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Dynamic process where a minority of
patients progress from MASLD to MASH,
which involves inflammation and liver cell
damage.

Fibrosis, the main predictor of severe
outcomes, develops in MASH and can lead
to cirrhosis, liver decompensation, and
hepatocellular carcinoma (HCC).

Progression is not always linear: it can be
bidirectional
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Progression of non-alcoholic fatty liver disease and long-term outcomes: A
nationwide paired liver biopsy cohort study

N =718 adults with non-cirrhotic NAFLD and paired liver biopsies.
Between 11.7-12.5 median years of follow-up after 2nd biopsy.

Table 2. Distribution of NAFLD histc;l::;gy,ur1 at the first and second liver biopsies.

Second biopsy, n (%)’

Simple NASH without Non-cirrhotic
Normal steatosis fibrosis fibrosis Cirrhosis
First biopsy, n — — — — —
Simple steatosis, n = 497 103 (20.7) 223 (44.9) 62 (12.5) 91 (18.3) 18 (3.6)
NASH without fibrosis, n = 90 4 (4.4) 17 (18.9) 37 (41.1) 25 (27.8) 7 (7.8)
Non-cirrhotic fibrosis, n = 131 11 (8.4) 29 (22.1) 18 (13.7) 58 (44.3) 15 (11.5)

NAFLD, non-alcoholic fatty liver disease; NASH, non-alcoholic steatohepatitis.
'NAFLD was defined from liver histology using a validated algorithm, as outlined in the Methods and Supplementary methods. Proportions shown represent the % of individuals in
each NAFLD histological category at the second biopsy, divided by the total number of individuals in the original histological category at the time of the first liver biopsy.

Simon TG, et al. J Hepatol. 2023 Dec;79(6):1366-1373.
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Progression of non-alcoholic fatty liver disease and long-term outcomes: A

nationwide paired liver biopsy cohort study

Table 3. Characteristics of patients with NAFLD at the second biopsy date.

Characteristic All NAFLD Normal Simple steatosis NASH without Non-cirrhotic Cirrhosis
N =718 n=118 n = 269 fibrosis n = 117 fibrosis n = 174 n=40

Female 302 [42.1] 59 [50.0] 100 [37.2] 53 [45.3] 71 [40.8] 19 [47.5]

Age, years, mean [SD] 55.0 [13.9] 57.2 [14.4] 53.6 [13.8] 55.5 [13.8] 53.7 [14.2] 61.3 [9.6]

Time between biopsies, years, 3.4 [05, 34.7] 3.4 [0.5, 23.9] 3.4[0.5, 33.2] 2.4[0.5, 211] 4.3 [0.5, 25.8] 3.9 [05, 34.7]

median, [min, max]

Year of follow-up biopsy - — — — —
1969-1989 102 [14.2] 21[17.8] 41 [15.2] 26 [22.2] 91[5.2] 5[12.5]
1990-2000 243 [33.8] 41 [34.8] 86 [32.0] 44 [37.6] 57 [32.8] 15 37.5]
2001-2010 266 [37.1] 35 [29.7] 114 [42.4] 36 [30.8] 70 [40.2] 11 27.5]
2011-2017 107 [14.9] 21[17.8] 28 [10.4] 11 [9.4] 38 [21.8] 9 [22.5]

Nordic country of birth 666 [92.8] 109 [92.4] 251 [93.3] 105 [89.7] 162 [93.1] 39 [97.5]

Highest education level’ (Among n = 616) (Among n = 97) (Among n = 228) (Among n = 91) (Among n = 165) (Among n = 35)
<9 years 196 [31.8] 28 [28.9] 78 [34.2] 27 [29.7] 45 [27.3] 18 51.4]
10-12 years 249 [40.4] 37 [38.1] 94 [41.2] 42 [46.2] 65 [39.4] 11 [31.4]
213 years 146 [23.7] 20 [20.6] 54 [23.7] 19 [20.9] 29.7] 4 [11.4]
Unknown 25 [4.1] 12 [12.4] 2 [0.9] 3 [3.3] 6 [3.6] 2 [5.7]

Cardiovascular disease 191 [26.6] 39 [33.1] 63 [23.4] 29 [24.8] 48 [27.6] 12 [30.0]

_Dyslipidemia 87 [12.1] 10 [8.5] 26 [9.7] 12 [10.3] 32 [18.4] 7 [17.5]

Diabetes 136 [18.9] 17 [14.4] 44 [16.4] 17 [14.5] 46 [26.4] 12 [30.0]

