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Epidémiologie
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Steatose et surpoids

2013 : 2 milliards d’adultes en surpoids ou obéses (851 millions en 1980)

Monde : 25,24%

v

<1,600 1,800 2,000 2,200 2,400 2,600 2,800 3,000 3,200 3,400 3,600 >3,600 kcal/day

Apports caloriques quotidiens moyens

Rinella et al, Hepatology 2016
CDC/BRFSS 2015
Ng et al, Lancet 2014



Obésité et cancer

Table 2. Age-Adjusted Incidence Rate and Relative Risk of Cancer Having Significant Associations With Excess Weight Depending on Pathologic Findings

Among the Entire Study Population

Body Mass Index

P for
Type of Cancer < 186 kg/m? 185229 kg/m? 23.0-24.9 kg/m? 25.0-26.9 kg/m? 27.029.9 kg/m? =30.0 kg/m? Trend
Sguamous cell carcinoma in upper and .002
middle esophagus
No. of incident cancer cases 5 82 35 22 6 —
Person-years of follow-up 128,205.8 3,610,201.2 2,208,066.2 1,249,744.6 548,237.3 —
Age-standardized rate® 2 256 15 1.6 1.0 —
Relative riskt 1.02 1.00 0.61 0.67 04 =
95% ClI 0.37t02.78 — 0.41100.90 0.42t0 2.07 0.17 t0 0.92 —
Sguamous cell carcinoma in distal esophagus < .001
and gastric cardia
No. of incident cancer cases 3 b1 22 11 1 —
Person-ysars of follow-up 128,186.9 3,610,080.8 2,207,979.8 1,249,679.3 548,221.6 —
Age-standardized rate” 22 16 0.9 08 0.2 —
Relative riskt 1.35 1.00 0.61 0.53 0.1 —
95% ClI 0.42t04.34 — 0.371t01.00 0.27t01.02 001t 0.76 —
Adenocarcinoma in colon excluding 005
rectosigmoid
No. of incident cancer cases [:] 185 166 93 26 <]
Person-yaars of follow-up 128,132.8 3,607,253.0 2,205,446.9 1,248,175.4 487,647.0 60,046.0
Age-standardized rate” 45 5.0 6.9 71 54 93
Relative riskt 0.95 1.00 1.23 1.31 1.08 1.84
95% ClI 0.56t01.62 — 1.05t01.44 1.10t0 1.67 082101.42 09010298
Adenocarcinoma in rectosigmoid .007
No. of incident cancer cases 11 400 299 204 74 g
Person-ysars of follow-up 129,821.7 3,606,952.6 2,204,456.4 1,247,605.23 487,431.8 60,038.9
Age-standardized rate” 8.3 121 128 16.2 141 14.4
Relative riskt 0.56 1.00 1.04 1.25 1.16 1.2
95% ClI 031t01.10 — 0.980t01.21 1.06101.49 090to1.49 0.62102.32
Hepatocellular carcinoma .006
No. of incident cancer cases 34 1,009 733 420 185 29
Person-years of follow-up 127,800.6 3,603,268.4 2,203,137.5 1,246,855.0 487,030.9 59,913.7
Age-standardized rate® 251 308 315 314 35.1 462
Relative riskt 0.77 1.00 1.08 1.06 1.16 1.53
95% ClI 0.541t01.08 — 09610 1.17 0941t01.18 09910 1.36 1.06t02.22
Cholangiocarcinoma in intre- and extrahepatic < .001
biliary tract
No. of incident cancer cases 5 142 111 85 33 6
Persan-years of follow-up 128112.7 3,603,2684 2,204,1388 1,247,085.3 487,030.7 60,014.9
Age-standardized rate” 3.3 4.4 47 6.2 8.1 98
Relative riskt 0.6 1.00 112 1.5 1.46 2.24
95% ClI 0.22t01.62 — 08710 1.43 1.16 10 1.97 1.00t0 2.14 0.99 to 5.07

781283 hommes coréens
Suivis pendant 10 ans
Analyse selon I'lMC

Autres cancers associés:

- Thyroide

- Prostate

- LMNH

- Mélanome

- Poumon (grandes cellules)

Cheh et al, J Clin Oncol 2005



Epidémiologie

VHB et VHC : 70 a 80% des CHC dans le monde R ik factors

incidence (x100000;

[men/women])

H H 4 H epatitis Cvirus atitis B virus o ers
Incidence croissante des CHC sur stéatopathie - : T ';2'0%“"' =
métabolique Wesem 7202

Southern 9-8/32

Morthern 38/16
. N o orth America 6-8/2. 0-60% % % =10%
Augmentation de I'incidence du CHC sur U o e o o
stéatopathie aux Etats-Unis S

Central Africa 18.9/9-6

Datataken from references 1 and 5.

