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Lesioni focali

LESIONI FOCALI
EPATICHE

MALIGNE
BENIGNE

Epatocarcinoma (HCC)

ISTI EPATICHE? Emangioma

e lperplasia focale nodulare (FNH) Colangiocarcinoma (cC
It is not recommended to follow asymptomatic patients CIStI
because of simple hepatic cysts, biliary hamartomas or
peribiliary cysts (LoE 3, strong recommendation, 96% Adenoma epa’[oce||u|are (HCA)

consensus).



Haemangioma

LESIONI EPATICHE BENIGNE

Estimated Common Less common Rare
~ prevalence ~5%* 0.03% <0.004%
Age 30-50 years 20—40 years All ages
Gender F>M F~M F>>M
US Hyperechoic Varied Varied
CT/CEUS Centripetal Central scar Varied
enhancement
MRI Centripetal Central scar Varied
enhancement
Hyperintense
T2-w
Surveillance Not required Not required (? Required

EASL CPG benign liver tumours. J Hepatol, 2016.



ADENOMA SORVEGLIANZA “gxc

The Home of Hey

Suspected HCA

Contrast-enhanced MRI
document size (+/— subtype)

Female Male
(irrespective of tumour size) (irrespective of tumour size)

Advise lifestyle Repeat MRI after
change 6 months

=5 cm stable or =5 cm or significant™
reduced in size Increase in size

1-year MRI

Stable or
reduced size

Annual imaging

Resection irrespective of size is recommended in men and in all cases of proven
B-catenin mutation EASL CPG benign liver tumours. J Hepatol, 2016.



BACKGROUND

LESIONI FOCALI
EPATICHE

Emangioma

Epatocarcinoma (HCC)

lperplasia focale nodulare (FNH)
Colangiocarcinoma (cCA) Cisti

Adenoma (HCA)




Sorveglianza epatopatie
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CIRROSI EPIDEMIOLOGIA

In the GBD Study 2017, the estimated number of people with
compensated cirrhosisfwas 112 million worldwide] corresponding to

an age-standardized global prevalence of compensated cirrhosis of
1,395 cases per 100,000 population®.

Estimated age-standardized
death rates (per 100,000)
<10.0

101-20.0

201-30.0

301-40.0

401-50.0

2501

Data not available

Fig. 2| Estimated age-standardized death rates due to cirrhosis in 2019 by Results Tool”, Where data for countries or regions were unavailable, the Global
country. Data for the age-standardized death rate in 2019 were estimated in the Burden of Disease Study 2019 results depended on modelling and past trends,
Global Burden of Disease Study 2019 and these data were obtained from the GBD potentially resulting in discrepancies in the accuracy of the data.

Huang, D.Q. et al, Nat Rev Gastroenterol Hepatol, 2023.



LESIONI FOCALI MALIGNE

- HCC
— Accounts for approximately 90% of primary liver cancers
e Cirrhosis is an important risk factor for HCC

— Multiple causes, including viral hepatitis, chronic alcohol use, NAFLD
— Up to 90% of HCC arises on a background of cirrhosis in the Western world'

EASL CPG HCC. J Hepatol 2018.




CANCRO AL FEGATO:

INCIDENZA

Estimated age-standardized incidence rates (World) in 2020, World, both sexes, all ages (excl. NMSC)
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Data source: Globocan 2020

Graph production: Global Cancer ASR (World) per 100 000
Observatory (http://gco.iarc.fr)

T
40
International Agency for Research on Cancer

( Y World Health
Organization

GLOBACAN, 2020.



CANCRO AL FEGATO: MORTALITA

Estimated age-standardized mortality rates (World) in 2020, World, both sexes, all ages (excl. NMSC)
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Data source: Globocan 2020 International Agency for Research on Cancer

Graph production: Global Cancer ASR (World) per 100 000 /@) World Health
Observatory (http://gco.iarc.fr) &% Organization

GLOBACAN, 2020.



SORVEGLIANZA

1

Insieme di azioni e comportamenti
% che si propongono di identificare la
|malattia in stadio iniziale, quello In
cui sono maggiori le possibilita di cura
| e guarigione.

f SORVEGLIANZA

Dhanasekaran R et al, F1000Research, 2016.

WY EARLY HCC




SORVEGLIANZA

WHEN (HOW OFTEN)?




C’E UN IDENTIKIT DEL PAZIENTE DA
SOTTOPORRE A SORVEGLIANZA?

