE TISSUE Tlo LIVER. synthesis(PURINE/CCL4) or an
Increase in its degradation before it

INCREASE INFLUX OF FATTY ACIDS IN

LIVER. i can be incorporated into VLDL,

(2) a block in the synthesis of the
OVERPRODUCTIO!! OF lipoprotein from lipid and
TRIACYLGLYCEROL apolipoprotein,

CONDITIONS pesociatep (3) a failure in synthesis of
Diabetes mellitus, starvation, phospholipids(CHOLINE
alcoholism and high fat diet. DEFICIENCY/ESSENTIAL FA

DEFICENCY)
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JIAGRAMATIC REPRESENTATION
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LIPOTROPIC FACTORS

* substances the deficiency of which causes fat (triacylglycerol) to
accumulate in liver.

* CHOLINE-essential for fat metabolism. Acts as a methyl donor.
Deficiency leads to-
Decreased phospholipid synthesis

Impaired formation of lipoprotein membrane

Reduced synthesis of carnitine due to insufficient supply of methyl
groups

Impairment in fatty acid oxidation.

INOSITOL- it is a component of phospholipid.
METHIONINE- required for synthesis of choline.
OTHER- FOLIC ACID, BETAINE,VIT B12, VIT E ,SELENIUM



ALCOHOL IN FATTY LIVER

Catalase
(peroxisomes)

Metabolism of ethanol in the liver

NAD —» NADH | NAD — NADH

ADH I'Lﬂﬂ%}
ETHANOL — W = lAEETﬁI.;;EE]H ALDH _

(cytosel) (mitochondria)

ACETATE —» ACETYL-CoA —» CO;+H,0

I:*oduction of protein-aldehyde adducts which
are extremely toxic and can cause cytoskeletal
and membrane damage and bring about
P-450 (MEOS) (10%) hepatocellular necrosis

s O Formation of malon-di-aldehyde-acetaldehyde

(MAA) adducts which produce autoantibodies
and initiate autoimmune response. Theses
adducts have also a role in hepatic fibrogenesis
due to peroxisome proliferator-activated
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DlSEASE « Immunological effects

(Impaired CMI, Mallory's hyalin)

* Increased liver fat

* Increased redox ratio

« Ratantion of livar call

walarand prolains
i « Hypoxia
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Dhirect hapatotoxicity

Inflammmation

o iCytokinas i 2 {Production of protein-aldehyde
ThF-a i1, ILE, TGF-3) adducts, MAA adducts)

Hepatotoxicity by acetaldehyde

Fibrogenesis

Oxidative stress A e
(Free radicals) Autoantibodies
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