HCY ™ /
20 - : . Table 1: Age-adjusted incidence and risk factors for hepatocellular carcinoma worldwide, by
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Source: SEER-Medicare, 2004 - 2009



Comparaison au VHC

S 4 = HCV
= = NASH
4 p=0.099
@ | Table 2. Factors Associated with HCC in the NASH Group
= (n = 195): Univariate Analysis
Hazard Ratio
8 g & Characteristic (95% Confidence Interval) P Value
I
= Age at time of cirrhosis diagnosis 1.07 (1.02-1.1) 0.012
2 <+ | Male sex 2.08 (0.94-4.6) 0.071
-E o Non-Caucasian 0.92 (0.12-6.8) 0.93
§ . BMI 0.94 (0.89-0.99) 0.025
E Ever smoked 0.87 (0.39-1.9) 0.73
= Any alcohol consumption 3.6 (1.5-8.3) 0.003
A Diabetes mellitus 1.00 (0.40-2.5) 0.99
=
o I I I

00 25 50 75 100 125 150 175 200
Years since cirrthosis diagnosis

Analyse multivariée: seuls I'age et I'alcool
Fig. 1. Annual cumulative incidence of HCC. sont associés au risque de CHC

Cohorte rétrospective de 195 patients avec cirrhose métabolique et 315
patients avec cirrhose virale C

Ascha et al. Hepatology 2010
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Transplantation pour CHC

Augmentation importante du nombre
de patients avec stéatopathie sur liste
de transplantation aux Etats-Unis

2004 2005 2006 2007 2008 2009 2010 2011 2012 2013

Probabilité plus faible d’obtenir un

Overall 1-year probability of LT greffona 1 an

1.004

0.75+

0.50

0.254

0.00+

180 240 300 360
Time (days)

Wong et al. Gastroenterology 2015



Mécanismes de cancérogenese

Obesity Steatosis

Diabetes and
Insulin Resistance / Inflammation
\ [ t FFA / l

/ ( TNF-alpha j [ ]
» t{ L"-': Cirrhosis

Hyperinsulinemia ) — NF-kB
\ l Adiponectin )
ROS P53 tumor suppression
I ~ Nrfl mutations
/ Activation of JNK-1

Upregulation of IGF-1 ‘
Activation of IRS-1 —»[ fCeIIproIlferatlon ] -

(By JNK-1 phosphorylation) ‘ Apoptosis

Fig. 4. Proposed pathogenesis of HCC in NASH.

La plupart des mécanismes liés a la physiopathologie de la stéatopathie favorisent le cancer

Starley et al. Hepatology 2010



Mécanismes de cancérogenese

Cirrhose dans 70 a 90% des cas

Mécanismes pro-oncogenes communs et spécifiques

Direct carcinogenicevents

CHC sans cirrhose : mutations de génes identifiés sl Y e | st
i Insertionnal R259S
Ve . . mut i TP53
Mécanismes du CHC sur NASH sans cirrhose mal connus o] [Dmitie i
Obesity | 1)
Metabolic syndrome Normal . ) Dysplastic Hepatocellular
Type 2 diabetes liver > Cirrhosis —s nodules carcinoma

Adipose expansion
Adipokine imbalance
Immune dysregulation
Ectopic fat deposition
Lipotoxicity
Insulin resistance
Hyperinsulinemia

Y

Hepatocellular
carcinoma
(HCC)

(nonﬁrd:iic)

Steatosis
(without fibrosis)

Non-alcoholic
fatty liver disease
(NAFLD)

|
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Telomere shortening
Chronicinflammation
Oxydative stress
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Hepatitis B } l Hepatitis C

‘ Alcohol

NASH

Nault et al, Best Pract Res Clin Gastroenterol 2015
Baffy et al, ] Hepatol 2012
Forner et al, Lancet 2012



Flore intestinale et CHC

Antibiotics Agents improving )

gut barrier
g ey Yoy a%‘a% 8 %"o%“o Mo ey Ton e Ton e
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Inhibitors . ogo MAMPs

of bacterial . - ° (eg.LFS)
metabolizm? Bacterial

metabolites
(e.g. DCA)

i TLR
' antagonists

stellate Hepatocyte
cell

|

* H5C
senescence
s SASP

* Inflammation
= Fibrosis

= Proliferation

* Anti-apoptosis

- Voies impliquées surtout associées a
la fibrose et a I'inflammation

- Cibles thérapeutiques plutot
« préventives »?