AN\

SN

7
\ /



Clinical Pre

WHO? A

Surveillance is recommended in specific target populations

commendations

Cirrhotic patients, Child—Pugh stage A and B Low Strong

Cirrhotic patients, Child—Pugh stage C awaiting LT Low Strong

Non-cirrhotic HBV patients at intermediate or high risk of HCC* (according to PAGE-BT Low Weak

classes for Caucasian subjects, respectively 10—-17 and =18 score points)

Non-cirrhotic F3 patients, based on an individual risk assessment Low Weak
MAFLD?

Recommendations B Level of evidence [ Grade of recommendation

Role of surveillance for patients with NAFLD without cirrhosis is unclear Low

"I°0 BE CONTINVED... | ........con




SORVEGLIANZA 2

WHEN (HOW OFTEN)?




EARLY HCC ADVANCED HCC

EARLY HCC

Dhanasekaran R et al, F1000Research, 2016.



VIRUS DELL'EPATITE B

19200 subjects aged 35-59 years
with HBVM(+) or chronic hepatitis

Randomization

Screening group
(9757)

Refuse to participate (384)

Agree to participate (9373)

|

Control group
(9443)

Not told, no screening

First round screening
17 patients with HCC

December, 1997
69 patients with HCC

December, 1997
67 patients with HCC

December,31, 1997
32 died from HCC

December 31, 1997
54 died from HCC

survival

100 ¥
,\ —e—stage |
screeni ng
stage |1
80 screeni ng
stage Il control
stage 111
60 screeni ng
—*—stage I
control
40 r
20 |
0 1 1 1 L 1 1 L 1 J
0 6 12 18 24 30 36 42 48 54 60 p < 0.01
months

Bo-Heng Zhang et al., J Cancer Res Clin Onco, 2004.



uohemu 4aLALS 23UIS SIeaA
g ) g g P £ [4 I 0

i} 1 1 i L A1 1 1 1
-0
-50° w
Ly B
&
b
B-TR
o
4
s
= R
i %45} TRrAS s
660°0=¢ i
sajel acuapou OOH Avea g g

SISOULIID pajesuadwon

631 LiE Db ts8 70l bb.L  EKTI USEL  BIEL
35 12 JagLunpy

uonequ Q1A 1T Sl sIRak
B i 9 ] 14 g 4 b 2

T
™

Y%l¥0 %6¥D

0
] = ]
20H 4o Apquqosd sanEIwWND

1
i
o

LE6 0=0
818l aouapIoul JOH Apea)

<

SISOUYLID ON

cZ g8 |02 6t 626 SOZF  At¥L LOSE LSLL S061
ySU 18 JSgwnN

Eﬁﬁ___u_ctﬁmmu;memﬂ
o0 6 8 L 9 § % €& T I

T
™

%ELD LR Al
0G0 0=d
so)el 9ouapIoul DOH AeaA

1
-
O0H o fuiqeqesd s gejnwng

X

|
«

d spnedsy oruoIy) WA

sugiseone) ul HMPO'%OH—Q'H. 10 JIABO1U] JO

m.ﬂwv> m, Hmhmrm— OJH Hvﬁ mOmNOHUOQ
NEOH—MQH&U H&ﬁﬁ—.—QUOHNQOE MO v—ma Qﬂrﬁ

LT0T 'S "ON '99 "TOA "ADOTOLVJAI

ADOTOLVdAH




EARLY HCC ADVANCED HCC

EARLY HCC

Dhanasekaran R et al, F1000Research, 2016.



VIRUS EPATITE C

Currently, _HCC surveillance is

& <

not recommmend in

patients with chronic hepatitis C without cirrhosist”). Eradication of HCV with

sustained viral response (5VR) has been shown to decrease the risk for HCC. Morgan

LK
0.8 -
E ﬂ T =
g o
3 P <0.001
E DG =
e 757 LSM =26 kPa
ﬁ 04 = Fo
5 1 e =25 kP
O gz P e 15< LSM =20 kPa
...... 10= LSM =15 kPa
{:l I £ 4 - — e
pf e= LEM <10 kPa
o0
o 1 " 3
Years After Enraliment
Mo. Bt sk
10 kPa 514 S 476 427
10115 kPa 142 130 111 o
16.1-20kPa T8 i &3 a1
20.1-25kPa 47 41 35 28
=26 kPa BT TS 5 41
Fig. 1. Cumulative incidence of HCC development stratified based on
LSM (N = BG6). LSM, liver stiffness measurement.