Hypertension 17T [2338] 28 [237] 49 [18.Z] 2T [180] 59339 T4 [35.0]

Obesity 32 [4.5] 9 [7.6] 8 [3.0] 4 [3.4] 7 [4.0] 4 [10.0]

Any metabolic syndrome feature? 329 [45.8] 59 [50.0] 109 [40.5] 47 [40.2] 91 [62.3] 23 [67.5]

Available medication use data® (Among n = 205) (Among n = 40) (Among n = 53) (Among n = 24) (Among n = 74) (Among n = 14)
Aspirin 40 [19.5] 10 [25.0] 10 [18.9] 4 [16.7] 12 [16.2] 4 [28.6]
Statin 64 [31.2] 10 [25.0] 19 [35.9] 7 [29.2] 22 [29.7] 6 [42.9]
Antidiabetic medication 57 [27.8] 6 [15.0] 13 [24.5] 7 [29.2] 24 [32.4] 7 [50.0]

Simon TG, et al. J Hepatol. 2023 Dec;79(6):1366-1373.
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Type 2 diabetes, hepatic decompensation, and hepatocellular carcinoma in patients with
non-alcoholic fatty liver disease: an individual participant-level data meta-analysis

A Hepatic decompensation I

Risk of hepatic
decompensation

Number at risk

(cumulative decompensation, deaths)
Participants with type 2 diabetes
Participants without type 2 diabetes

Risk of hepatocellular
carcinoma

Number at risk

(cumulative hepatocellular
carcinoma, deaths)

Participants with type 2 diabetes
Participants without type 2 diabetes
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— Participants without type 2 diabetes
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1135(0,0) 891 (11, 23) 700(19,32)  522(25,43)  412(29,48)  315(30,57) 243(32,61) 162 (35,64)
B Hepatocellular carcinoma
0-4 7
02 p<0-0001
0 "—E_ﬂgl—.——l'_l—l'_ﬁ T T \ 1
0 1 2 3 4 5 6 7
Time (years)
639 (0, 0) 541(8, 8) 434(10,19)  328(13,28) 248 (17,36) 196 (17,46)  160(18,49)  118(18,53)
1163 (0, 0) 918(1,28)  720(2,41) 544 (2, 55) 434(2,60) 330(3,71)  255(3,75) 172(3,78)

Figure 1: Risk of hepatic decompensation (A) and hepatocellular carcinoma (B) in participants with non-alcoholic fatty liver disease, with death as a
competing risk, stratified by type 2 diabetes status
Hepatic decompensation was defined as ascites, hepatic encephalopathy, or variceal bleeding. Cumulative cases of decompensation, deaths, and hepatocellular
carcinoma are shown until year 7 of follow-up. Graphs are truncated as the number of participants at risk was low after 7 years.

Huang DQ et al. Lancet Gastroenterol Hepatol 2023; 8: 829-36

 Meta-analysis of individual
participant-level data from six
cohorts in the USA, Japan,
and Turkey: 2016 participants
(736 with type 2 diabetes;
1280 without type 2 diabetes)

* Included participants had
magnetic resonance
elastography between Feb 27,
2007, and June 4, 2021.
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KEY POINT -1

People with hepatic steatosis are at an increased risk of developing cirrhosis and
hepatocellular carcinoma.

About 10-20% of people with MASH can progress to decompensated cirrhosis and the
severity of hepatic fibrosis is an important predictor of adverse liver-related outcomes.

In this respect, fibrosis stages F3 (severe fibrosis) and F4 (cirrhosis) were associated with
increased risks of liver-related complications and death

Furthermore, in patients with hepatic fibrosis, the presence of diabetes strongly increases
this risk.
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Fig. 1. Principal hepatic complications and extra-hepatic diseases associated with NAFLD (Panel A and Panel B). Only those shown in Panel B are discussed in the text.

Mantovani A, et al. Metabolism. 2020 Oct;111S:154170.
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Figure 2: Forest plot and pooled estimates of the effect of NAFLD on the risk of fatal and non-fatal CVD, stratified by outcome

CVD=cardiovascular disease. HR=hazard ratio. ICD=International Classification of Diseases. NAFLD=non-alcoholic fatty liver disease. T2DM=type 2 diabetes. M a n tova n i A et a I . La n Cet G a st roe n te ro I H e p a to I . 20 2 1" 6 : 9 O 3 _9 1 3 .

US=ultrasound. *Data from Italy, Netherlands, Spain, and the UK.