MAMPS: Microbe-associated molecular patterns
SASP: Senescence-associated secretory phenotype
DCA: Deoxycholic acid

Yu & Schwabe Nat Rev Gastroenterol Hepatol 2017



Flore intestinale et CHC
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AMPs: antimicrobial peptides
BAs: bile acids

TMA: trimethylamine

TMAO: trimethylamine N-oxide

Tripathi et al. Nat Rev Gastroenterol Hepatol 2018
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CHC et foie dysmeétabolique

Author

M Calle - Males (61)

B Calle - Females (61)
B Moller (62 . .
&2 Table 2. Risk Factors for HCC in NASH
W Oh (63)
Age
s Advanced fibrosis
| Cirrhosis
Obesity (BMI >30-35kg/m2) Diabetes mellitus
Obesity

Iron deposition

Fig. 2. Relative risk of HCC in obesity.

Author

W Adami (67)

® Wideroff - Males (68)
m Wideroff - Females (68)
M Lagiou (69)

M El-Serag (70)

M Overall

Diabetes Mellitus

Fig. 3. Relative risk of HCC in diabetes mellitus.
Starley et al. Hepatology 2010



Comparaison VHC/stéatopathie

Variable HCC on NAFLD (n = 145) HCC on HCV (n = B611) P*

Demographic and clinical
Age in years (mean, SD) 67.8 (9.0) 71.1 (8.5) =<0.0001
Male gender (n and percent of pafients) 115 (79.3%) 374 (61.2%) =0.0001
Body mass index (mean, SD) , 29.1 (5.0 27.6 (4.4) 0.430

Metabolic risk factors’

iobefes (n and percent of pafients) lm) 148 E§4.§%} <0.000
Hypertension (n and percent of patients) 106 (73.1%) 204 (37.1%) «<0.0001
Hypertriglyceridemia {n and percent of patienis) 37 (25.7%) 17 (3.8%) <0.0001
Hypercholesterolemia (n and percent of pofients) 47 (32.9%) 34 (7.3%) <0.0001
Atherosclerosis (n and percent of patients) 44 (31.0%) B9 (19.1%) 0.004
(_and percent of panenis) IENAVELA] 47 (.50 El

Blood glucose (ma/dL; mean and SD) 1243 (61.2) 108.0 (39.6) <0.0001
LDL cholesteral (mg/dL; mean and SD) 90.1 (44.79) 94.5 (43.0) 0516
HDL cholesterol (mg/dL; mean and S0) 46.9 (24.9) 43.3 (16.5) 0.204
Triglycerides (mg/dL; mean and SD) 150.3 (163.2) 104.4 (48.5) <0.0001
Size of largest tumor (cm; mean and SD) 4.1 (2.6) 3329 0.003
Number of nodules (mean and SD) 1.8(1.68) 1.6 (1.5) 0.080
Infilirative (n and percent of patients)* 21 (15.4%) 21 (4.0%) =0.0001
Extrahepatic metostasis (n and percent of patients)* 13 (9.3%) 105 (17.2%) 0.020
Macrovascular infiltration {n and percent of patients)* 25 (17.5%) 87 (14.7%) 0.436
Alpha-fetoprotein (ng/dL; median and range) 7.13 (1.5-83110.2) 204 (1-267912) 0.001

Etude prospective menée chez 756 patients avec CHC
Cirrhose présente chez 53,8% des patients avec stéatopathie (97,2% en cas de VHC)

Maladie cancéreuse plus avancée et plus sévere en cas de stéatopathie

Piscaglia et al. Hepatology 2016



Comparaison au VHC, role de I'alcool

~| = Never

— - Social

e Heavy

+ = Past heavy
p <0.001

1.0

Proportion with HCC
02 03 04 05 06 07 08 0.9
1
'-

0.0 0.1
|
- : -*
I SR

00 25 50 75

16.0 12'.5 15';.0 17'.5 26.0

Years since cirrhosis diagnosis

Fig. 2. Cumulative incidence of HCC by alcohol consumption.

Deux questions se posent:
- Le « N » de NASH est-il un vrai N?
- Quelle quantité d’alcool peut étre « autorisée » en cas de stéatopathie métabolique?

HCV NASH
2 { — o Aicohol 24 p=00m
= = Alcohol
) p = 0.002 _
© | @< |
=} =}
A i I- .......
Q @ | Q Q| !
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Years since cirrhosis diagnosis

Years since cirrhosis diagnosis

Fig. 3. Social alcohol intake compared with no alcohol intake by

disease.