Masuzaki R, et al., Hepatology 2009
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EARLY HCC ADVANCED HCC

EARLY HCC

Dhanasekaran R et al, F1000Research, 2016.



MAFLD

Research Article
Genetic and Metabolic Diseases

JOURNAL
OF HEPATOLOGY

Modeling NAFLD disease burden in China, France,
Germany, Italy, Japan, Spain, United Kingdom, and
United States for the period 2016-2030

:E 80 China, 2015-2030 10 France, 2015-2030 18 Gemmany, 2015-2030 16 Italy, 2015-2030
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Incident decompensated cirrhosis Incident HCC — Incident liver related deaths

Fig. 3. Incident decompensated cirrhosis, HCC and liver-related deaths among prevalent NAFLD population - 2015-2030. HCC, hepatocellular carcinoma;

NAFLD, non-alcoholic fatty liver disease.



UNIVERSITA
DEGLI STUDT

D1 PADOVA

RISULTATI

TREND EPIDEMIOLOGICO MAFLD periodo 2000-2019

100-
« La proporzione di pazienti == S-MAFLD

MAFLD é aumentata nel 8. == Alcohol
periodo in studio; = HBV

« L’HCV correlata si e ridotta nel __ HCV
periodo in studio; %

» L'eziologia alcolica e HBV =
correlata si sono mantenute E
costanti;

 La MAFLD ha gia superato
I'eziologia alcolica e HBV
correlata.

Alcol 42 61 86 92 118 138 167 160 134 134
HBV 30 52 39 52 89 102 118 114 74 97
HCV 156 234 204 223 328 484 558 595 452 411

MAFLD 2 6 13 24 62 100 137 145 165 174




MAFLD

Hindawi Publizhing Corporation -
BioMed Recearch International )
Volume 2014, Asticle ID 106247, 6 pages f

l:tlp ffd.x_dol_cl’y" 10.1155/2014/106247

Hindawi

Review Article
Nonalcoholic Fatty Liver Disease and Hepatocellular Carcinoma

Luclana Kikuchi, Cliudia P. Oliveira, and Flair J. Carrilho TasLE I: Case reports of HCC associated with NAFLD [7].
Interval between
Case number Age (vears) Sex Comorbidity liver disease and MNumber/size (cm) HCC Liver histology  Treatment Survival
HCC (years)
1 52 F DM 4 Mult/— Cirrhosis Resection Dead
2 62 M DM, Ob 4 1/3 Cirrhosis PEI Dead
3 72 F DM 10 N4 Cirrhosis NRE NR
4 &7 F DM 0 /2.6 Fibrosis Resoction NR
5 66 F DM 25 1115 Cirrhosis Resection Recurrence
6 68 F NR 2 1/2 Cirrhosis TAE Alive
7 69 P DM, Ob 0.5 /2.5 Cirrhosis TAI Recurrence
8 72 M Ob 0 I/3 Cirrhosis TAE, PEI Recurrence
9 63 M DLE Ob 0 112 Cirrhosis Resection Alive
10 56 M DM 0 Mult/a Cirrhosis TAE Dead
n 7 M DML, Ob 10 /1.8 Cirrhosis RFA Allive
12 74 M DM, Ob 0 174 Llbrosis Resection NR
13 64 M DM, Ob 0 — Steatosis TAE, resection Alive
14 67 F Res. Ins 2 2/1.5 Cirrhosis TAE Dead
15 64 M Cb, DLP ] Mult/13 Fibrosis NE Dead
16 70 M DM, Ob ] /4.5 Cirrhosis TAE, resection NR

M: male, F: female, DM: dizbetes mellitus, Ob: obese, DLP: dyslipidemia, Mult: multinodular, PEI: percutaneous ethanol injection, TAE: transarterial
embolization, TAL: transarterial chemotherapy infusion, REA- radiofrequency ablation, and NR: not reported.



MAFLD

100%

HHS Public Access

@_ Author manuscript 90%
Clin Gastroenterol Hepatol. Author manuseript: available in PMC 2017 January 01.
Published in {inal cdited form as: 80%
Clin Gastroenteral Hepatol. 2016 January ; 14(1): 124-131.el. doi:10.1016/1.cgh.2015.07.019.
70%
Hepatocellular Carcinoma in the Absence of Cirrhosis in US 60%
Veterans is Associated with Non-Alcoholic Fatty Liver Disease
Sahil Mittal, MD, MS '3, Hashem B. El-Serag, MD, MPH'22, Yvonne H. Sada, MD', Fasiha 50%
Kanwal, MD, MS'.2.3, Zhigang Duan, MD, MS', Sarah Temple, BA', Sarah B. May, MS,
Jennifer R. Kramer, PhD, MPH', Peter A. Richardson, PhD!, and Jessica A. Davila, PhD' 40%
30%
20%
10%
0%

NAFLD Alcohol abuse  Idiopathic

(=)

(=)

o

(=]

o

(=)

M Cirrhosis No cirrhosis

Conclusions—Approximately 13% of patients with HCC in the VA system do not appear to
have cirrhosis. NAFLD and metabolic syndrome are the main risk factors HCC in the absence of

cirrhosis.



