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Drug-induced liver injury Direct effects on
Viral hepatitis adaptive immune
NAFLD '

responses
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Co-infection with HIV significantly modifies the
natural history of HBV infection

In patients with HBV infection, HIV co-
infection is associated with:

v" Higher chronicity rate of acute hepatitis B

v" Higher levels of HBV replication, even in
the presence of HDV super-infection
related to HIV-induced CD4 depletion

v" lower rate of spontaneous loss of HBeAg
and/or HBsAg and seroconversion to
anti-HBe and anti-HBs

J HIV

Resolved Infection
HBsAg- HBcAb+ HBsAb+/-
HBVDNA -

Acute Hepatitis

THIV

w\/

1 HIV || Asymptomatic Carrier | | Chronic Hepatitis
HBsAg+ HBeAb+ HBsAg+ HBeAg +/-
HBVDNA <104 HBeAb+/-
| HBVDNA >10%-105
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| THIV

Cirrhosis

|

HCC

Puoti, M. et al. J. Hepatol. 2006



Co-infection with HIV significantly modifies the
natural history of HCV Infection
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What is Metabolic Syndrome?

-

Visceral
Obesity

”

Low HDL-
Cholesterol

Metabolic
A Syndrome

High
Triglycerides

alin

Resistance

Hypertension

Component

Clinical Cutoff Values

Waist Circumference
Triglycerides

HDL Cholesterol

Blood Pressure (BP)

Fasting Glucose

Diagnosis

>102 cm in men
>88 ¢m in women

>150 mg/dL

<40 mg/dL in men
<50 mg/dL in women

>130 mmHg Systolic BP or
>85 mmHg Diastolic BP

>100 mg/dL

Any 3 of the 5 features above



25% of the world population has fatty liver

Modifié de Younossi et al. Hepatology 2016;64:73



Fatty Liver in different populations

Type 2 diabetes (65% NAFLD)

Obesity (80% NAFLD)

Community (25% NAFLD)

Francque et al. ] HEP Report 2021



Direct HIV Antiretroviral Microbial
Effects Therapy Translocation

» The prevalence of NAFLD in patients who
are HIV mono-infected ranges from 30%
to 60%

 NAFLD in HIV-infected patients occurs at
a significantly lower BMI than those
without HIV

» HIV-associated NAFLD is not only
associated with a high prevalence of
fibrosis but also rapid fibrosis progression

\ /

\ V4
FFA Influx X / FFA Influx

\‘ ’/

NAFLD |

Yen DW, Curr Opin HIV AIDS 2022
Lemoine, Curr. Opin. Infect. Dis. 2012




Natural history of NAFLD

Healthy Liver NAFLD/NASH Girrhotic NASH HCC
'_> ”-B.Z‘deear’ 0.3-2.6%/year
HCC
Unclear incidence
Risk factors for step 1 Risk factors for step 2 (Estimates:0.04-0.3%/year)
* Obesity * Obesity
« Arterial hypertension * Diabetes
* Diabetes » Advanced fibrosis
* Dyslipidemia * PNPLA3/TM6SF2
* PNPLA3/TM6SF2 Polymorphisms
Polymorphisms * Age
« Gut microbiota
. Dletary habits J Gregory ©2016 Mount Sinai Health System

D’Avola et al., Clin Liver Dis 2016



Altered gut Expanded

microbiota and
inflamed
; visceral
adipose
tissue
v ' ¥
Insulin resistance and Pro-inflammatory Vasoactive and
related disorders factors thrombogenic molecules
(e.g. atherogenic dyslipidaemia, (e.g. IL-1p, IL-6, (e.g. TGF, fibrogen and
hypertension, dys?lycaemia TNF and other plasminogen activator
and nonesterified fatty acids) cytokines) inhibitor 1)

|
bbb

Cardiac arrhythmias
and conduction defects
Coronary Cardiac dysfunction Cardiac autonomic changes

atherosclerosis and hypertrophy and electrical remodelling Anstee et al.,
Nat Rev Gastro Hep 2018




Causes of death of NAFLD patients

Outcome

Number

Death or OLT
Cardiovascular disease
Non-liver cancer
Cirrhosis complications
HCC
Liver transplantation
Infections
Others

n=193

74 (38.3%)
36 (18.7%)
15 (7.8%)
2 (1%)