Ascha et al. Hepatology 2010



Role du diabete

Cumulative Incidence of HCC

Cumulative Incidence of HCC

A (with competing risk of transplant) B (with competing risks of transplant and death)
(=] (=]
v 7| —— Diabetes - 7
---- No Diabetes 1
' @ T
S - o
g | £~
8 = 8
[T N o ©
= =
5] [+
=] < w -
¢ g
® & BT
E E
=1 =
(@] O
e o~
T Diabetes
o o - ---- No Diabetes
| T | T T T T | T | T T
0 2 4 6 8 10 0 2 4 6 8 10
Number at Risk Years Since Diagnosis of Cirrhosis Number at Risk Years Since Listing
Diabetes 253 196 124 61 28 3 Diabetes 3873 1794 622 237 B4 27
Mo Diabetes 101 73 49 29 1 5 Mo Diabetes 2757 1270 476 200 88 24

FIG. 1. Diabetes and risk of hepatocellular carcinoma (HCC) in patients with NASH cirrhosis. (A) Mayo Clinic cohort. (B) UNOS

cohort. The bars in the ﬁgurcs represent the 959% ClIs for the cumulative incidence rates.

Cohorte de 354 patients avec cirrhose dysmétabolique

Yang et al. Hepatology 2019



CHC sur foie non cirrhotique

p<0,01

Cohorte rétrospective de 1500 patients avec CHC classés en trois
catégories selon la présence d’une cirrhose

Phénotype dysmétabolique significativement plus fréquent chez &4
les patients non cirrhotiques

HCV HBV Alcohol Idiopathic

E Cirrhosis [ No cirrhosis abuse
Level 1 evidence of Level 2 evidence of Confirmed cirrhosis,
Variables no cirrhosis, n = 43 no cirrhosis, n = 151 n = 1201 P value

Mean age, y (standard deviation) 65.5 (8.5) 69.7 (10.7) 62.6 (9.0) <.01
Sex (%)

Male 43 (100) 150 (99.3) 1199 (99.8) 44
Body mass index, kg/m” (%) 74

<25 10 (23.3 39 (25.8) 261 (21.7)

T

131 (86.8) 872 (72.6)
Myocardial infarction 5 (11.6) 28 (18.5) 90 (7.5) <.01
Peripheral vascular disease 5 (11.6) 30 (19.9) 114 (9.5) <.01

Mittal et al. Clin Gastroenterol Hepatol 2016



CHC sur foie non cirrhotique

Cohorte rétrospective de 277 hépatectomies pour CHC ou

Steatohepatitis in nontumor liver
cholangiocarcinome (CC) sans cirrhose

(%)
16 15%
Prévalence des lésions de NASH plus importante dans le groupe :;
CHC ‘o
, o ers 8-
CHC «stéatohépatitique» (SH-HCC) : 6
, . 4 2%,
- >5% de stéatose intra- tumorale 2 1%
- B
- associé a la présence de lésions de NASH ee General Hee
population
. i ) P=0.0014
- fortement associé au syndrome métabolique
SH-HCC Standard HCC
mm non SH-HCC (n = 22) (n = 40)
(%) mm SHHCC Age (y) 55.5 + 9.6 58.5 + 7.4 NS
100 Sex (male/female) 17/5 32/8 NS
50 Body mass index 27.1 £ 5.0 28,1 = 4.6 NS
&0 Type 2 diabetes 6(27.3%) 11 (27.5%) NS
70 Hypertension 11 (50.0%) 10 (25.0%) 0.02329*
&0 Dyslipidemia 5(27.8%) 6 (19.4%) NS
50 Alcohol abuse 3 (13.6%) 6 (15.0%) NS
40
F
20 Khan et al, World J Gastroenterol 2015
10
0 Alexander et al, ] Gastroenterol Hepatol 2013
Grede 0 Grade 1 Grags 2 Grade 3
NAS grade of sleatosis in the nontumor liver Baffy et aI’ J Hepatol 2012

Salomao et al, Am J Surg 2010



HCC
proQression
Liver diseass

Type of
preventon

chemoprevanion
sirategies

Prévention du CHC

oworerer

Momal
hepatocyie

Chronic

Subclinical molecular/
histodogical IEN

Primary

Tertiary {adjusant)

Fost-treatment monitoring

Fujiwara et al. ] Hepatol 2018
EASL J Hepatol 2018



Faut-il dépister?

Table 3. Recommendations for HCC surveillance: Categories of adult
patients in whom surveillance is recommended.

o Cirrhotic patients, Child-Pugh stage A and B (evidence low; recommen-
dation strong)

¢ Cirrhotic patients, Child-Pugh stage C awaiting liver transplantation
(evidence low; recommendation strong)

« Non-cirrhotic HBV patients at intermediate or high risk of HCC (accord-
ing to PAGE-B' classes for Caucasian subjects, respectively 10-17 and 218
score points) (evidence low; recommendation weak)

« Non-cirrhotic F3 patients, regardless of aetiology may be considered for
surveillance based on an individual risk assessment (evidence low;
recommendation weak)

“Patients at low HCC risk left untreated for HBV and without regular six months
surveillance must be reassessed at least yearly to verily progression of HCC risk
"PAGE-B (Platelet, Age, Cender, he patitis B) score is based on decade of age (16-29=
0, 30-39=2, 40-49=4, 50-59 = 6, G0-69 =8, 270 =10), gender (M=6, F=0) and
platelet count {=200,000/pl =0, 100,000-199,999/ul =1, <100,000/pl=2): a total
sum of =9 is considered at low risk of HCC [almost 0% HCC at five years) a score of
10-17 at intermediate risk (3% incidence HCC at five years) and 218 is at high risk
{17% HCC at five years).'"