MAFLD

Gastroenterology 2018;m:1-15

Euicc

Fibrosis Severity as a Determinant of Cause-Specific Mortality in

Patients With Advanced Nonalcoholic Fatty Liver Disease

Eduardo Vilar-Gomez, *** Luis Calzadilla-Bertot,”" Vincent Wai-Sun Wong,*
Marlen Castellanos,” Rocio Aller-de la Fuente,® Mayada Metwally,” Mohammed Eslam,”

Licet Gonzalez-Fabian,® Maria Alvarez-Quifiones Sanz,® Antonio Felix Conde-Martin, '°

Bastiaan De Boer,'' Duncan McLeod,'# Anthony Wing Hung Chan,'® Naga Chalasani,’
Jacob George,” Leon A. Adams,”™" and Manuel Romero-Gomez*"*

50+

B
=
1

Cls of HCC development
(percent)
8
1

F3
-==- F4-CTP A5
F4-CTP A6

Adj. fine and gray P < .01
for difference among groups

NEW FINDINGS

b

The occurrence of hepatocellular carcinoma in different risk
stratifications of clinically noncirrhotic nonalcoholic fatty liver
disease

Teng-Yu Lee'?, Jaw-Ching Wu 3.4 Shi-Hang Yu®, Jaw-Town Lin*>®7, Ming-Shiang wu® and Chu n-Ying Wu

14 4 —— Groupi : Age > 55, elevated ALT
---- Group2 : Age > 55, not elevated ALT
5 12 4 —— Group3 : Age = 55, elevated ALT
i ~ Groupd : Age = 55, not elevated ALT
§ 10 4
g P <.0001
ENBT
g
¥ 61
g
g 4-
e e =
0 2 4 [ 8 10
Number at risk Follow-up ( years )
Groupt 1632 1482 1245 1013 791 526
Group2 6362 5172 4066 3059 2194 1431
Group3 2324 2107 1790 1508 1186 782
Groupd 7762 8379 5074 3907 2848 1902

Patients with NAFLD cirrhosis have predominantly liver-
related events whereas those with bridging fibrosis have
predominantly non-hepatic cancers and vascular events.

HCC risk is significantly increased in older
patients
With elevated serum ALT

International Journal of Cancer



Primary care/diabetology clinic

A
: ( Patients at risk for chronic liver disease ] |
[ ]
' 1. Check for liver risk factors W :
: Metabalic syndrome, alcohal, HBY, HCV, familial history '
| 2. Test AST, ALT, GGT, ALP and platelet count J | }
I Viral hepatitis/ other causes
I f chronic liverdi
| (— Metabolic co-factors and/or alcohol only? j ot ehronie r:ar seases
' clinical signs of advanced liver
' Calculate FIB-4* disease /cirrhosis
: (Age, AST, ALT, platele
| <1.30 | 21.30 I ) .
| Lowrisk { | Intermediate-High risk : Liver clinic
[ R = ——
| No need for referral I" <8 kPa Liver stiffness Referral to
|| Lifestyle modifications = = by transient liver specialist
|| Redestini-3years |  Lowrisk elastography* .

28 kPa Intermediate-High risk

Patented serum tests*™ Patented serum tests**
Not available Available = combine

Discordance [ Concordance
Consider
liver biopsy

EASL CPG: non-invasive liver tests for evaluation of liver disease severity and prognosis. Frontline Gastroenterol. 2022.