1 (0.5%)
15 (7.8%)
35 (18.1%)

Angulo et al. Gastro 2015



Metabolic comorbidities and the risk of HCC
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Diagnostic modalities for NAFLD, NASH and fibrosis

* Invasive Modalities:
— Histology (liver biopsy is the imperfect gold standard to diagnose
NASH and stage fibrosis)
*  Non-invasive Modalities:
— Non-invasive modalities for NASH are not very fruitful.
—  Better opportunities to find non-invasive tests for fibrosis
— International efforts to find NITs: LITMUS and NIMBLE

Clinical/lab tests __\§ ____Imaging |

* NAFLD fibrosis score T — « Hyaluronic acid
* FIB-4 index * Fucosylated haptoglobin (Fuc-Hpt)
¢ Computer tomography ) g .
e ASTALT ratio . . . * Macroglobulin-2 binding protein
o « Magnetic resonance imaging (Mac-2bp)
* ASTplatelet ratio index » Magnetic resonance spectroscopy «  Fuc-Hpt + Mac-2bp
* Hepascore® * Transient elastography e ELF score

* FibroTest® * Acoustic radiation force impulse «  FIBROSpect®

* FibroMeter® * Magnetic resonance elastography « PROC3

« Fatty liver index \ /
\0 Index of NASH / K /

Younossy & Henry, Gastroenterology 2020



Commonly used noninvasive tests for
advanced fibrosis in NAFLD

FIB-4 > AST, ALT, Age,
Platelet count

NFS - AST/ALT, IFG/T2DM,
age, BMI, platelet count,
albumin

Vibration-controlled transient
elastography (Fibroscan®)



Fibrosis-4 (FIB-4) Calculator i Share

The Fibrosis-4 score helps to estimate the amount of scarring in the liver. Enter the required values to calculate the FIB-4 value.
It will appear in the oval on the far right (highlighted in yellow).

Age (years) AST Level (U/L)

FIB-4 = Platelet Count (10°/L)

ALT (U/L)

Interpretation:

Using a lower cutoff value of 1.45, a FIB-4 score <1.45 had a negative predictive value of 90% for advanced fibrosis
(Ishak fibrosis score 4-6 which includes early bridging fibrosis to cirrhosis). In contrast, a FIB-4 >3.25 would have a
97% specificity and a positive predictive value of 65% for advanced fibrosis. In the patient cohort in which this
formula was first validated, at least 70% patients had values <1.45 or >3.25. Authors argued that these individuals
could potentially have avoided liver biopsy with an overall accuracy of 86%.



Patients with suspected NAFLD*

I T| S ot ver discase Approach to noninvasive
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FIB-4 or NAFLD fibrosis score eval u at i on of NA F L D

J - - -

FIB-4<1.3 FIB-4=1.3

NFS <-1.455 NFS =-1.455
Low risk to —> 2 line: referral center
high risk
Rule-out/in advanced fibrosis Failure (XL probe)
= i 3.0%—6.7%
A pt lifestyle “ e Transient elastography
modifications i A
and exercise TN { * Consider MRE, 2D
SWE, or ARFI
) LSM <8 kPa LSM 28 kPa Soctriing o

—— * * local availability

assessmert, Cowriox | [TRETEHRSEN
repeat evaluation high risk**
at 1 year? L
¥
Consider liver
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|
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and exercise
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Consider repeat Eligible for Screen for OV and
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Monitoring with
MRE? Castera et al., Gastroenterology 2019



Change in FIB-4 Risk Group from baseline and at 3
year from NAFLD diagnosis

”— .

Low-risk FIB-4 20% progressed to /high risk

FIB-4<1.3
N=151194

N

16% progressed to high risk

Indeterminate-risk FIB-4
FIB-4 1.3 - 2.67

N=43341

@ o [
P A A
High-risk FIB-4

FIB-4 > 2.67
N=7784

HCC Risk

HCC risk after change in FIB-4 at 3 years

5%
— Llow-Low
— = Low —Indet
Low — High
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-—~ Ind- High
High — Low/Indet
3% - High — High
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Cumulative Incidence
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Years after 3 year landmark time