* Aucune recommandation ne peut étre faite sur le rythme de
surveillance et sur son rapport coit-efficacité malgré les don-
nées suivantes : la NAFLD est un facteur de risque de CHC ; le
CHC peut se développer sur un foie pré-cirrhotique ; le risque
de développer un CHC est davantage augmenté en cas de
polymorphisme rs738409 C > G de PNPLA3 (B1).

Recommandations « CHC »

Recommandations « Stéatopathie »

EASL, J Hepatol 2018
EASL, J Hepatol 2016



Pronostic

CHC non traité : survie moindre par rapport aux hépatites virales

Traitement curatif :

- survie sans récidive a 60%

- pas de différence significative sur la survie apres traitement
curatif par rapport aux CHC sur cirrhose virale C

- récidive dans les 2 premiéres années post-traitement

0.8

.6

mois post traitement

Cox Proportional Hazard Model

1.0
09
08
0.7
06
05
04

0 P 4 2 8 10 12

12-month of follow-up after HCC diagnosis

* Adjusted for age (years) at HCC diagnosis and tumor stage;
Source: SEER-MEdicare, 2004 - 2009

1.0
0.9
0.8

&
0.5
0.4
0.3
0.2
0.1
00 r

Recurrence-free survival rate

1 1
01 2
Patientsatrisk 11 7 5

10 11 12 13 (yr)
110

3 456789
2 211 1 1 1
Piscaglia et al, Hepatology 2016
Younossi et al, Hepatology 2015

Takuma et al, World J Gastroenterol 2010



Pronostic

survival probability (%)

Cohorte rétrospective de 1119 CHC dont 45 sur stéatopathie
Survie apres traitement meilleure en cas de stéatopathie sans cirrhose

Survie inférieure en cas stéatopathie avec cirrhose
Weinmann et al, BMC Cancer 2015



Stratégie thérapeutique: BCLC

HCC in cirrhotic liver
|

Y

¥ Y Y Y
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C)
Proanostic Single <2 cm Single or 2-3 nodules <3 cm Multinodular, Portal invasion/
sgta Preserved liver function’, Preserved liver function', PS 0 unresectable extrahepatic spread
ge PS 0O Preserved liver function', Preserved liver function?,
PS 0 PS 12-2
2 ¥
; 2-3 nodules
Solita
orery <3 cm
v
Optimal surgical
candidate®
Transplant
Yes No candidate
Yes No
v v v v v Y
Treatment* Ablation Resection Transplant Ablation Chemoembolization Systemic therapy®

Terminal stage (D)
Not transplantable HCC
End-stage liver function

PS 34

EASL EORTC J Hepatol 2018



Stratégie thérapeutique: niveaux de

preuve

@ Adjuvant therapy after resection/ablation Sorafenib, lenvatinib (1% line) ®

® Chemotherapy . Regorafenib, cabozantinib (2 line) ®

High @ Other molecular therapies Chemoembolization ‘®

® Hormonal compounds Radiofrequency ablation PEI (<2 cm) e

@ Y90-radiation (1% line) LT/LDLT-Milan e

Levels of @ Nivolumab Resection ®

evidence @ Down-staging to Milan MW ablation @
Moderate Y90-radiation (BCLC B) ¢ @ LT/LDTL validated extended

Resection in non-cirrhotic liver ®

Low External beam radiation @ Neo-adjuvant therapy on waiting list ®

Weak Strong

Recommendation > Positive

@ *“Other molecular therapies (sunitinib, linifanib, brivanib, tivantinig, erlotinib, everolimus, ramucirumab)
&

Fig. 9. Representation of EASL recommendations for treatment according to levels of evidence and strength of recommendation (adaptation of the
GRADE system). LDLT, living donor liver transplantation; LT, orthotopic liver transplantation; MW, microwave; PEI, percutaneous ethanol injection; RF,
radiofrequency ablation.

EASL EORTC J Hepatol 2012



Traitement du CHC sur stéatopathie

Non different des autres causes de CHC,
guoique...

