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HRS

• could be described as type 1 and type 2. Type 1 HRS is a rapid 
renal failure with aserum creatinine level rising greater than 2.5 
mg/dL in less than two weeks and is known for causing AKI.

• Onthe contrary, type 2 HRS is defined as a slower moderate 
decline in renal function with serum creatinine
levels ranging between 1.5 and 2.5 mg/dL resulting in refractory 
ascites





Most bile acids are usually reabsorbed in the ileum and transported via portal blood circulation back to the
liver. It is estimated that the liver does not take up about 10-50% of reabsorbed bile acids, making them
escape in the peripheral circulation leaving behind 100 μmol bile acids per day prone to glomerular
filtration
Under normal physiologic conditions, approximately 1-2 μmol per day of bile acids are excreted in urine 

Furthermore, treating
hyperbilirubinemia has been shown to improve “jaundiced heart,” a common term reflecting a decline in
cardiac performance in advanced hepatic dysfunction [4]. The evidence suggests that systemic endotoxins
release due to excess bilirubin, leading to renal blood flow redistribution, causes hypotension and
hypoperfusion. It eventually leads to corticomedullary junction ischemia and results in tubular injury [1,4].
A similar mechanism is linked with concomitant sepsis-related-AKI in these patients



Treatment strategies and outcomes
The definitive diagnosis and subsequent treatment of CN 
are challenging, especially considering that a few
case reports are diagnosed postmortem through autopsy, 
and adequate treatment was not provided.
Treatment of CN is primarily based on treating the 
underlying cause of hyperbilirubinemia to prevent kidney
injury [4]. In the case of biliary stones or tumors, 
endoscopic retrograde cholangiopancreatography, stent
placement, and tumor resection may be done to relieve 
the obstruction. Extracorporeal therapies such as
hemodialysis and plasma exchange are the other 
treatment options when CN is diagnosed; however, the
number of sessions varies and the outcome [4]. Patients 
are reported to have clinical improvement and even
complete kidney injury reversal evidenced by 
normalization of creatinine and reduction of bilirubin levels
[14,16,19,20,22,39,42]. The time for recovery observed 
varied per study. Both Flores et al. and El Khoury et a



Conclusions
CN is an uncommon diagnosis but a common finding in patients with liver disease. Suspicion and
meaningful consideration should be given to BCN in non-respondents to HRS treatment. The kidney 
biopsy
is an accurate diagnostic, and the transjugular approach can be a better alternative to traditional biopsy 
to
expedite the diagnosis by simultaneously obtaining liver and kidney biopsies, also lessening the 
bleeding risk
in high-risk patients. This review is crucial in suggesting the various mechanisms, diagnostic 
techniques,
and treatment approaches to BCN.



• Parenchymal disease
causing jaundice usually also elevates ALT &AST.





• results from an inability of the liver to transport 
bilirubin into the bile, as a consequence of 
parenchymal liver disease.

Hepatocellular jaundice 



• Both unconjugated and conjugated bilirubin in the blood increase!!!



Hepatocellular Dysfunction      
mainly elevated direct bilirubin
Biliary epithelial and hepatocyte damage (eg, hepatitis, hepatic cirrhosis)



Prothrombin time (PT) and (aPTT) 

• and activated partial thromboplastin time are common initial tests in 
the evaluation of patients with suspected bleeding disorders 

• PT evaluates extrinsic and common pathways 

• aPTT measures intrinsic and common pathways 



PT/PTT



Liver failure: 

•Decreased activity of all coagulation factors 
except for factor VIII which is not produced by hepatocytes 

•Factor V activity is decreased in liver failure but not 
with vitamin K antagonists or vitamin K deficiency 

•May have bleeding or be asymptomatic 



ALT/AST  > ALK

Direct bili.>indirect 
Low albumin 
High INR  not responding 
fully to vit k 







Acute liver failure 



Hepatocellular jaundice

• Acute jaundice with (ALT) > 1000 U/L suggests acute hepatitis A 
or B, drug toxicity (e.g. paracetamol) or hepatic ischaemia.
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it is clear that a minority of heavy drinkers develop significant liver disease. 
The injurious effect of alcohol on the liver is not linearly dose-dependent,

but there is 

a threshold beyond  which the risk for serious liver disease increases with 
increasing levels of consumption.