Non-alcoholic fatty liver disease and risk of fatal and non-fatal cardiovascular events: an
updated systematic review and meta-analysis

B
Year Country Comparison Outcome (HR95% CI) Weight (%)

Biopsy _

Simon*® 2021 Sweden No NAFLD vs non-cirrhotic ~ Fatal CVD 1-40(1-16-1.68)  21.18
fibrosis L

Villar-Gomez** 2018 Multicountry* F3 vs F4 Non-fatal CVD —'—I— 4-00(1-34-11.95) 824

Henson® 2020 USA FO-F1vs F3-F4 Fatal and non-fatal CVD (combined) —.— 2.86(1-36-6:03) 12.43

Ekstedt® 2015 Sweden No NAFLD vs F3-F4 Fatal and non-fatal CVD (combined) -'—-— 436 (229-830) 14.01

Heterogeneity: ©'=0-38, '=81.67%, H’=5-46 —— 2.69 (1-34-5-40)

Test of 6=0:Q(3)=16-37, p=0-01

Non-invasive markers of fibrosis

Kim3° 2013 USA NFS <0-676 vs NFS =0-676 Fatal CVD + 3-46 (1-91-6-27) 14-80

Baratta®® 2020 ltaly NFS <0-676 vs NFS >0-676 Fatal and non-fatal CVD (combined) _._ 4-36(2:29-830) 11.56

Sinn* 2020 South Korea NFS <1-455 vs NFS 21-455 Non-fatal CVD —.—-— 2.45(1.07-5:61) 1777

Heterogeneity: t°=0-03, I’=26-00%, H*=1-35 4’ 2-37 (1-62-3-48)

Test of 6,=6;: Q(2)=2-70, p=0-26 ;

Overall '

Heterogeneity: ©'=0-18, =73-84%, H’=3.82 4.» 2:50(1:68-3-72) « HR 2.50 (168_372)
Test of B,=8;: Q(6)=22-93, p=0-01 '

Test of group differences: Q,(2)=0-10, p=0-76 f T

Mantovani A et al. Lancet Gastroenterol Hepatol. 2021;6:903-913.



Relationship between NAFLD and coronary artery disease:
A Mendelian randomization study

MR analyses using summary-level data to assess the association between genetically predicted NAFLD (i.e., chronically elevated
serum alanine aminotransferase levels [cALT], imaging-based and biopsy-confirmed NAFLD) and risk of CAD.

MR method OR (95%Cl) P-value
cALT (61 SNPs)

Inverse variance weighted - 1.203 (1.113, 1.300) < 0.001
Simple median = 1.197 (1.104, 1.299) < 0.001

Penalized weighted median 1.098 (1.012, 1.192) 0.024

Contamination mixture = 1.209 (1.042, 1.307) 0.002
Imaging (15 SNPs)

Inverse variance weighted —_ 2.149 (1.276, 3.620) 0.004
Simple median —— 3.412(1.737,6.701) <0.001
Penalized weighted median —_— 1.317 (0.832, 2.086) 0.240
Contamination mixture —— 4.360 (2.614, 7.306) 0.004
Biopsy-confirmed NAFLD (28 SNPs)

Inverse variance weighted bed 1.113 (1.041, 1.189) 0.002
Simple median i 1.166 (1.075, 1.265) < 0.001
Penalized weighted median — 1.059 (0.981, 1.138) 0.145
Contamination mixture b—— 1.219 (1.102, 1.338) 0.001
Biopsy-confirmed NAFLD (stringent criteria, 11 SNPs)

Inverse variance weighted b 1.154 (1.043, 1.278) 0.006
Simple median — 1.247 (1.108, 1.404) < 0.001
Penalized weighted median —— 1.146 (1.041, 1.262) 0.006
Contamination mixture — 1.307 (1.087, 1.415) 0.005

FIGURE 3 Association of genetically predicted cALT, imaging-based and biopsy-confirmed NAFLD (using either general or stringent criteria,
see methods section) (after exclusion of genes associated with impaired VLDL secretion) with risk of CAD, analyzed with four different MR
methods. Effect estimates are presented as increase in odds of CAD per SD increase in imaging, or per unit increase in (log)odds of cALT-based

or biopsy-confirmed NAFLD
Ren Z et al. Hepatology. 2023;77:230-238
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Fig. 1. Principal hepatic complications and extra-hepatic diseases associated with NAFLD (Panel A and Panel B). Only those shown in Panel B are discussed in the text.