CHC sur foie non cirrhotique: évaluer le foie
non tumoral, étendre les indications de
résection

Transplantation+chirurgie bariatrique?

Influence importante des comorbidités dans |la
gestion des traitements systémiques



Effets indésirables et sorafénib

Table 3. Incidence of Drug-Related Adverse Events (Safety Population).*

Adverse Event Sorafenib (N=297) Placebo (N=302) P Value
Grade
Any Grade Grade3 Grade4 Any Grade Grade3 Grade4  Any Grade Jor4
percent
Overall incidence 80 52
Constitutional symptoms
Fatigue 22 1 16 3 <] 0.07 1.00
Weight loss 9 2 0 1 0 0 =0.001 0.03
Dermatologic events
Alopecia 14 0 0 2 0 0 <0.001 MNA
Dry skin 8 0 V] 4 0 0 0.04 MA
Hand—foot skin reaction 21 g 0 3 <1 0 <0.001 <0.001
Pruritus g 0 0 7 <1 0 0.65 1.0
Rash or desquamation 16 1 0 11 ] 0 0.12 0.12
Other 5 1 0 1 0 0 <0.001 0.12
Gastrointestinal events
Anorexia 14 <1 ] 3 1 0 <0.001 1.00
Diarrhea 39 & 0 11 2 0 =0.001 =0.001
Mausea 11 <1 0 8 1 0 0.16 0.62
Vomiting 5 1 V] 3 1 0 0.14 0.68
Voice changes 6 0 0 1 0 0 <0.001 NA
Hypertension 5 2 V] 2 1 0 0.05 0.28
Liver dysfunction <1 <1 0 0 0 0 0.50 0.50
Abdominal pain not otherwise specified 2 2 0 3 1 0 0.007 0.17
Bleeding 0 4 1 <1 0.07 1.00

Llovet et al. N Engl J Med 2008



Syndrome mains-pieds

Fig. 1. Clinical spectrum of HES of grade 1 (a, d), grade 2 (b, e) and grade 3 (c, f) in patients receiving sorafenib
or sunitinib. a Erythematous palms, especially around the finger pads. b Erythematous palms with superficial
desquamation. ¢ Markedly erythematous plaques with discrete, tense bullae. d Yellow hyperkeratotic plaques
with erythematous borders on pressure-bearing areas of the soles. e Tense bullae with mild background ery-
thema. f Markedly erythematous plaques with large tense bullae.

Lipworth et al. Oncology 2009



Syndrome mains-pieds

Prévention impérative (éviter les appuis et les

traumatismes locaux)

Emollient a titre préventif , avec ou sans urée a

10%

Soins de pédicure avant et pendant le traitement

A vérifier a chague consultation++

Traitement:

- Crémes corticoide/kératolytique (urée,
vaseline salicylée)

- Diminution de dose

- Arrét du traitement parfois




Alimentation, stéatopathie et CHC

Table 3. Adjusted* Relative Risk of Cirrhosis
According to Selected Covariaies

Subjects With Cirrhosis
Covariate (Referent) " Alcoholic Nonalcoholic |
Age (<10) 140315t 120414
Men (women] 1300948  16(11-24)%
Black (white) 07(0510)  07(0514)
Asian (whitg) 02005085 13 (08-24)
Hispanic (white) 1911328  11(0529)

Smoke =1 pack per day (never) 33 (21-51)% 20(11-36)&
Consume =3 alcoholic drinks H2(115386F 1.0(051.9)
per day (never plus =1 per

month)
College graduate (no college) 0.5 (0.3-0.7) 0.5 (0.3-0.8)t
BMI =30 [=25) 16(11-2.3)§ 17 (1.0-28)5
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Klatsky et al. Arch Intern Med 2006

sen et al. BMJ 2006



Alimentation, stéatopathie et CHC

Table 1. Human studies focusing on the effect of smoking on HCC.

[Ref] Design Population Total Conclusions drawn Limitation of study
[14] Case study 110 HCC patients and 42 152/110 4-aminobiphenyl exposure (result of Retrospective case control study,
patients with metastatic liver cigarette smoking) plays a role in the no clear definition of smoking,
tumors / intrahepatic stones development of HCC in humans. OR information about smoking
who underwent surgery =4.14 (1.15-15.50) and OR = 9.71 duration/quantity was not available
between 1984-1995 (2.82-34.86) for medium and high for all subjects.
4-aminobiphenyl-DNA adducts levels
respectively.
[15] Case control 36,000 adults who died from 53,000/36,000 For men smokers, RR = 1.36 (1.29- Retrospective study
liver cancer (cases) and 1.43) to die from liver cancer. Looking
17,000 who died from cirrhosis at consumption (cigarettes/day): RR =
(controls) 1.5 (1.39-1.62) for 20/day and RR = 1.32
(1.23-1.41) for 10/days.
For women smoker RR = 1.17 (1.06-
1.29), RR = 1.45 (1.18-1.79) for 22/day
and RR = 1.09 (0.94-1.25) for 8/day.
[16] Prospective 63,257 adults aged 45-74 years 61,321/394 Current vs. never smokers have an Smoke habit evaluated only at
cohort in Singapore increased risk of HCC HR = 1.63 enroliment
(1.27-2.10) after adjusting for alcohol
consumption and other cofounders.
Result was dose-dependent (p <0.001)
and duration of smoking dependent
(p =0.002).