Annual IR for HCC per 1,000 PY
Low-Low 0.05 per 1,000 PY (reference)
Low- 0.21 per 1,000 PY, adjusted HR 3.45
0.53 per 1,000 PY, adjusted HR 7.96
High 1.90 per 1,000 PY, adjusted HR 26.52
High-High 4.56 per 1,000 PY, adjusted HR 57.69

Risk of developing cirrhosis or HCC corresponded to a subsequent increase or decline in FIB-4 over 3 years

Cholankeril G, J Hepatol 2022



Lifestyles and Fatty Liver

Weight

Sport

Diet

Beverages

Screens

Sleep




Weight loss

52 weeks of lifestyle intervention

% Weight loss (WL)

NASH-resolution

FIBROSIS-regression

STEATOSIS improvement

% Patients achieving WL

10%

16%

35%

70%

5%

26%

18%

65%

12%

64%

16%

76%

9%

10%

-
293 patients with NASH
90%
= 52 weeks intervention
(diet and ‘lifestyle sessions’)
100%
= Biopsies

Vilar-Gomez et al, Gastroenterology, 2015
Romero-Gomez et al, J Hep, 2017



Physical activity and Liver mortality

Liver-related mortality risk in U.S. men and women
without established liver disease at baseline (1986-2012)

Physical activity, MET-hours/week

(] 18+ @ 3to<9
3.5 - IRELEEN | B
3.0 -
2.9 1
20 - Reference
1.5 -
1.0 -
0.5 -
0.0

N = 125,864

adults

Adjusted hazard ratio

BMI <25 kg/m? BMI 25 to BMI 30+ kg/m?
<25 kg/m?

» Higher physical activity levels predicted significantly lower risk of liver-related mortality,
across all levels of body mass index (BMI)

» Average-pace walking for >3 hours per week could have prevented 25% of liver-related
deaths

Simon TG, J Hepatol 2020



Mediterranean Diet

‘ /‘\ Meats

and
Sweets
Less often

Wine

Poultry,
In moderation Eggs,
Cheese,
and Yogurt
Moderate portions,
daily to weekly
Fish
\ and 1 8m
S~ Seafood
X Often, at least
Drink Water tiwo times per week

Fruits,
Vegetables,
Grains
(mostly whole),
Olive oil,
Beans, Nuts,
Legumes
and Seeds,
. Herbs
\ and Spices
Base every meal
on these foods

www.mayoclinic.org

Mediterranean

27% HFC

5% HFC

Gepner et al. J Hep 2019



Sugar Content in sodas

20 tsp

16 tsp 16 tsp
14tsp 14 tsp

13 tsp

8 tsp 8 tsp 9 tsp 9 tsp

O tsp
= 1
=
A .
L 7=
\
\
500mL 375mlL 350mL 600mL 600mL 600mL 500mL 600mL 600mlL 1150mlL
Water lced tea lemonade  Apple drink  Sports drink  Chocolate lced coffee  Energy drink Orange Cola Mega
milk drink slushie

Courtoisie de Prof. M. Abdelmalek



Bariatric surgery

Adjustable Roux-en-Y Vertical Sleeve Biliopancreatic
Gastric Band Gastric Bypass  Gastrectomy Diversion With a
(AGB) (RYGB) (VSQG) Duodenal Switch

(BPD-DS)



Drug development in NASH

FGF analogs
Phase 1
o Moibs oy GLP1/SGLT modulators
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Others ™

Anti-fibrotic/inflammatory



Lifestyles or drug ?

Lifestyles Drug therapy
Availability Yes Soon?
Cost Cheap Not cheap!
Side effects Little Likely
Acceptance Poor Good
Efficacy Good To be proven




ﬁ?=5@= §@= g@= 1,

Birra Vino Aperitivo Superalcolico  Unita alcolica
bicchiere 330m|  bicchiere 125m| bicchiere 80 mi bicchiere 40ml (circa 12 grammi di alcol)

1 bicchiere = 1 unita = 12 grammi di alcol

Time to develop ALD = to amount of

alcohol consumed
® Men : 60-80 gm/day for 10 years
® \Women : 20-40 gm/day for 10 years




COINFEZIONE HCV



Incidence rates by coinfection status and ART era

35.0 - @Early ARTera OMiddle ARTera OModern ART era

30.0 -
25.0 - _
20.0 -

15.0

10.0 :

& ] __
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o
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Incidence of ESLD per 1000 person-years
-

€O (20

T I I 1

HBV-/HCV- HBV-/HCV+ HBV+/HCV-  HBV+/HCV+ Not assessed

End-stage liver disease (ESLD) incidence rates and 95% confidence intervals by viral hepatitis coinfection status and antiretroviral
therapy (ART) era, North American AIDS Cohort Collaboration on Research and Design, January 1996—-December 2010. From Klein et al

Clin Infect Dis 2016.



