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Screening? 
• You must be able to identify patient at risk in 

an early phase of the disease of which the 
natural history is known 

• You must have an acceptable tool to make the 
accurate diagnosis 

• You must have a treatment to offer 
• Successful treatment should offer a benefit 
• All this should be cost-effective.  
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1968 Wilson and Jungner criteria 
2008 WHO revision and extension. 



Who to screen and  
what to screen for? 
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Dulai et al. Hepatology 2017 
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Singh et al. Clin Gastroenterol Hepatol 2015 



Targher et al. J Hep 2016 
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NASH is a driver of fibrogenesis 

Ratziu V, Francque S, Harrison SH, Anstee QM, Bedossa P, Hum DW, et al.Improvement in NASH histological activity 
highly correlates with fibrosisregression. Hepatology 2016;64:LB21, Suppl 1. 

Change in lobular inflammation score 
and fibrosis evolution  

Change in hepatocyte ballooning score and 
fibrosis evolution 

Inflammation Ballooning 

N=237 N=237 



• Fibrosis is most important predictor of prognosis 
– Reflects longstanding disease activity vs. defective repair 

 
• NASH is the driver of disease progression and adverse 

outcomes 
 

• Patients to treat? 
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Treatment indication 
NASH 

± 
Some degree of activity? 

(NAS ≥ 4?, A3?) 
+ 

Some degree of fibrosis 
F ≥ 2 

or 
F1 + risk factors (NAS ≥ 5, DM2, obesity,…) 

 
In patients who have otherwise been optimised cardiometabolically 

Sanyal et al. Hepatology 2015 
EASL-EASD-EASO practice guideline. J Hep 2016 
Chalasani et al. AASLD Practice guidance. Hepatology 2017 
Francque et al. Acta Gastroenterol Belg 2018 
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Francque et al. Acta Gastroenterol Belg 2018 



Take home messages 1 

• Case finding recommended in populations at 
risk 

• Identifying active NASH with some degree of 
fibrosis 
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Courtesy P. Bedosssa 
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How to select patients that 
qualify for a liver biopsy? 

 
How to increase pre-test 

probability of the biopsy to 
diagnose significant lesions? 
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ALT cut-off values 

• Male: 
– ALT 29-33 U/L 

• Female 
– ALT 19-25 U/L 

 
 

Am J Gastroenterology 2016 
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How to enrich for patients with high likelihood of 
having significant lesions?  

Clinical 
Characteristics 

Serum Markers 

Ultrasound/MRI 

• What are risk factors associated 
with presence of NAFLD? 

• Which serum markers (if any) can 
help distinguish NASH from NAFL? 
 

• Which serum markers are 
associated with liver fibrosis? 

• Which non-invasive 
ultrasound/MRI techniques may be 
helpful in identifying patients with 
significant lesions? 
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• Presence of multiple features of the metabolic syndrome 

– Abdominal obesity: a waist circumference ≥102 cm (40 in) in men and ≥ 88 cm (35 inches) in 
women.  
For Asian Americans, the cutoff values are ≥90 cm (35 in) in men or ≥80 cm (32 in) in women. 

– Serum triglycerides ≥ 150 mg/dl 

– HDL cholesterol ≤40mg/dl in men and ≤50mg/dl in women  

– Blood pressure of ≥ 130/85  

– Fasting blood glucose of ≥ 100 mg/dl 

• Presence of type 2 diabetes mellitus (T2DM) 

• Persistently elevated aspartate aminotransferase (AST) and alanine aminotransferase 
(ALT) levels 

• Increasing age 

• Increasing BMI 

Clinical Risk Factors Associated with Fatty 
Liver Disease 
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Non-invasive assessments 
 of clinically significant fatty liver disease  

such as NASH and liver fibrosis  
• Serum Markers 

– APRI, FIB-4, AST/ALT ratio  
– Enhanced liver fibrosis score (ELF) 

– NAFLD fibrosis score (NFS) 

– FibroTest® (FibroSure®) 