[17] Prospective 115 HCC matched with 229 115/229 Smokers have a higher risk to develop Information about comorbidities
nested controls from the European HCC. OR =4.55 (1.90- 10.91). Former such as diabetes was not
case-control Prospective Investigation into smokers have a higher risk to develop available for all subjects, HCC
study Cancer and nutrition EPIC HCC. OR = 1.98 (0.90-4.39). treatment was not taken into

cohort. account

[18] Prospective 2273 HCC patients aged 20-75. 2273/2273 Looking at survival after HCC diagnosis,  Lack of evaluation of interactions
cohort HR = 1.20 (1.05-1.37) for current smoker  with other possible factors

and 1.16 (0.98-1.38) for ex-smokers (cirrhosis, diabetes, diet)
compared to never smokers.

[19] Prospective 302 patients with HBV infection  302/302 Heaving smoking (PY 220) was the most  Small number of ex-smoker (n =
cohort who underwent surgical significant factor associated with HBV- 25), tumour burden in that specific

resection for HCC

related HCC recurrence after surgical

group was worse than the other

resection (p = 0.001). Median recurrence- groups, Short-term follow-up.

free survival was worse for ex- and
current-smoker than for non-smoker (24,
26, 34 months respectively, p = 0.033).

Key points

The growing epidemic of metabolic conditions such as
obesity and DM and their close link to NAFLD in turn
contribute to the increased risk of HCC development
independent of cirrhosis

Both human and animal studies have demonstrated an
inverse association between physical activity and liver
cancer

Smoking increases the risk of developing HCC

Coffee intake is associated with a decreased risk of
developing HCC

The molecular mechanisms underlying the effects of
lifestyles and HCC involve changes in metabolism,
in particular, the activation of AMPK, changes in the
immune system and in inflammation

Total column: number of subjects in study/number of subjects with HCC. OR, odds ratio; RR, relative risk; HR, hazard ratio.

Saran et al. J Hepatol 2016




Un petit café?

Population américaine de 9849 patients suivis pendant 19 ans en médiane
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Probabilité cumulée d’hépatopathie chronique selon la consommation de café et de thé
Population a haut risque définie par: >20g/j d’alcool, CST >50%, diabéte, IMC>30 ou
rapport pli cutané sous-scapulaire/tricipital >1,2

Ruhl et al. Gastroenterology 2005



Un petit café?

Population américaine de 9849 patients suivis pendant 19 ans en médiane

Table 4. Multivariate analysis assessing factors associated with significant
fibrosis ( =F2) in morbidly obese patients.

OR 95% ClI p value
AST 1.039 1.004-1.076  0.029
Caffeine from regular coffee* 0.752 0.578-0.980 0.034
HOMA-IR 0.993 0.955-1.032 0.706
NASH 2413 1.007-5.782 0.048
IDF metabolic syndrome 1.253 0.622-2.527 0.528

*Caffeine from regular coffee intake (g/week) reflects consumption of regular
coffee.

Stage of fibrosis was assessed using the NASH Clinical Research Network Scoring
System Definition and Scores in Study Set.

Probabilité cumulée d’hépatopathie chronique selon la consommation de café et de thé
Population a haut risque définie par: >20g/j d’alcool, CST >50%, diabéte, IMC>30 ou
rapport pli cutané sous-scapulaire/tricipital >1,2

Anty et al. J Hepatol 2012



Un petit café?

Risque de CHC en Finlande (n=60.323), suivi de 19,3 ans

1.2 0-1 cup
T 1.0- Tasses/j Hazard Ratio
g 0-1 1,00
£ 08
E 2-3 cups 2-3 0,66
£ 0.6 - s 4-5 0,43
z cups i
E 04 - 6-T cups 6-7 0,42
g 8+ cups >8 0,35
o 02 - — (p=0,013)

0.0

0 3 10 13 20 25 30 I35

Year of follow-up

Incidence cumulée de CHC par volume de café consommeé par jour
Ajustement sur: age, sexe, année d’étude, alcool, niveau éducatif, tabac, diabete, IMC et hépatopathie

Hu et al. Hepatology 2008



Un petit café?