Risk of alcoholic liver disease increases markedly in men if they 
ingest > 40 g, particularly > 80 g, of alcohol/day 
about 2 to 8 cans of beer
about 3 to 6 glasses of wine
or 3 to 6 shots of hard liquor for > 10 years;

Risk increases markedly in women if they ingest about half that 
amount.



Risk of alcoholic liver disease 

• Not related to pattern or type of drinking 

• Related to quantity of drinking 



945 000 people in the USA died from alcohol-related causes 
between 1999 and 2017.
nearly a third of alcohol-related deaths were from liver disease

According to the World Health Organization the fraction of liver cirrhosis 
attributable to alcohol use in Spain is 73.8% among men and 56.3% among 
women



consumption continues to increase; between 1990 and 2017, 
global consumption of alcohol in adults rose from 5·9 L to 6·5 L 
per head per year and is forecast to reach 7·6 L per head by 
2030



Global goals for reducing the harmful use of alcohol are unlikely 
to be achieved, and known effective and cost-effective policy 
measures should be implemented to reduce alcohol exposure







Symptoms /signs

• Oder of alcohol

• Day and night reversal  

• Peripheral neuropathy 

Signs

• Duputren’s contracture 

• Wernicke –Korsakoff

• Psychomotor agitation ,hallucination ,illusion 





Lab. 

• AST>ALT?

• GGT high  

• MCV  high 

• IG g high?

ALT /AST ,GGT, Macrocytosis : may suggest alcohol use, 
but on their own are 

inadequate to establish alcohol use in ALD



Management  of alcoholic liver disease 

• Stop drinking /Medical help to stop 

• Management consequences of drinking 



the only effective treatment to treat Alcoholic Related Liver Disease 
is prolonged withdrawal.

Because abstinence is the single most important 
factor in improving survival from ALD.





LIVER



Forced fed goose 

1842

chemist Justus von liebig (1842)

Linked the development of human fatty 

liver to the fattening of the goose :

1842

chemist Justus von liebig (1842)

Linked the development of human fatty 

liver to the fattening of the goose :



 “soft and spongy”    “soft and spongy”   



Pate de foie gras



There was  a time

Murchison 1885 

“Fatty degeneration of the liver  

”is well known to be a common lesion in persons who 
are large feeders or drink much alcohol and lead 
indolent lives”

Murchison 1885 

“Fatty degeneration of the liver  

”is well known to be a common lesion in persons who 
are large feeders or drink much alcohol and lead 
indolent lives”



Nazi trial



large feeders or drink much alcohol and lead indolent lives”



Globally

• the prevalence of overweight and obesity has risen globally
between 1980 to 2013 in

• Men         (from 28.8% to 36.9%) 
Women   (from 29.8% to 38.0%) 
and is continuing to rise

• The rise is more profound in the Middle East and North Africa.



• Men         (36.9%) 
Women   (38.0%)    1980

>50% 
female



Definition/BMI 

overweight=   2mkg/25 >BMI of 

Obese =       2 mkg/30 >BMI of 



women

Middle East and North Africa region, and at least 
50% of women in Kuwait, Qatar and Libya are 
overweight or obese

respectively) , 2mkg/30 or 2mkg/25 defined as having a BMI of more than (



¾ Proud !!!!

• Notably, three of the four countries worldwide with a prevalence of 
insufficient physical activity of > 50% were located in this region, 
namely Kuwait, Saudi Arabia, and Iraq,
while the fourth country was American Samoa.





From Pre-historic to the Modern Time

Signs of Modern Time

NAFLD is the Liver Disease of the Modern Times!



Genes

Diet

Activity

Habits

The Liver Disease of the Modern Times!

A Complex Disease: Genes and Environment





Natural History of NASH

NAFLD ~37% of western 
populations

NASH
~3% general population; 

20-40% of pts w/BMI 
>35 kg/m2

Cirrhosis

~12-20% risk of 
progression over 8 

years

Mortality higher than 
general population

(SMR:1.34)

1-2% risk of 
progression 
over 15-20 

years

Cancer



The Spectrum of NAFLD

Normal Simple Steatosis NASH

• Requires specific pathologic criteria for NASH
• Exclusion of liver diseases (HCV & ETOH)
• Important for prognosis

NAFLD Spectrum



Fatty liver 
without 

inflammation  
or fibrosis

NASH

~30%

~3%

Harrison et al. Drugs. 2003;63:2379-2394; 

Browning et al. Hepatology. 2004;40:1387-1395; 

Machado et al. J Hepatol. 2006;45:600-606.

