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General



The “omes”





Misconception: You Can’t Have Liver Disease 
With Normal Liver Chemistries



ROC curve for ALT in discriminating the 

presence of nonalcoholic steatohepatitis 

in patients undergoing bariatric surgery 

(AUC = 0.653).

ALT values in 177 overweight patients 

undergoing bariatric surgery.



EUS guided Liver Biopsy



“EUS liver biopsy vs transjugular and 

percutaneous. 

Fragmented biopsies obtained by 

EUS are not ideal for medical liver 

evaluation. “



Metabolic



“An elevated ferritin does not always equal hemochromatosis”

Acton, Ronald T. et al "Geographic and Racial/Ethnic Differences in HFE Mutation Frequencies and 

Iron Phenotypes in the Hemochromatosis and Iron Overload Screening (HEIRS) 

Study." Blood 104.11 (2004



If your patient has a high ferritin AND elevated ALT, 
he/she likely does NOT have hemochromatosis! 
Most C282Y homozygotes have normal ALT.





Alpha-1 antitrypsin deficiency

• 94 adults with classic genotype ‘PI*ZZ’ AATD

• The prevalence of clinically significant liver fibrosis (F ≥ 2) was 35%. 

• Metabolic syndrome was associated with the presence of clinically 
significant fibrosis.

• Additionally, the presence of accumulated abnormal AAT in 
hepatocytes, portal inflammation, and hepatocellular degeneration 
were associated with clinically significant fibrosis. 



Autoimmune hepatitis 



Viral and Drug  Exposures Associated with AIH



HLA Strongest Known Genetic Contribution to 
AIH



Vascular Disease



Heart Disease and Cardiac Failure



Heart Disease in Cardiac Failure



Liver Disease in Pregnancy



Infectious Diseases



Fever, hepatitis, hepatosplenomegaly and 
cytopenias are common symptoms of malaria, 
dengue, typhoid and leptospirosis



HEV IgM persists after acute infection. >50% 
positive 2.5 years after acute infection. Bear in 
mind when diagnosing HEV as cause of acute 
hepatitis 



Mycobacterium chimaera Hepatitis

• In 2015, an outbreak of disseminated M. chimaera disease was described in 
European patients after undergoing open-heart surgery in which contaminated 
heater-cooler water units were used.

• High mortality

• Pathology:

- small, ill-formed collections of sinusoidal histiocytes with rare multinucleated 
giant cells, and 

- scattered architectural changes of venous outflow obstruction

American Journal of Surgical Pathology: October 22, 2018

https://journals.lww.com/ajsp/toc/9000/00000


Mycobacterium chimaera Hepatitis



Fatty liver disease



Mouse models of liver disease



• “Among studies published in gastroenterology/hepatology journals, 53% 
provided a pathologist's analysis of NASH. This proportion was less (43–
44%) in metabolism, pharmacology, and other journals”

• “some authors had “invented” their own version of NAS, misnaming it as 
the “NASH activity score,” or in some instances, eliminating the 
hepatocellular injury component conferred by scoring hepatocyte 
ballooning.”

Mouse models of non‐alcoholic steatohepatitis: A reflection on recent 
literature. Journal of Gastroenterology and Hepatology, 33: 1312–1320. 





Response to bariatric surgery: Inflammation 



Response to bariatric surgery: Fibrosis



How do we assess the response to 
treatment? I



How do we assess the response to 
treatment? II







Slow fibrosis progression rates in placebo-treated 
randomized controlled trial participants with NASH 
predict low rates of cirrhosis development. 





• Fibrosis progression rates in placebo treated randomised controlled 
trial participants with NASH are significantly lower than in non-
randomised repeat biopsy studies. 

• In simulation models this predicts fewer than 1 in 25 individuals with 
NASH will develop cirrhosis in their lifetime, a 7-fold reduction in the 
proportion of individuals estimated to develop cirrhosis when 
compared with non-randomised studies. 

• Current natural history models may overestimate the impact of NASH 
on the development of cirrhosis. 



Non-Alcoholic Steatohepatitis Predicts Adverse 
Liver-Related Outcomes and Death in Chronic 

Hepatitis B Patients 

• patients with concomitant NASH and CHB had 

more advanced fibrosis, and 

shorter time to development of liver-related outcomes or death.

• patients with advanced fibrosis, with superimposed NASH had 

poorer clinical outcomes in our cohort. 





Disease pathways and molecular mechanisms of nonalcoholic steatohepatitis





Cancer





Low risk of hepatocellular carcinoma in patients 
with NAFLD and normal ALTs in a cohort. 







Drugs



What is the most common cause of Drug Induced 
Liver Injury? Amoxicillin-Clavulanate! What is 
mechanism? Thought to be immune-mediated! 





Clinically Significant Hepatotoxicity Due to Immune 
Checkpoint Inhibitors Is Rare but Leads to 
Treatment Discontinuation in a High Proportion 

• During the study period, 5,762 patients received ICIs; 1.7% exhibited either 
moderate or severe ICI-HT. 

• Among ICI recipients, clinically significant ICI-HT was rare but led to 
permanent discontinuation of ICI treatment in the majority (69%) of cases. 

• ICI-HT was not associated with liver failure, presumably due to prompt 
recognition and management. 

• Combination of CTLA-4 and PD-1/L-1 was not associated with more severe 
HT. 

• Patients with underlying liver disease did not appear to be at higher risk for 
more severe ICI-HT. 



The future?



A Genomic Approach to Idiopathic Liver Disease in 
Adults: New Insights into Disease Pathogenesis and 
New Interventions at Bedside 

Whole exome sequencing led to a diagnosis in 5 of 
19 cases (26%), identifying four monogenic 
disorders in five unrelated individuals, with an 
impact in patient’s management beyond family 
counselling in nearly all diagnosed cases. 



Example 

A 32 year-old female was found to suffer from 
undiagnosed familial partial lipodystrophy type 3 for 18 
years. 

Knowledge of genotype led to initiation of leptin 
replacement therapy 13 months ago with subsequent 
normalization of liver transaminases and substantial 
decrease in triglycerides level and daily insulin 
requirements. 