Mantovani A, et al. Metabolism. 2020 Oct;111S:154170.



NAFLD and risk of incident diabetes mellitus

A meta-analysis of 33 observational studies with 501,022 individuals (30.8% with NAFLD) and 27,953 cases of
incident diabetes over a median of 5 years.

Patients with NAFLD had a higher
risk of incident diabetes than those
without NAFLD (n=26 studies;
random-effects HR 2.19, 95% CI
1.931t0 2.48; 1°=91.2%)

Mol
Sample MAFLD NAFLD Hazard ratio %

Author Year size patients  diagnosis [HR) (95% C1) Wiaight
China I
Shen X 2018 41650 11808  Ulrasound - I 1.62(1.49,1.76) 413
Zhang J 2018 45022 10212 Ulrasound —— 2.26 (1.95, 263) 397
Ming J 2015 508 a7 Uttrasound + 4.48 (1.90, 10.70) 1.39
Li WD 2015 4736 1412 Ultrasound | —— 3,37 (2.40, 4.30) 342
Chen &Y 2016 6542 209 Ulirasound —— 217 (1.60,3.00) 332
Liu M 2017 18507 3474 Uttrasound —p— | 1.67 (1.40, 210) 379
Subtotal (I-squared = 87.1%, p = 0.000) - 219(1.73,277) 2003

I
South Korea !
Kim 55 (Non-obese) 2017 2059 420 Ulrasound —_— 2830172, 4200 274
Kim 55 [Obesa) 2017 759 504 Ultrasound —_— 281 (1.73, 4.84) 245
Bae JC 2018 5584 1383 Ultrasound —_— ! 1.50 (1,13, 1.88) 347
Sinn DH (Non-obess) 2019 21974 2281 Ultrasound —— I 1.18(1.03,1.35) 40
Sinn DH {Obesa) 2010 20479 13580 Ultrasound > | 1.45(1.34, 1.57) 414
Cho HJ 2019 2726 670 Uttrasound L ] 3.50 (2.05, 6.27) 228
Lo J 2019 6240 2830 Ultrasound —.—l 1.81(1.47,221) 378
Sung KG (Men) 2018 24025 14688  Ulrasound —— 203(1.73, 2368) 394
Sung KC (Women) 2018 5811 2145 Ultrasound -+ 3.09 (2.04, 467) 288
Kirm GH 2008 5372 1790 Ulrasound —.—' 1.51 (1,04, 220) 305
Bae JC 2011 7849 2393 Uitrasound —— : 1.33(1.10,1.70) 373
Sung KC 2012 12853 3555 Ultrasound _I‘_ 2.42(1.70,340) 318
Chol JH 2013 7849 2276 Ultrasound —u.—I 1.64 (1.30,210) 364
Subtotal (l-sgquared = 83.0%, p = 0.000) <‘:>I 1.83 (157, 2.13)  43.30
Japan !
Mitsuhashi K (Without Mat5) 2017 15794 2528 Ultrasound —;'.— 2350191, 289) 377
Mitsuhashi K (With Me1S) 2017 26 138 Uhrasound + 233 (1.85,254) 368
Fuse K 2020 &40 121 Computed tomograpiy i: 227 (1.00,514) 150
Okamoto M 2003 840 120 Ultrasound - T 1.83 (0.90, 3.50) 1.87
Shibata M 2007 3189 802 Ulirasound N —e. 5.50 (3.80, 850) 281
Yamazaki H 2015 3074 728 Ulrasound ——— 237 (1.60,350) 298
Fukuda T 2016 4829 1779 Ultrasound 1 6.77(5.20,880) 352
Subtotal (I-squaned = 89.4%, p = 0.000) —_— 3.05(2.05, 455) 2013
. I
Taiwan ]
Chen SC (Women) 2017 67502 14969  Ulrasound I o 2.70 (2.46, 2.96) 412
Chen S (Men) 2017 B487S 27441 Ultrasound - 1.98(1.81,216) 412
Subtotal (I-squared = 95 6%, p = 0.000) _ 231(1.71,313) 824

I
Sri Lanka ]
Kasturiratne A 203 2276 926 Uttrasound —— 1.64 (1.20, 220) 337
Subtotal {I-squaned = %, p=.) —_— 1.64 (121, 222) 337

(]
UsA I
Shah AW 2015 3153 785 Computed tormography . cmm 2.08 (1.50, 280) 333
Ma.J 2017 1051 187 Uttrasound — 2.66(1.20,570) 1.50
Subtotal {I-squared =0.0%. p =0.551) 2.13 (1.60, 2 B5)  4.93
Overall (--squared = 31.2%, p = 0.000) <> 219(1.93,248)  100.00
MOTE: Weights are from random effects analysis :

| | |
5 1 2 3
Hazard ratio for incident T2DM

Random-effects HR 2.19 (95% CI 1.93-2.48)

Mantovani A et al. Gut. 2021 May;70(5):962-969.



