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PREVALENCE
What's new following ILC 2022? 
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Global Burden of Disease (GBD)

21 GBD Regions

✓ GBD provides an assessment of prevalence, incidence morbidity (DALYs) and mortality for 369 

diseases and injuries in 204 countries and territories (21 GBD regions) from 1990 to 2019



Changing the face of liver disease
HCC- and liver-associated mortality (2009 – 2019) 

Global Change in Liver Cancer Death Global Change in CLD Death
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HBV, APC = -1.83%, P <.001

HCV, APC = 0.37%, P < .001

ALD, APC = 0.45%, P = .009

NAFLD, APC = 1.33%, P < .001
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HBV, APC = 1.08%, P <.001

HCV, APC = 1.12%, P < .001

ALD, APC = 1.91%, P < .001

NAFLD, APC = 2.47%, P < .001

OS025  Z. Younossi et al. 

mortality of NAFLD-associated  cirrhosis 
mortality of NAFLD-associated HCC 
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NIT‘S AND CLINICAL OUTCOME 
What's new following ILC 2022? 
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Linking FIB4 to outcome
Prognostic Biomarker

✓UK – primary care

✓Inclusion of overweight and/or T2D  “at risk "of 
NASH  population  (16.9%)

✓N= 44.481; Hepatic outcomes and mortality 
(close to 16.000 events)

Analyses of all-cause 
mortality 
N=44 481

All acceptable individuals in CPRD GOLD (Jan 2020) 
N=15 244 745

Acceptable individuals ≥18 years 
with obesity and/ or T2D 

N=2 569 717

Acceptable individuals ≥18 years with 
obesity and/or T2D and ≥1 FIB4 measurement 

linked with HES/ONS 
N=48 030

Excluding other CLD or 
alcohol-related disorders 

N=1300

Acceptable individuals ≥18 years with obesity and/or T2D 
and ≥1 FIB4 measurement 

N=137 408

Excluding drugs inducing CLD 
N=2249

Acceptable individuals ≥18 years with obesity and/or T2D and ≥1 FIB4 measurement 
linked with HES/ONS with no other CLD, drugs inducing liver disease or alcohol-

related disorders
N=44 481

Excluding prior CV 
events 

N=3898

Excluding prior liver 
events 
N=163

Analyses of CV events 
N=40 583

Analyses of liver 
events 

N=44 318

CV events
= 6002

Liver events
= 979

All-cause mortality events
= 8971

OS025 Q. Anstee et al. 



Non-invasive test’s -> FIB-4
Prognostic value

OS025 Q. Anstee et al. 



Morbidity and Outcome
FIB-4 allows for risk stratification

Adjusting for age and sex

✓ CVD events FIB4 score 
high vs low

✓ Liver events FIB 4 low/ 
intermediate vs  high 

OS025 Q. Anstee et al. 10



NITs and outcome
serial FIB-4 in the VA cohort

➢ VA’s Million Veteran – longitudinal 
measures over  20 years in 61.689 
veterans

➢ serial FIB-4 scores (≥4 outpatient 
FIB-4 values) are predictive for 
decompensation and HCC 

➢ association with genetic variants 
(GCKR, HSD17B13, and PNPLA3)

➢ AUC of FIB-4 „slope“ to predict 
cirrhosis, ascites and HCC ranges 
between 0.75–0.76

OS027 David E Kaplan et al.



NITs and health care spendings

THU094 Tapper, E et al. 

A higher Fibrosis-4 (FIB-4) score is associated with higher healthcare costs and 
hospitalizations in patients with nonalcoholic steatohepatitis (NASH)

➢ Electronic health records (EHR) with 
claims database (Veradigm Health 
Insights)

➢ Index date (NASH coding between 2016-
20220)

➢ Exploration of hospital admissions and 
log-transformed costs (pharmacy, 
hospital inpatient, emergency 
department) + outpatient services in the 
12-month period surrounding index



NITs and health care spendings
incremental with FIB-4 increase

THU094 Tapper, E et al. 

FIB-4 +1 unit → 4.2% increase in mean total annual cost (CI 2.2% to 6.3%) 
→ odds ratio of 1.12 (CI 1.08 to 1.15) for hospitalisation.

Higher FIB-4 score across a variety of ranges is associated with increased costs and hospitalizations in the NASH population.



Enhanced Liver Fibrosis (ELF) 
predicting liver-outcomes in a population-based cohort

Background: Population-based 
epidemiological survey 2000–2001 (Finland) 

Baseline liver disease excluded, age >30y 

Results: n= 6040 individuals (46% men, age 
52.7 ± 15y, BMI 26.9 kg/m2);  median follow-
up of 13.1 years

Severe liver-related outcomes: 67 

(HRs) for liver outcomes

ELF <9.8.: 1

ELF 9.8–11.3: 6.44 (95%CI 3.37–12.29) 

ELF ≥11.3: 24.37 (95% CI 8.55–69.50) 

FRI046 Saarinen et al. 14



NITs and outcome in special populations
multicenter analysis in PLWH – cross sectional

OS029 Sebastiani G et al.

➢ 3 prospective cohorts in Canada and Italy in 
people living with HIV (PLWH)

➢ Evaluation of the FAST Score (LSM, CAP; AST)

➢ “at risk” NASH



NITs and outcome in special populations
multicenter analysis in PLWH - longitudinal

OS029 Sebastiani G et al.

➢ Median follow-up 3.5 years

➢ Incident liver-related outcomes 7%

➢ incidence of non-liver outcomes 11.5%

Multivariate time-dependent Cox 
proportional analysis 

➢ FAST >0.35 adjusted hazard ratio 4.44 
(95% CI 1.66 to 11.99) for liver 
outcomes (adjusted for sex, body mass 
index, diabetes, HIV duration, protease 
inhibitor use, and CD4 count below 200).



OUTCOME IN CLINICAL TRIALS
What's new following ILC 2022? 
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NIT changes from interventions
exposure to Resmetirom

OS121 Harrison S et al.

➢ Analysis in the open-label 
arm of the ongoing Ph3 
Resmetirom study 
program



NITs changes from interventions
exposure to Resmetirom

OS121 Harrison S et al. 19

➢ Changes in Liver volume 
(LV) and spleen volume 
(SV)

➢ Even in compensated 
cirrhosis liver anatomy 
changes



NITs changes from interventions
exposure to cilofexor / firsocostat / selonsertib

FRI060 Noureddin M et al.

➢ Ph2b ATLAS study, 48 w

➢ Post hoc exploration of changes in 
the MAST score



NITs changes from interventions
exposure to cilofexor / firsocostat / selonsertib

FRI060 Noureddin M et al.



Conclusions and points for discussion
NIT and outcome

➢ Increasing data on 
prognostic value of 
NIT’s 

➢ Link to the 
pathophysiology marks 
this as important data

➢ Data from large real-world 
registries are ready for 
exploitation

➢ Stage of transition in 
patient assessment – NITs 
will be used to 
characterize patients –
detached from liver 
histology 
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