Hepatitis B,C
4 4

Wat is nieuw in
20192

Stefan Bourgeois
ZNA, Antwerpen
21 juni 2019




Disclosures

Spreker en ab board voor Gilead, BMS, AbbVie, MSD en Janssen



ﬁ
Menu 21 juni 2019 \()Z A=

Hepatitis C

Hepatitis B

Hepatitis Delta




Menu 21 juni 2019

HBV HCV
250.000.000 21.000.000
Bloed-bloed Bloed-bloed

Sexueel
Viruscontrole Eradicatie
(Functional

cure)

Antiviraal Antiviraal
titel (immuun-

ondertitel

modulerend)

datum

Hep Delta

20.000.000
Bloed-bloed

Sexueel
Viruscontrole
Antiviraal

(immuun-
modulerend)



OzNa

Hepatitis €



Global HCV Prevalence (ﬁ) Zma

Countries with HCV Epidemiology Data
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~ 71 miljoen mensen
wereldwijd besmet

~ 400.000 doden/jaar




Prevalentie van hepatitis C C\)Zﬂa

|
 In Europa is de

prevalentie van
hepatitis C niet
homogeen.?

 In 2018 was in Belgié
naar schatting 0,12%0
van de bevolking
chronisch besmet met
het hepatitis C-virus.?

Referentie: 1.Esteban J. et al. Journal of Hepatology 2008;48:148-162. 2. Litzroth A. et al. BMC Public Health 2019;19(1):39.
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Genotype distribution: Global Data L Zna

HCV genotype proportion 3.9 million
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Evolution of HCV genotype 1 treatment @)Zl la
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(Vs
IFN: interferon; RBV: ribavirin 1. McHutchison JG, et al. N Engl J Med 1998;339:1485-92; 2. Fried M, et al. N Engl J Med 2002;347:975-82
Peg-IFN: peginterferon 3. Manns MP, et al. Lancet 2001;358:958-65; 4. Hadziyannis SJ, et al. Ann Intern Med 2004;140:346-55
DAA: direct-acting antiviral 5. Jacobson IM, et al. Hepatology 2010;52(Suppl):427A; 6. Sherman KE, et al. Hepatology 2010;52(Suppl.):401A

SVR: sustained virologic response 7. Poordad F, et al. Hepatology 2010;52(Suppl.):402A; 8. Foster GR, et al. Hepatol Int 2011;5(Suppl.1):14
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New molecules

New staging techniques
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Feeney ER et al. BMJ 2014 DAAs : direct antiviral agents
STAT-C : Specifically Targeted Antiviral Therapy for HCV




HCV life cycle and targets for direct-actin" \ Zma
antiviral agents (DAAS)

Receptor binding
and endocytosis

Transport
and release
Fusion and
uncoating ..
Virion
assembly

|

Translation and
polyprotein
processing

ER lumen

" NS5A inhibitors
“....asvirs”
Z
é RNA replication
4

Non-NUC NS5B inhibitors
NUC NS5B inhibitors

\

ER lumen

NS3 protease inhibitors

« < “...buvirs”
....previrs

ER: endoplasmic reticulum; LD: luminal domain; NS: non-structural protein; NUC: nucleotide analogue
Adapted from Lindenbach BD, Rice CM. Nature 2005;436(Suppl):933—-8
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Leverbiopsie

Percutaneous Liver blopsy ransvenous (transjugular) Liver biopsy

source@2015 Bosten Scientific Corporation or its affiliates.
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1. FIBROTEST (BIOPREDICTIVE):

Elements : a2 macroglobulin, haptoglobin, apolipoprotein A1, total bilirubin, GGT
F2:2>0.49

F3:0.59-0.72

F3-F4:0.73-0.74

F4:2>0.75

2. APRI (AST-PLATELET RATIO)
In a pure HCV cohort
F2: APRI not to use for detection of F2
F3:>1
F4:> 1.6
Reference: Holmberg, Clin Infect Dis 2013

3. FIB-4 (age, ASTALT, platelets)
F2>1.45
F3:22.1
F3-F4:>3.25
F4: > 3.85

Reference: Vallet-Pichard, Hepatology 2007, Holmberg, Clin Infect Dis 2013, Martinez APT 2011. Useful website: www.hepatitisc.uw.edu/page/clinical-calculators
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% Patients w ith SVR12