Relative Risk
Cohort studies - R
Inoue et al, 2005 B 0.60 (0.48 -0.75)
Shimazu et al, 2005 (Cohort 1) = 0.46 (0.20 —1.07)
Shimazu et al, 2005 (Cohort 2) . -l > 0.53(0.20 -1.43)
Kurozawa et al, 2005 2 , 0.40 (0.21 -0.74)
All cohort studies —_ 0.56 (0.46 —0.69)

Case-control studies E

Gallus et al, 2002 —— 0.74 (0.60 -0.92)
Gelatti et al, 2005 ! ) 0.60 (0.44 —0.80)
Ohfuii et al, 2006 - 0.29 (0.07 -1.18)
Tanaka et al, 2007 L : 0.40 (0.28 -0.58)
Montella et al, 2007 it 0.61 (0.38 -0.98)
All case-control studies —_— 0.57 (0.44 -0.75)
All studies “'—i} 0.57 (0.49 -0.67)
] I ] I 1
0.2 0.3 0.5 0.7 1 12
Relative Risk

Risque relatif présenté par augmentation de deux tasses de café par jour

Larsson et al. Gastroenterology 2007
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Cumulative Event
Rate (%)

No. at risk

MNonuser 225841
1 year 782
2 years 652
3 years 564
=4years 1,652

Statin use
= Nonuser
1 year
== 2 years
== 3 years
= 4 years
Log-rank P < .001

28 to 89 cDDDs

Time (years)

219,796 212,017 202,245 190,349 176,126 161,659
8,693 8,628 8,461 8,154 7,693 7,120
3,925 3,909 3,852 3733 3,524 3,259
1,891 1,891 1,876 1,837 1,770 1,656

2,498 2,498 2,498 2,465 2,392 2,272

Statin use
= Nonuser
1 year
== 2 years
== 3 years
= 4 years
Log-rank P < .001

90 to 180 cDDDs

Time (years)

219,796 212,017 202,245 190,349 176,126 161,659
3,718 3,697 3,643 3,517 3,339 3,072
2,948 2,944 2,804 2,807 2,662 2,446
2,148 2,144 2,123 2,062 1,949 1,809
5,521 5,518 5,501 5,425 5,257 4,900

Statin use
= Nonuser
1 year
== 2 years
== 3 years

= 4 years
Log-rank P < .001

= 180 cDDDs

T

L —

2 4 6 8 10 12

Time (years)

219,796 212,017 202,245 190,349 176,126 161,659
781 781 776 765 725 679

851 651 649 647 613 566

564 563 562 554 531 492
1,652 1,652 1,651 1,638 1,602 1,503

Statines et CHC

Table 3. HRs of Adverse Effects Associated With Statin Use in Patients With HCV™

Users#
90-Day Follow-Up 180-Day Follow-Up 385-Day Follow-Up
Nonuserst
Main Modelt HR HR 95% CI HR 95% CI HR 95% CI

Myoctoxicity

Crude 1.0 1.03 0.741t01.44 1.02 0.81t01.28 1.07 0.91to 1.26

Adjusted 1.0 1.08 0.77 to 1.61 1.04 0.82 to0 1.31 1.07 0.91t0 1.27
Drug-induced liver injury

Crude 1.0 1.37 0.73t0 2.65 1.03 0.66 to 1.62 1.16 0.87to 1.65

Adjusted 1.0 1.30 0.68t0 2.47 1.02 0.64 to 1.63 1.17 0.861t0 1.58

Abbreviations: cDDD, cumulative defined daily dose; HCV, hepatitis C virus; HR, hazard ratio.

*Analyzed by Cox proportional hazards regression with different follow-up periods for drug exposure.

tMain meodel adjusted for age, sex, urbanization, income, liver cirrhosis, and diabetes.

$5tatin use was defined as = 28 cDDDs per year; nonuse was defined as <0 28 cDDDs per year.

La prise de statines en cas d’hépatite C:

- Diminue le risque de CHC quelle que soit la dose

- Diminue ce risque d’autant plus que la durée de prise est

longue

- N’est pas associée a un risque thérapeutique particulier
- Leffet bénéfique s'observe méme en l'labsence de

cirrhose

- Est-ce valable a I'ére des AVD?

Tsan et al. J Clin Oncol 2013




L'obésité et le diabete favorisent la
cancérogenese hépatique, notamment chez les
patients avec stéatopathie métabolique

Le diaghostic est trop souvent tardif

Le dépistage du CHC chez les patients avec
stéatopathie sans cirrhose n’est pas recommandeé

Les traitements du CHC nécessitent d’étre
adaptés aux comorbidités des patients avec
steatopathie



