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NAFLD prevalence estimates in European countries

Study (Europe) Events Total Prop (in %)  95%-CI
Bellentani, 2000 (Italy) 66 133 - —~- 4962  [40.84; 58.42)
Kanerva, 2014 (Finland) 663 1611 : —— 41.15  [38.74; 43.60
Van Der Voort, 2014 (Neth) 779 2292 ; —— 33.99  [32.05; 35.97)
Volzke, 2005 (Germany) 893 3283 : I 2720 [25.68; 28.76]
Armstrong, 2012 (UK) 295 1118 — 26.39  [23.82; 29.07)
Caballeria, 2010 (Spain) 198 766 = 2585  [22.78:29.10]
Tamoki, 2012 (Hungary) 47 208 - 2260  [17.10: 28.89]
Bedogni, 2005 (Italy) 135 598 —— 2258  [19.28; 26.14]
Radu, 2008 (Romania) 604 3005 K 20.10  [18.68; 21.58]
Suomela, 2015 (Finland) 246 1621 B 1518  [13.46; 17.02]
Loguercio, 2001 (ltaly) 84 2100 &0 : 400  [3.20; 4.93]
Random effects model 16735 —_— 2371 [16.12; 33.45)

Heterogeneity: I-squared=588.8%, tau-squared=0.6522, p<0.0001
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Estimates of NAFLD and fibrosis prevalence

In France in 2016
Distribution of NAFLD/NASH according to fibrosis stage
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Incident liver-related morbi-mortality among prevalent
NAFLD population in France, 2015 et 2030

France, 2015-2030
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The Constances cohort

CONSTANCES was designed as a sample representative for age, gender and socioeconomic

status of French adult population aged 10-69. Restricted to salaried workers (85% of French
population, 50 M people).
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Flow-chart

119,150 subjects
on 01/01/2018

H 486 excluded for withdrawal of consent

[118,664 with consent ]

/16,320 excluded \
A 1108 HBV
A 560 HCV
A 3034 other liver diseases

| 102 344 included in J A 11618 excessive alcohol consumption
U

final analysis \_ J
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General characteristics

Overallpopulatlon

I IC 95%

Age (mean+DS) 47.2 N13.6 47.1-47.3
Male sex 45.4 45.1-45.7
Obesity 12.3 12.1-12.5
Diabetes mellitus 3.7 3.7-3.9

HBP 11.6 11.4-11.8
Metabolic synd. 13.4 13.2-13.6
GGT>N 15.3 15.1-15.5

ALT>N 11.1 10.9-11.3

WU 110\
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Marker of NAFLD: the Fatty Liver Index*

*(€0953 x log(TGs) + 0.139 x BMI + 0.718 x log(GGT) + 0.053 x TT i 15.745)/ (1+€%9%3 x log(TGs) + 0.139 x BMI + 0.718 x log(GGT) + 0.053
X TT1 15.745) x 100).

versus US, AUC=0.85 versus US, AUC=0.81

1.0

FLI cut-point % SN SP LR+ LR-
0.8

>10 90 98 17 1.2 0.1

>20 74 94 44 1.7 0.1

>30 60 87 64 2.4 0.2 i

>40 53 82 72 2.9 0.3 2

>50 43 70 80 3.5 04 | &,

>80 38 61 86 43 0.5 —

>70 28 49 91 52 0.6 =

>80 18 35 96 9.3 0.7 o2l o HomAIR

>90 9 18 99 15.6 0.8 p ~=Tipaides
0= T T T T

NAFLD diagnosis Y el

UPmC Bedogni G etal. BMC Gastroenterology 2006 Koehler M et al. Clin  Gastroenterol&Hepatol 2013



Distribution of FLI values in the overall population
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General characteristics of NAFLD subjects

Overallpopulatlon NAFLD patients
n=16273

% [ com | w | oo

Age (meanzDS) 529 +11.7 52.7-53.1
Male sex 66.8 66.1-67.5
Obesity 58.2 57.4-59

Diabetes mellitus 13.6 13.2-14.2
HBP 28.6 27.9-29.3
Metabolic synd. 59.8 591 60.6

GGT>N 48 47.2-48.8

ALT>N 33.9 33.2-34.6

WU 110\
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Prevalence of NAFLD according to age and sex

Men (25.8%) Women (11.4%)
% of NAFLD

50

44.2
41.7

40

30

20

u~mAmoc 18-27 28-37 38-47 48-57 58-6768-78 18-27 28-37 38-47 48-57 58-6768-78
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Prevalence of NAFLD according to socio-demographic data

Geographic origin Job status
%30 725
25.3 20.2
20 —
15 14.5
10 —
5 .
n=64890 n=5824
North Overall Asia 0 | |
Africa  population Employed Unemployed
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Prevalence of NAFLD according to education level
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Regional distribution of NAFLD
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Prevalence of NAFLD in at risk groups

% (95%CI)
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Prevalence of NAFLD according to the number of risk factors

% NAFLD
100 915

90 —

80 —
70.8
70 —
59.8
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30.3 31
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10 52 —

0 n=74334 n=698p n=155§ n=391| n=7541 n=974 n=24 n=552|
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Marker of fibrosis : the Forns index*

*7,811 - 3,131.In(platelet count)+ 0,781.In(GGT) +3,467.In(age) + 0,014.(cholesterol)
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AUC
Diagnostic NAFLD
target
Forns Advanced 0.751+0.014
subgroup Fibrosis® 0.807 +0.012
(n=2682) 0.785+0.013
“Cirrhosis 0.803 £ 0.020
0.851 + 0.015
0.855 + 0.015

? Advanced fibrosis: septal fibrosis + cirrhosis (i.e., Metavir F>2 or NASH-CRN F=3)

Performance for the diagnosis of advanced fibrosis

Forns: <4.2 42-6.9 /1>6.9 A
No/mild fibrosis (n) 663 743 227
Advanced fibrosis (n)* | 90 448 511
Se (%) 91.4 - 48.7
Spe (%) 40.6 - 86.1
NPV (%) 88.0 - 723
PPV (%) 49.7 - \ | 69.2 /
? Advanced fibrosis: septal fibrosis + cirrhosis (i.e., Metavir F>2 or NASH-CRN F=3) -~

Diagnosis of
advanced fibrosis
(F3-F4)



Prevalence of advanced fibrosis in NAFLD patients
(n=16,273)
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In summary

®mNAFLD with advanced fibrosis m NAFLD
7 100
80
60

French adult populatipn with no
40 excessive alcohol conséimption and

no known L
43.5 M
20
0
Overall population NAFLD subject
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Prevalence of comorbidities according
to NAFLD and advanced fibrosis

% of comorbidities
36.3*

6.9

Overall population
= NAFLD subjects
m NAFLD with advanced fibrosis

13.9*

7.3*

31 4.1
=B

52 6.5*
|

CVD
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EHC CKD

*adjusted on age, sex, BMI, diabetes, HBP, HTG and tobacco, p<0.05



Type of cancer according to NAFLD
and advanced fibrosis

Overall population
NAFL