Estimated Prevalence of NAFLD 
in US General Population



G. Musso et al. Annals of Medicine, 2010

Non-alcoholic Fatty Liver Disease  

Liver-related Mortality
NASH vs. Simple Steatosis











Liver enzymes per se are not reliable and accurate predictors. Indeed, while 
incidentally abnormal liver enzymes are frequently reported in patients with NAFLD 
. 

liver enzymes may be normal in up to 80% of NAFLD patients [5]. Moreover, 
patients with advanced liver disease show decreased Alanine aminotransferase 
levels. Published online 2020 Apr 17. PMCID:

fasting serum aspartate aminotransferase/alanine aminotransferase ratio 
(AAR) is part of the non invasiv diagnostic tests which may help







Therapy for NAFLD

• Weight loss (10% may be all it takes

• Diet (low carbohydrates)

• Exercise

• Pharmacotherapy
– Insulin sensitizing drugs

• Thiazolidinediones (TDZ)

• Metformin

– Antioxidents
• Vitamin E, SAM-E, Betaine

• Bariatric surgery



Physical activity

• Ideal:  60 min x 3/week

• Practical:

– 20 minute walking daily

– Encourage everyday activities

– Advance exercise to 30-60 minutes moderate 
activity



The patient perspective

NAFLD name has at least three major concerns: 

Confusion

Stigmatization

Trivialization.



Patient ?

• “I want to know what my disease is, not what it is not”

• Religious prohibition and social discouragement of 
drinking.

• The disease is not serious and can even be interpreted 
as a license to consume alcohol.





DALYs / YLDs definition

• Definitions:

• YLDs = Years Lived with Disability

• DALYs = Disability Adjusted Life Years
The sum of years of potential life lost due to premature
mortality and the years of productive life lost due to disability.



MAFLD





Normal Simple Steatosis NASH

• Visceral Obesity
• IR/DM
• Dyslipidemia

Metabolic Syndrome
Associated NAFLD

NAFLD Spectrum













Acute liver failure 



• is an uncommon syndrome in which hepatic encephalopathy, results 

from a sudden severe impairment of hepatic function

Acute liver failure 



Causes of ALF

• Toxicity caused by 
-Acetaminophen (a direct hepatotoxin-most common cause)

• idiosyncratic drug reactions (the second most common cause)
-antibiotics
-antituberculosis drugs
- and antiepileptics

• Viral hepatitis
Poisonous mushrooms (Amanita phalloides),, 
Budd-Chiari syndrome
Malignancy (most commonly lymphomas), 
Wilson disease
Reye syndrome

• Fatty liver of pregnancy 
Autoimmune hepatitis
shock, heat stroke



• Viral hepatitis now accounts for only 12% of all cases of acute liver failure.

•
The decline of viral hepatitis as the principal cause of acute liver failure is 
due to availability of the hepatitis vaccines

• Hepatitis C is a rare cause of acute liver failure 







Hepatic encephalopathy

• characterized by mental changes progressing from 

confusion to stupor and coma























Main causes of deaths 

• Cerebral edema 

• Hepatic failure

• Bleeding

Acute liver failure 



Prognosis in Acute Liver Failure

Good prognosis:

• Acetaminophen

• Hepatitis A

• Shock

Etiology an important outcome determinant

Bad prognosis:

• Drugs

• Indeterminate

• Hepatitis B

• Wilson Disease













Management

• Treat in an HDU or ICU  by an experience physcician/unit

• prompt treatment of complications ( hypoglycaemia, infections, renal 
failure, metabolic acidosis)

• N-acetylcysteine therapy may improve outcome, particularly in 
patients with acute liver failure due to paracetamol poisoning. 

• Liver transplantation



6    Drug hepatotoxicity



HC CHOL Mixed Fulminant

Chronic
hepatitis

Cirrhosis Other Delay

AZA +++ +++ +++ ++ + + SOS –NRH D –Y 

6-MP ++ +++ ++ + SOS –NRH D –Y 

6-TG + + + + SOS –NRH D –Y 

MTX ++ + ++ +++ NASH D –Y 

Sulfasalazine ++ ++ ++ + Granuloma W –M 

Mésalazine + + + D –Y 

Cyc A + ++ D –Y

TacrolimuS + + + SOS W

Acute hepatitis