Updated HCV Epidemiology in 2020

Viremic infections have declined since 2015, due to
new/improved data, as well as mortality and cure

Global Change in Viremic HCV Infections, 2015-2020

63.7 75

8.8
(61.8 -75.8) _ _ 56.9
million Gﬁ?illic?ﬁg) (8}?1n|i1o?{4) (5_35J 56.5) (55.2 - 67.8) .
million mion Updated estimates for Egypt,
. — I Brazil and Nigeria, as well as a
& new estimate for Democratic
Republic of the Congo have
contributed to a lower baseline
prevalence in 2015
Prevalent New Infections Cured Deaths Prevalent
(viremic) (chronic) (all-cause and (viremic)
liver-related)
Beginning of 2015-2019 Beginning of
2015 2020

Blach S et al, LGH 2022



Updated HCV Epidemiology in 2020

2030 Target:
80% Diagnosed

2030 Target:
B0% of diagnosed
started on treatment

Gap
4%

Gap
79%

32% 20% ¥

Ciagnosed

Ciagnosed
10,000, 000
dal 47% aof - /= 5%, of
- B o™ o - mmm UrooreTx

Infected, Ever Treated, Infected, Currently Treated, 2020
201E Ciagnosec 2015-2019 2020 Chagnosec
Cumulative Cascade, 2015-2019 Annval 2020

W High Income Upper Middle Incorme B Lower Middle Income B Low Income Gap tareach 2030 targets

Blach S et al, LGH 2022



HCV Screening:
Different Approaches Lead to Different Results

HCV Screening Type of prevention Actions

Risk assessment/general
- population screening
' Awareness campaigns in general population
@ Increase awaren ess inhealth care professionals
H Empowement/Counselling

Testing/Diagnosis
Linkage to Care/Antiviral Therapy
Ham Reduction Measures

Screening of
Asymptomatics

EarI]r Dlag nosis Increase awarervess in health care professionals
Increase awareness in general population

Empowerment/Counselling
Testing /Diagnosis
Linkage to Care/Antiviral Therapy
Harm Reduction Measures
Monitoring

2N N

Diagnosis of HCV Co PrTver:t Antiviral Therapy
in Symptomatics mplications I":;::';;nﬂnm

Kondili L et al, Liver International in press



EASL HCV Treatment Algorithm for TN/TE Patients
Without Cirrhosis or With Compensated Cirrhosis

Treatment recommendations for HCV-mono-infected or HCV/HIV coinfected adult (aged 218 years) and adolescent
(aged 12-17 years) patients with chronic HCV without cirrhosis or with CC* including TN and TE"

Treatment-naive Treatment experienced

Without cirrhosis 8 weeks 12 weeks
8 weeks 12 weeks
Without cirrhosis 8 weeks 12 weeks
12 weeks with
8-12 weeks* weight-based

RBVS

8 weeks

12 weeks

12 weeks

16 weeks

12 weeks

12 weeks

12 weeks

12 weeks with
weight-based
RBVS

*Child-Pugh A; 1TE to peglFN + RBV, peglFN-a + RBV + SOF or SOF + RBV; #In TN patients infected with GT3 with CC, treatment with G/P can be shortened to 8 weeks, but more data are needed to consolidate this recommendation; 8 If
resistance testing is formed, only patients with the NS5A Y93H RAS at baseline should be treated with SOF/VEL + RBV or with SOF/VEL/VOX, whereas patients without the Y93H RAS should be treated with SOF/VEL alone.
CC, compensated cirrhosis; EASL, European Association for the Study of the Liver; G/P, glecaprevir/pibrentasvir; GT, genotype; peglFN, pegylated interferon; RAS, resistance-associated substitution; RBV, ribavirin; SOF, sofosbuvir; TE,

treatment experienced; TN, treatment-naive; VEL, velpatasvir.
1. EASL. J Hepatol 2020 Nov;73(5):1170-1218. doi: 10.1016/j.jhep.2020.08.018. Epub 2020 Sep 15. 2. Maviret (GLE/PIB) US Prescribing Information.