UNIVERSITA
DEGLI STUDT
D1 PADOVA

RISULTATI

PERFORMANCE SCORE DI FIBROSI

« |l BARD si conferma efficiente nei pazienti non cirrotici;

» |l FIB-4 si evidenzia molto efficiente, risultando piu efficiente del BARD in maniera
significativa;

* |INFS e ’'APRI si confermano non efficienti;

Low-risk High-risk P
NAFLD fibrosis score 88 (45.1) 107 (54.9)
<0.0001
FIB-4 50 (25.8) 144 (74.2)
NAFLD fibrosis score 88 (45.1) TorosT
APRI 135 (66.2) 69 (33.8) <0.0001
NAFLD fibrosis score 88 (45.1) 107 (54.9) NAFLD
0.12
BARD 72 (36.9) 123 (63.1)
FIB-4 50 (25.8) 144 (74.2)
<0.0001
APRI 135 (66.2) 69 (33.8)
FIB-4 50 (25.8) 144 (74.2)
0.02
BARD 72 (36.9) 123 (63.1)
APRI 135 (66.2) 69 (33.8)
<0.0001
BARD 72 (36.9) 123 (63.1)

Analisi di Cox di confronto dell’efficacia tra i vari score di fibrosi.
Nella Tabella sono mostrate le percentuali di riga e non di colonna.



UNIVERSITA
DEGLI STUDT
D1 PADOVA

RISULTATI

PERFORMANCE SCORE DI FIBROSI

|| BARD e il FIB-4 risultano efficienti;
* Non c’e differenza significativa di efficienza tra il BARD e il FIB-4;
* |I NAFLD fibrosis score e 'APRI non risultano efficienti.

Low-risk High-risk P
NAFLD fibrosis score 41 (52.6) 37 (47.4
0.001
FIB-4 27 (27.8) 70 (72.2)
NAFLD fibrosis score 41 (52.6) ST
0.03
APRI 73 (68.2) 34 (31.8)
NAFLD fibrosis score 41 (52.6) 37 (47.4)
0.004
BARD 35 (31) 78 (69) MAF L D
FIB-4 27 (27.8) 70 (72.2)
<0.0001
APRI 73 (68.2) 34 (31.8)
FIB-4 27 (27.8) 70 (72.2)
0.65
BARD 35 (31) 78 (69)
APRI 73 (67.6) 34 (30.4)
<0.0001
BARD 35 (31) 78 (69)

Analisi di Cox di confronto dell’efficacia tra i vari score di fibrosi.
Nella Tabella sono mostrate le percentuali di riga e non di colonna.



CHRONIC HEPAT'™ \0“g +IRRHOSIS
a aFed

WY EARLY HCC ¥ ADVANCED HCC

EARLY HCC

Dhanasekaran R et al, F1000Research, 2016.



Scenari complessi
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| o HCV
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SOPPRESSION
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SORVEGLIANZA 3

WHEN (HOW OFTEN)?

HOW?




WHEN (HOW OFTEN)?

Interval should be dictated by rate of tumour growth and tumour

incidence in target population
6-month interval is reasonable and cost-effective
- 3 months: no clinical benefit

- 12 months: fewer early stage diagnoses and shorter survival

Forner A, et al. Lancet 2018;391:1301-1314; EASL CPG HCC. J Hepatol 2018.

Digestive and Liver Disease 54 (2022) 927-936

Contents lists available at ScienceDirect

Digestive and Liver Disease

journal hemepage: www elsevier.com/lacate/did

ology
rveillance for hepatocellular carcinoma with a 3-months interval in
(tremely high-risk” patients does not further improve survival

Probability of Survival (%)
8 @ B

ha
o

(i -
0 10

Pabants at risk
M3 T4 70

ME 146 hEa

PSM - Adjusted

108

51
]

43
w

31
&

24

O
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SORVEGLIANZA 4

WHO?
WHY ?

WHEN (HOW OFTEN)?

HOW?




Clinical Pr:

Hepatocellu

O

HOW?

» Benefit of surveillance has not been established in all risk groups

« US remains the method of choice
— Serological tests are not currently cost-effective

Recommendations

using abdominal US every 6 months

Tumour biomarkers for accurate ea Low -

Forner A, et al. Lancet 2018;391:1301-1314; EASL CPG HCC. ] Hepatol 2018.

NAFLD/MAFLD/MASLD (Metabolic dysfunction-associated steatotic liver disease)
- US less accurate = 1 year NMR (?)
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TAKE HOME MESSAGES

o\
QHCC ) d@ \C’6

- Ecografia addome superiore ogni 6 mesi ne
a) Pazienti cirrotici: 6('(\

b) Pazienti con infezione HBV relata: \)
c) Pazienti con FIB-4 >2.67 co» 6 ()\

d COLANGIOCARF (\66( 119-9 nella colangite sclerosante (?)

Intraepatico.~s \O
e

QAP -+ \S
we\\\) uale (RMN/TC) nelle donne;

lone negli uomini
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