Severe forms of NAFLD and risk of incident diabetes mellitus
A meta-analysis of 33 observational studies with 501,022 individuals (30.8% with NAFLD) and 27,953 cases of

incident diabetes over a median of 5 years.

Author Year  gize Comparison Country (HIR) (95% CI) Waight

 Patients with more ’severe’
s NAFLD were also more likely to
Park SH 2012 28232 Severe NAFLD vs no NAFLD South Korea 1.73(1.00, 3.00) 1031

+rl . . .
- | develop incident diabetes
Li WD 217 4738 Sovera NAFLD vs no NAFLD China | 2234 (1,90, 2.000 1665 .
Kim CH 2008 B3IT2 Sovere NAFLD vs no NAFLD South Korea —.—:— 1.97 (1,23, 3.18) 11.73 (n=9 StUdleS; random-effects
——
<&

2617320 1739 HR 2.69, 95% CI 2.08 to 3.49;
240(208,277) 5583 |2=69%).

Shen X 2018 41650 Sevara NAFLD vs no NAFLD China

Subtotal (l-squared = 2.6%, p = 0.374)

Mon-nvasea Tbrosis soones of lver beopsy

Chang ¥ 203 382N IntarmediateMegh NFS v low NFS South Korea —— 4.74 {3.70, 6.10) 16.24

GrmobagK 2010 144 High PB4 velow B o —_— P * This risk markedly increased

Nasr P 2020 106 Faws FO Sweden + ; 154 (0.65,367) 6.13 acrOSS the Seve rity Of liver
Mase P 2020 106 Fd vs FO Sweden i * } 6.00(1.32, 27.05) 257 flbl’OSIS (n=5 StUdleS; I’andom-
Bjorksirdm K. 2017 396 F3-4 vs FO-2 Swaden —_— 230(1.12,475) 772

) effects HR 3.42, 95% CI 2.29 to

I

Ampugro J 2020 178 F2-4 vs FO-1 Speain : + 339111, 10.30) 4.24 1
|
I

Subtotal (l-squared = 44.6%, p = 0.108) q’::}. 342(2.20,511) 4417 < 5.1 1 ; |2=44.6%)
Cverall (I-squared = §3.0%, p = 0.001) I G 2089 (2.08, 3.49) 100.00

NOTE:; Waights are from random effects analysis I

—4

Hazard ratio for incident T20M

Mantovani A et al. Gut. 2021 May;70(5):962-969.



Association estimates of NAFLD with diabetes mellitus- MR

Mendelian randomization (MR) analysis: Genetic instrumental variables for NAFLD (54 SNPs were used as instrumental
variables for NAFLD) and eligible extrahepatic diseases, including T2DM, were retrieved from the corresponding
genome-wide association analyses.

A. Validation analysis based on genetic instrumental variables from the biopsy cohort B. Validation analysis based on genetic instrumental variables from the imaging cohort
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Fig. 1. Principal hepatic complications and extra-hepatic diseases associated with NAFLD (Panel A and Panel B). Only those shown in Panel B are discussed in the text.

Mantovani A, et al. Metabolism. 2020 Oct;111S:154170.



Non-alcoholic fatty liver disease and risk of incident chronic kidney
disease: an updated meta-analysis

Sample NAFLD Patients with Patients with Hazard ratio %

Author Year size (n) diagnosis NAFLD incident CKD (HR) (95% CI) ‘Weight

NAFLD by liver enzymes

Shen 2017 21818 Liver enzymes 5536 1456 133(1.07,1.64) 739

*

Kunutsor 2017 2338 Liver enzymes 553 221

097 (064, 1.47) 254

Subtotal (l-squared = 42.9%, p =0.186) —] 120(0.89,1.60) 993

Test for overall effect: Z= 1.21, p=0.227

_..._:_
s
NAFLD by blood blomarkers/scores : . .
o — O 13 studies with 1,222,032
]
1
-