SVR resultaten met /P

1004 998 100 99 100 ar 98 100 100 100 100 100 100 981 846
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Cure rates are high in PWID receiving
SOF/VEL for 12 weeks: studies presented at
INHSU 2018 s

Efficacy
o6 (ITT)* 100
100 - 94 93 96
80 -
N
S
o 60 -
—
@
>
n 40 -
20 -
0
SIMPLIFY?  Myanmar ANCHOR3®  Conway* Boyle®
2 (8 weeks)
NOT HEAD-TO-HEAD COMPARISONS. These graphics serve to illustrate SVRs obtained between
different regimens from
different studies and are therefore not directly comparable as study populations are NOT matched
1. Cunningham El, et al. INHSU 2018; Oral #21Sep 11.30; 2. Thaung YM, *Consolidated from different studies.
et al. INHSU 2018; Oral #20Sep 14.30; 3. Kattakuzhy S, et al. INHSU ITT: intent-to-treat; PWID: people who inject drugs;
2018; Oral #20Sep 14.50; 4. Conway B, et al. INHSU 2018; Poster#9; SOF: sofosbuvir; SVR: sustained virological
5. Boyle A, et al. INHSU 2018; Poster#5 response; VEL: velpatasvir

Slide contains treatment data



REAL-WORLD DATA: THE GERMAN HEPATITIS C-
REGISTRY?

= 5VR12 Rates in the Effectivenass Population
Received G/P for & weeks
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Acohol Abuse/ HIV Coinfection m
mma [ B

Overall

Virologic fallure - 4 1 1 0 0 0 0 1 1 0
HCV reinfection 3 0 2 0 1 0 1 0 0 0 1
DiscontinuedTF) 19 0 T 0 1 0 3 0 1 0 1 0

Patients who discontinued G/P prematurely and achieved SVR12 were counted as virologic responders.

mITT analysis excluded: patients who discontinued G/P prematurely and did not achieve SVR12; patients who were LTFU; patients with HCV reinfection.

G/P: glecaprevir/pibrentasvir; HCV: Hepatitis C Virus; ITT: intention-to-treat; LTFU: lost to follow-up; mITT: modified ITT; SVR12: sustained virologic response at Post-Treatment Week 12.
Cornberg M. Et al, Presented at EASL 2019. Vienna, Austria



Real World Data: Efficacy of ZEPATIER (EBR/GZR) in

PWID receiving OAT
S Veteran Affairs (VA) population

100 -

80 1

%

SVR,

20 1

Kramer et al. Oral presentation (PS-182) at EASL 2019, Vienna.

60 -

40 -

95.9

Sustained Virologic Response
(N=611)

95.5

HH

96.7

All

RBYV, ribavirin; SOF, sofosbuvir.

GTla

GT1b

Utilization of EBR/GZR
Regimens

05%  6.9%

m EBR/GZR for 12 weeks (n = 526)

m EBR/GZR + RBV for 12 weeks (n = 22)

= EBR/GZR + RBV for 16 weeks (n = 18)
EBR/GZR + SOF + RBV (n = 3)

Other (n=42)
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Kort: 8 a 12 weken
Nevenwerkingen: verwaarloosbaar
Succesratio: 97-99%

Cave DDI's!




Drug Drug Interactions (DDI) and Direct Acting Antivirals (DAAs)

= Metabolic pathways of potential DDI

OATP1B1/3
Daclatasvir
Paritaprevir
Grazoprevir
Velpatasvir

P-gp/BCRP
Daclatasvir
Dasabuvir
Ledipasvir
Ombitasvir
Paritaprevir
Elbasvir
Grazoprevir
Velpatasvir
Ledipasvir
Sofosbuvir

Ritonavir (only P-gp)

Adapted from: Dick 2016. Hepatology
63(2); 634643

CYP2C8
Dasabuvir
Velpatasvir

CYP3A
Daclatasvir
Paritaprevir
Ledipasvir
Velpatasvir
Elbasvir
Grazoprevir
Ritonavir
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Challenge 2019

Cure for all
Transplantation for some
Close FU for some more

screening for HCC
beware of alcohol

FU: Follow-up; HCC: Hepatocellular Carcinoma
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Het natuurlijk verloop @Zﬂa

van Hepatitis €

Geneesd HCV-

infectie
15-40%

Overlijden of transplantatie

Acute HCV
infectie

60-85% Chronische 15-30%
HCV-infectie

hepatocellulair
carcinoom

Cirrose

Tijd (jaar)

HCC: HepatoCellulair Carcinoom
Referentie: Vassilopoulos, D. & Calabrese L. H. Nat. Rev. Rheumatol. 2012; 8:348-357.