Disease Severity Impacts the PK of Pls

Hepatic
clearanceW¥

Drug exp

L )

Drug uptake into

Drug efflux into

Active fraction
(fu)p

Impact of
Hepatic
Impairment on
GZR PK
(Non-HCV)

CP-A 1 70%
CP-B 1 5-fold
CP-C ;[M12-f0|d

PC Zepatier

Volume of
P— distribution 4

!

I Acites

Fig. 2 Overview of the pathophysiological changes in patients with liver cirrhosis that influence drug metabolism and therefore the
pharmacokinetics of drugs. CYP cytochrome P450, UGT uridine diphosphate-glucuronosyltransferase, | indicates decrease, T indicates increase

Drug Saf (2016) 39:589-611
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Real-world effectiveness and safety of direct-acting antivirals in
patients with cirrhncic and hictarv nf heanatir darnmnancatinn-

Epi-Ter2 Study Live I

Aleksandra Berkan-Kawir  JINBES N1 (@] V-1
. Krzysztof Tomas

Iwona Buczynska, Monikz RESEARCH LETTER
Jakub Klapaczynski, Wtod

Aleksander Garlickl, Mare §afgsbuvir/velpatasvir/voxilaprevir for hepatitis C virus

Biatkowska-Warzecha, Ol

. see fewer authors ~ retreatment in decompensated cirrhosis

First published: 02 Marck ) : i
Sonalie Patel 2 Michelle T. Martin, Steven L. Flamm

First published: 30 September 2021 | https://doi.org/10.1111/liv.15075




RESEARCH LETTER

TABLE 1 Patient characteristics

Patient

Age (years)
Gender

BMI (kg/m2)

Genotype/subtype
CTP Class (points)

Week 4

HCV RNA (1U/ml)

CTP ClLass
(points)

MELD-Ma
Week 8

HCV RNA (IU/ml)
CTP class (points)

MELD-Na

Mot detected
B(8)

15

Mot detected
B (8)
16

Week 12 (end of treatment)

HCWV RNA (IU/ml)
CTP class (points)

MELD-Na

Mot detected
B(8)
17

HCWV RNA (IU/ml) Mot detected
CTP class (points) B (7)

MELD-Na

12

63
Male
22.5
3a
B(8)

Mot detected
B(7)

14

Mot detected
B(7)
17

Not detected
B(7)

13

Not detected
B(7)

11

57
Female

29.2

126
Al6)

11

Mot detected
A (6)
11

Not detected
A(6)

12

Not detected
A(5)

9

56
Male
37.6
1a
B (8)

Mot detected
B(7)

10

Mot detected
B(7)
13

Not detected
B(7)

12

886,538

B (7)

11

62
Female
29.3

1a

B(9)

Mot detected
B (8)

15

Mot detected
B(7)
15

Not detected
B(7)

14

Not detected
B(7)

14

. 3025
N'I!Egﬁlggth W ] L EY

52
Male
34.3
3a
C(10)

Mot detected
B(7)

16

Mot detected
B(7)
13

Not detected
B(7)

17

Not detected
B(9)

14




Increased Risk of HCC Persists up to 10 Years After Virus
Eradication in Patients with Advanced HCV

» 29,033 VA patients with an SVR to DAA and 19,102 with an SVR to IFN
» During 5.4 yr follow-up, 1509 incident HCCs were identified

Conclusions: Patients with cirrhosis before an SVR to treatment for HCV infection continue to have a high risk for HCC

(>2%/year) for many years, even if their FIB-4 score decreases, and should continue surveillance. Patients without

cirrhosis but with FIB-4 scores 23.25 have a high enough risk to merit HCC surveillance, especially if FIB-4 remains 23.25

post-SVR.

Years Atrter 5VR

loannou GN et al Hepatology 2019



Who Should be Followed After an SVR?

« Patients with no to moderate fibrosis (METAVIR score FO-F2),
with SVR and no ongoing risk behaviour should be discharged,

provided that they have no other comorbidities (Al).