– CK-18 

– HepaScore® 

• Liver ultrasound elastography and imaging methods 
– Ultrasound Transient Elastography (TE) / Controlled Attenuation Parameter (CAP®)  

– Magnetic Resonance (MR) Elastography (MRE) 
– Acoustic radiation ARFI 

– MR spectroscopy for Proton Density Fat Fraction (PDFF) 
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Non-invasive scoring systems 

• Fatty Liver Index 
– BMI, age, AST,ALT 

• NAFLD Fibrosis Score 
– Age, BMI, IFG/2DM, AST/ALT, platelets, albumin 

• Fib-4 
– Age, AST, platelet count, ALT 

 

• Low PPV but high NPV 
Bedogni G. et al, BMC Gastroneterol 2006 
Angulo P. et al, Gastronetrology 2007 
McPherson S. et al, Gastroenterology 2010 
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Liver stiffness measurement 
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Francque et al. Acta Gastroenterol Belg 2018 
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www.antwerpnafldguide.com 
DLW 2019 25 



www.antwerpnafldguide.com 
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www.antwerpnafldguide.com 
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Byrne et al. BMJ 2018 
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Byrne et al. BMJ 2018 
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Non-invasive diagnosis of fibrotic NASH 

 
Boursier, Francque et al. Aliment Pharmacol Ther 2018 

Diagnosis of fibrotic 
NASH 

 
• MACK-3 
AST + HOMA + CK-18 
AUROC = 0.85 
 
• Algorithm 
93.2% well classification 
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Newsome et al. ILC 2018 
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Risk Assessment Algorithm – Focus on Liver Biopsy 

Rinella M and Sanyal A. Nat Rev Gastroenterol Hepatol 2016 
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Risk Assessment Algorithm – Focus on Liver Biopsy 

Courtesy of Q. Anstee 
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Clinical phenotypes & associated 
NASH/fibrosis risk 

Konerman et al. J Hepatol 2018; 68(2): 362-375.  
 



Take home messages 2 
• Pre-screening strategies 

– with a combination of clinical, biochemical and 
imaging parameters 

• Increases 
– pre-test probability of having the desired criteria 

• Mainly because of their high NPV 
• Several strategies possible 

– Choose one based on local availablility of 
techniques and own experience 
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Haas, Francque & Staels. Ann Rev Physiol, submitted 



CV and renal 

Adapted from Francque et al, J Hep 2016 



Vanni et al, Dig Liv Dis 2010 
Targher et al, NEJM 2010 
Ekstedt et al, Hepatology 2006 
Anstee et al, Nature Reviews 2013 
Ballestri et al, WJG 2014 
Yki-Järvinen, Lancet 2014 



Erasmus Liver Day 2018 40 

Bril & Cusi. Diabetes Care 2017 
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Bril & Cusi. Diabetes Care 2017 



42 Erasmus Liver Day 2018 

































Further  
developments? 

Haas, Francque & Staels. Ann Rev Physiol 2016 
Francque & Vonghia. Advances in Therapy 2019 58 



Take home messages 3 
• NAFLD/NASH is part of a multisystemic 

disease 
– Complex multidirectional interactions 
– Need for multidisciplinary approach 

• Therapy  
– Optimisation of co-morbid conditions 
– Drugs with proven efficacy but not licensed 
– OCA first topline Phase 3 results 
– Large pipeline 

DLW 2019 59 



www.the-nash-education-program.com 

  June 12, 2018 – 1st International NASH Day 
  SAVE THE DATE ! 

   
 
  

1st International NASH Day  
June 12, 2018 

 
 

   

https://www.international-nash-day.com https://www.the-nash-education-program.com 
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Take home messages 4 

• Increase disease awareness 
– Patients 
– GPs 
– Diabetologists, cardiologists, obesity physicians… 
– Gastroenterologists/hepatologists… 

• Educational material and websites available 
• International NASH Day and other initiatives 
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www.the-nash-education-program.com 

  June 12, 2018 – 1st International NASH Day 
  SAVE THE DATE ! 

   
 
  

International NASH Day  
June 12 
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