HCV infection is associated with an
increased overall mortality

All Causes
35 +

s ANH-HCV RNA seropositives, HCV RNA detectable

30 e ANt-HCY RMNA seropositives, HCV RNA undetectable 30.1%
w—— ANti-HCV seronegatives

25 4 P<.001 for comparison among three groups

g P<.001 for HCV RNA detectable vs. undetectable

=

©

£

[=]

=

2

=

E 12.8%
3 12.4%

0 2 4 6 8 0 12 14 16 18 20

Follow-Up Years

Lee et al. JID 2012



SVR is associated with reduced mortality 3

All-cause mortality

30
P <.001 o
20-
F'-..J
Without SVR .~

10-

0 '-__-_I _____ 1_— T T T T T | T 1

0 1 2 3 4 5 6 7 8 9 10

SVR: Sustained Virologic Response; y: year
Van der Meer AJ, et al. JAMA 2012

LIVER RELATED MORTALITY

30-
P <.001
l'll_
20_ lIdrl.-l"r
Without SVR .~
10+
e With SVR
O JI--_Ir___ ll:l T | T | | T T 1



Patients with SVR have a normal overal survival 3

Figure 2. Overall survival of patients without SVR compared 1o the age-  Figure 3. Overall survival of patients with SVR compared 1o the age-

and sex-matched Dutch population and sex-martched Dutch population
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HCV-associated complications will increase
markedly over the next 5-10 years

France

% 70005 Liver transplant 2 ?ggg: Liver transplant
ke 60001 —— Decompensated cirrhosis ko) Decompensated cirrhosis
S  5000] — HCC & 60001 — HCC
il O 5 5000-
£ 5 40005 €9 4000
Q2 3000- Q 3
O Z = > 3000-
e O
€8 2000- 52 2000
O 1000- 2
= >

o, 160007 . , 35007 |
c iver transplant c Liver transplant
0 14,0001 —— Decompensated cirrhosis o) 30009 —— Decompensated cirrhosis
0 g 120004 — Hec 0 25001 T Hee
« O - e
= o 10,000 = 9 20001
0% 8000 02 15004
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O — 4000+ o = 1000+
2 2000- 0 500-
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HCC, hepatocellular carcinoma.
RazaviH, et al. J Viral Hepat 2014;21:(Suppl. 1),34-59.
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Hepatitis C is not only a liver disease!

CNS disorders’? -

Endocrine disorders?

Dermatologic disorders!?

Cardiovascular diseases?

Depression

Social/legal
consequences

b

Haematologic disorders? %y

Renal disorders?

Rheumatologic disorders!? .

CNS, central nervous system.
1. Cacoub P, et al. Medicine 2000;79:47-56. 2. Mauss S, et al. In: Hepatology — A Clinical Textbook, 2014.


http://www.google.de/imgres?hl=de&biw=1140&bih=434&tbm=isch&tbnid=0hJZ6hguYszwGM:&imgrefurl=http://www.apotheken-umschau.de/Schlaf/Muedigkeit--Ursachen-Lebensgewohnheiten-Umwelt-119585_3.html&docid=ztGxchAYh3bpzM&imgurl=http://www.apotheken-umschau.de/multimedia/191/286/293/5155307537.jpg&w=462&h=249&ei=tmiQUtynK5GR7AaV9oCgCQ&zoom=1

O

Hepatitis C is not only a liver disease! @
=

Endocrine disorders? >
‘H!’ )

N \

=Stigma’’

Renal disorders?

Rheumatologic disorders!? .