« Patients with advanced fibrosis (F3) or cirrhosis (F4) with SVR
should undergo surveillance for HCC every 6 months by means

of ultrasound (Al).

EASL Recommendations on Treatment of Hepatitis C 2020



SVR Does Not Improve Long Term Glycemic
Control in HCV Patients

Predicte] Valus

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

1.7 - L]
L] I L]

year

] Traatad w SVR + iribre ated 4 Traatrnant Failura
—_— Treated W SVR = — = Untreated = = = Treatment Failure

Lia Ji et al, Liver International 2019



Diabetes and Obesity Impact on Repeated Elastography
Measurements Following an SVR

TABLE 3. INDEPENDENT PREDICTORS OF LSM
CHANGES AT 24-WEEK FOLLOW-UP AFTER
THERAPY IN 748 PATIENTS WITH COUPLED

EVALUATIONS
Term Estimate SEM PValue
sex, F +0.008 0.01& 0.63
Age, 10 years +0.010 0.012 0.44
SVR, yes —0.191 0.088 0.029
BMI, kg/m? +0.002 0.004 0.57
Diabefes, yas +0.047 0.023 0.039

Valenti L et al, Hepatology Reports 2021



High Risk of HCC in NAFLD Without Cirrhosis

p=0-0034

p=0-0037

(W]
T

p=0.0040

I
T

L
T

[
T

38-5%

without cirrhosis (%)

Proportion of patients with
hepatocellular carcinoma

104

9-1%

|
NAFLD HBV ALD

Tan et al, Lancet Oncology 2022



Who Should We Follow-up Post SVR?

METAVIR
Score FO-F2
(] - Elevated ALT! and GGT?
/ levels after SVR —) Follow up
—) DAAs —) SVR - Significant comorbidities?®

\ No significant comorbidities® —) Discharge

METAVIR
Score F3-F4

@
—) DAAs —) SVR ﬁ Regular Follow up
HCC and PH surveillance

1 elevated ALT levels: = 35 U/L for females, 250 U/L for males 2. elevated GGT levels : 40 U/L for females, = 60 U/L
for males 3. Non alcoholicsteato hepatitis, obesity, alcohol consumption and diabetes

Colapietro F, Aghemo A, Liver International 2020



Who Should We Follow-up Post SVR?

\

Study design

4

Results

/

&

Single-center longitudinal study
636 HCV cirrhotic patients

achieving an SVR to DAA treatment

- \ = T
Cohort A (n = 480)
CPT-A without previous
liver-related events

Cohort B (n = 89)
CPT-B or CPT-A patients
with prior non-HCC
Iivgr-related events

Cohort C (n = 67)’
Prior HCC

b T

\

Median follow-up 51 (range 8-68) months
5-year cumulative incidences of

> N\
Liver-related
events

y

Ve

Non-liver related
events

oY )

A

Mortality J

10.4% (95% CI 7-1 3%)\
HCC 7.7%; ascites 1.4%
bleeding 1.3%

VS.

32.0% (95% Cl 20-44%)
HCC 19.7%; ascites 8.6%
bleeding 7.8%; PSE 2.5%

VS.

71% (95% Cl 56-85%)

4

HCC only
K p <0.0001 J

/1 1.7% (95% CI 8-1 5%)\

VS.

17.9% (95% Cl 6-29%)

VS.

17.5% (95% CI 7-27%)

p = 0.32

A W

/ Liver-related 0.5%* \\

Non-liver related 4.5%$

VS.

Liver-related 16.2%*
Non-liver related 8.8%$

VS.

Liver-related 12.4%*
Non-liver related 7.7

*p <0.0001

Sp=0.12

SVR: Sustained virological response; DAA: direct-acting antivirals; CPT: Child-Pugh-Turcotte; HCC: hepatocellular carcinoma; PSE: porto-systemic encephalopathy

D’Ambrosio

R et al, ] Hepatol 2022



Who Should We Follow-up Post SVR?