Chon (non-obese) 2020 3554 NAFLD liver fat score 459 667

1200 T individuals (28.1% with NAFLD) and

133(1.14,1.55) 11.03

. 33,840 cases of incident CKD stage
e e et : >3 over a median follow-up of 9.7

Chon (obese) 2020 2583 NAFLD liver fat score 1104 591

Subtotal (l-squared =0.0%, p=0538)

NAFLD by imaging methods

Chang 2008 8329 us 2516 324 —_————— 160(1.27,2.01) 668 ye a rS
Targher 2008 1750 us 1289 547 : + 149(1.10,2.20) 349
Sinn 2017 41430 us 14223 691 —4—: 121(1.03,1.44 1002
Wilechansky 2018 688 cT 131 % 4 : 120 (0.50,2.80) 065

Subtotal (Isquared = 27.3%, p = 0.248) <> 137(117,162) 20.84

Test for overall effect: Z= 3.81, p<0.0001

NAFLD by ICD-9/1CD-10 codes
Park 2019 1032497 ICD-9 262619 14421 158(1.52 1.66) 21.39
Kaps 2020 96114 ICD-10 48057 13792

Subtotal (l-squared = 0.0%, p= 1.000)

e
—— 158(151,166) 2111
o 158 (1.53,1.63) 42,50

Test for overall effect: Z= 27 8, p<0.0001

<> wosim we | — | HR 1.43 (1.33-1.54); =60.7%

Total 1215872 337088 33533

Test for overall effect: Z= 10.0, p<0.0001

5 1 2 3

Hazard ratio for incident CKD stage >3 Mantovani A et al. Gut 2022;71 :156-162.




Dynamic changes in eGFR during the follow-up based on histological outcome

Post hoc analysis: 261 patients with biopsy-proven NASH treated with lifestyle modifications during 52 weeks.

a
(®) 150 - P =0.08—, I—P< 0.01—

140 - —P<0.019—P=0.17 —P=0019—P=0.15—
~ 130 - —— —
t 120 Note 1: One-point of fibrosis improvement
c was defined as a decrease of at least 1 point
% 110 in the fibrosis score.
% 100 A
e oo Note 2: lifestyle modifications = low-fat diet
% that was750 kcal/day less than their daily
E 20 energy need + physical activities, particularly
T 70 - — walking, toat least 200 min/week,
O -
® 60 —

50 —

40

Absence of fibrosis improvement Fibrosis improvement

I Baseline [ | 24weeks [ | 52weeks
Vilar-Gomez E et al. Aliment Pharmacol Ther. 2017;45(2):332-344.



KEY POINT - 2

MASLD increases the risk of fatal and nonfatal
cardiovascular disease events by a factor of 1.5
independent of traditional risk factors; notably, this
risk increases further with more severe liver
disease, especially in persons with higher stages of
fibrosis.

Recent meta-analyses showed that MASLD is also
associated with an increased risk of type 2 diabetes
and CKD.

h o

Approximate increase in the risk of new-onset
adverse clinical outcomes

Type 2 diabetes (if no type 2 diabetes at baseline) — 2.2x
Fatal or nonfatal cardiovascular disease — 1.5x
Heart failure — 1.5x
Atrial fibrillation — 1.2x
CKD (stage =3) — 1.5x
Extrahepatic cancers — 1.5x
Cirrhosis or HCC — 2-10x

Targher et al. N Engl J Med 2025;393:683-98.




Recommendations

¢ Clinicians should assess associated comorbidities (e.g.
type 2 diabetes, dyslipidaemia, hypertension, kidney dis-
ease, sleep apnoea, polycystic ovary syndrome) and car-
diovascular risk in adults with MASLD (LoE 2, strong
recommendation, strong consensus).

e At initial diagnosis of MASLD and at regular follow-up in-
tervals, laboratory tests and physical examinations for
related comorbidities are recommended (Table 7) (LOE 2,
strong recommendation, strong consensus).

Journal of Hepatology 2024; 81: 492-542



CONCLUSIONS

MASLD is a multisystem disease that has become a public-health problem worldwide.

MASLD is associated with an increased risk of hepatic complications, such as
decompensated cirrhosis, and hepatocellular carcinoma.

The presence of diabetes strongly increases such risk.

MASLD is also associated with an increased risk of extra-hepatic complications, such as
CVD, CKD and type 2 diabetes.

Addressing the growing clinical burden of MASLD requires the assembly of a
multidisciplinary working group and framework to develop and embrace new collaborative
ways of working to deliver holistic, person-centered care and treatment of patients with

MASLD.
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