( HCC risk stratification after cure of hepatitis C in patients with cACLD j
2 _
Risk I Proportion I HCC I HCC 3 3 h?wh”?kk
. of patien incidence ar - —_— | ns
o = AFP/LSM/albumin-based group | patients | atayears | 1309? E o g
S & | AP46ngm - 3points ' | o | 237
C\Il E Age 259 years » 2 points £ o
— s LSM 219 kPa » 1 point 2 -
= % Albumin <42 g/L  — 1 point High-Tisk £
g Optionally: Alcohol consumption - 0 S S
GEJ o« | >30g/dJ/>20 g/d 2 — 2 points L(afl) ** 29.2% | 17.5 | 4.4 J : § 4 . | | |
5 O ©% 0 12 24 36 48
% -g Time (months)
% ®©o -~~~ -~ -~ -~"—-—"—""""="-""="-"7""""""=""="""="""""""=""”""="="""/"7= S = 7=
o O
S ’53 % 2 = Low risk
b q{‘:u LSM/albumin-based S - —— Highrisk
o
...,% 75} Age =59 years + 3 points { W E g N
o % LSM 219 kPa » 2 points i
Albumin <42 g/L » 2 points High-risk 2
5 g Optionally: Alcohol consumption L(E‘” ** 33.9% | 11.6 3.0 J % =
>30 g/d /=20 g/d ¥ — 2 points S o
E
S g T T T T T
0 12 24 36 48
AFP - aipha-feioprofein; d-day; LSM-iver stiffness measurement py-patient years; 0 points if criterion is nof met; data shown are based on algorthms considering alcohol consumplion in the validation cohor Time (mDnthS)

Semmler G et al, J Hepatol in press




Management of Portal Hypertension Following Viral

Suppression
g 100 = Viral suppression - No EV §. 100
p —— Viral suppression - Grade | EV | € = Unfavorable Baveno VI
o e Ny Virryl €1 innraceinn - Nn B/ B T FH"U’UFEU'E BEVE"U w

3.7 In the absence of co-factors, patients with HCV-induced cACLD who achieve SVR and show
consistent post-treatment improvements with LSM values of <12kPa and PLT >150x10°/L
can be discharged from portal hypertension surveillance (LSM and endoscopy), as they do not
have CSPH and are at negligible risk of hepatic decompensation. In these patients,
hepatocellular carcinoma surveillance should continue until further data 1s available. (B.1)
(New)

3.8 The Baveno VI criteria (i.e., LSM <20kPa and PLT >150x10°/L) can be used to rule-out high-
risk varices in patients with HCV- and HBV-induced cACLD who achieved SVR and viral
suppression, respectively. (B.1) (New)

NUMDG: ur ok (wveingg

Viral suppression - No EV 246 (4) 201 (3) 170 (1) 151 (0) 133 (0) 114 (0] 85 (0) 58 (0) 34 (0) 5 Number ot fisk [evens)
Virol suppression- Grade 1BV 27 (0) 23 (2) 16 (1) 13 (0) 10 (0] 10 (1] 9 (0] 4 (0] 2 (O O Unfavorable Baveno VI 164 (5) 135 (s} 112 (1) 98 (0] 84 [0) 72 (1) 53 (0) 32 (0) 16 (1) 2
No Viral suppression - No EV 291 [6) 256 (6) 227 7) 193 (5) 158 (6] 108 (7) 71 (3] 40 {)) 21 (0} 2 Favorable Baveno VI 64 (0) 63 (0] 59 (0) 58 (0] 55 [0) 50 (0] 43 (0) 32 (0) 22 (0] 3

No Virol suppression- Grode [EV 7§ (2) 72 (9) 59 (11) 43 (5) 32 (6] 21 (2] & (1) S (2) O (0) O

Thabut D et al, Gastroenterology 2019



Take home messages

Fibrogenic pathways from HIV include direct effects on liver cells, immune activation from
bacterial translocation, and altered immunity from T-cell exhaustion and death.

Although HCV co-infection has declined, HBV and HDV are still main contributors to HIV
related liver disease, and HEV is particularly common in Europe.

NASH is highly prevalent in people with HIV and is associated with rapid fibrosis progression,
with visceral fat related to lipodystrophy as a clinical predictor.

Despite lowered risk of fibrosis progression with effective antiretroviral therapy, mechanisms
of fibrogenesis are not completely reduced, and further studies in the possible contribution of
contemporary antiretroviral therapy to fatty liver disease are needed.

Emerging therapies include CCRS5 inhibitors for modulation of hepatic fibrosis, tesamorelin for
HIV associated nonalcoholic fatty liver disease, and bulevirtide and lonafarnib as potential
cures for hepatitis D.