Depression

Dermatolo

CNS, central nervous system.
1. Cacoub P, et al. Medicine 2000;79:47-56. 2. Mauss S, et al. In: Hepatology — A Clinical Textbook, 2014.


http://www.google.de/imgres?hl=de&biw=1140&bih=434&tbm=isch&tbnid=0hJZ6hguYszwGM:&imgrefurl=http://www.apotheken-umschau.de/Schlaf/Muedigkeit--Ursachen-Lebensgewohnheiten-Umwelt-119585_3.html&docid=ztGxchAYh3bpzM&imgurl=http://www.apotheken-umschau.de/multimedia/191/286/293/5155307537.jpg&w=462&h=249&ei=tmiQUtynK5GR7AaV9oCgCQ&zoom=1

Treating Hep C
Hep C Elimination (WHO)
Downsizing reservoir

Optimal screening



Screening In risico-groepen
e Addictiecentra
e Gevangenissen
e MSM
e Psychiatrische instelling

o © Personen uit hoog endemische
ondertitel g e b i ed e n

datum



OzNa

Hepatitis B



Epidemiology and public health burden?

* Worldwide =250 million chronic HBsAg carriers?3
¢ 686,000 deaths from HBV-related liver disease and HCC in 20134

HBsAg prevalence, adults (19-49 years), 20052 / \
<204 Decreasing prevalence in
2_4% some e_ndemic countries,

5 704 e.g. Taiwan’

— Possible reasons:
=570 &= /- «  Improved
Not applicable I - i socioeconomic status
i Y A > % | ¢ Vaccination
"' »  Effective treatments

Increasing prevalence in some

European countries:>6

*  Migration from high endemic - :
countries - e

gsmheer
(4

<
N

oL, -

1. EASL CPG HBV. J Hepatol 2017;67:370-98; 2. Schweitzer A, et al. Lancet 2015;386:1546-55;

3. Ott JJ, et al. Vaccine 2012;30:2212—-9; 4. GBD 2013 Mortality and Causes of Death Collaborators. Lancet 2015;385:117—71; E As L
5. Coppola N, et al. Euro Surveill 2015;20:30009; 6. Hampel A, et al. Bundesgesundheitsblatt Gesundheitsforschung

Gesundheitsschutz 2016;59:578-83; 7. Chen C-L, et al. J Hepatol 2015;63:354—63.

The Home of Hepatology



HBV Disease Progression

Liver
Cancer

5% - 10%13 __(Hec)

Acute L, Chronic Liver
Infection Infection Transplantation §

>90% of children
<5% of adults’ 23% in 5yr? @

Chronic HBV is the
Liver Failure 6th leading cause of
(Decompensation) liver transplantation
: ! in the US #

1. TorresiJ, et al. Gastroenterology. 2000;118 (2 suppl 1):583-103.
2. Fattovich G, et al. Hepatology. 1995;21:77-82.

3. MoyerLA, etal. Am J Prev Med. 1994;10:45-55.

4. Perrillo R, etal. Hepatology. 2001;33:424-432.




Phases of chronic HBYV infection?

Anti-HBe

HBV DNA

ALT
Phase 1 Phase 2 Phase 3 Phase 4
0 20 40 60
Years
New HBeAg-positive HBeAg-positive HBeAg-negative = HBeAg-negative

nomenclature? chronic HBV infection  chronic hepatitis B chronic HBV infectionchronic hepatitis B

1. Lok A, et al. J Hepatol 2017;67:847-61; EAS L

2. EASL CPG HBV. J Hepatol 2017;67:370-98 The Home of Heparoloey



New nomenclature for chronic phases

« The natural history of chronic HBV infection has been schematically divided
into five phases

Chronic
hepatitis B

HBeAg positive

HBeAg negative

. Phase 1 Phase 2 Phase 3 Phase 4 Phase 5
Chronic HBV
infection Chronic HBV Chronic Chronic HBV Chronic Resolved HBV
infection hepatitis B infection hepatitis B infection
HBsA High High/ Low Intermediate Negative
9 9 intermediate 9
HBeAg Positive Positive Negative Negative Negative
HBV DNA >107 lU/mL 104-107 IlU/mL | <2,000 IU/mL* | >2,000 IU/mL <10 IU/mL*
ALT Normal Elevated Normal Elevated?’ Normal
Liver disease | None/minimal Moderate/ None Moderate/ None$
severe severe
Old Immune reactive : : HBeAg negative HBsAg_negatNe
: Immune tolerant .. Inactive carrier . " /anti-HBc
terminology HBeAg positive chronic hepatitis positive

*HBV DNA levels can be between 2,000 and 20,000 IU/mL in some patients without signs of chronic hepatitis;
TPersisitently or intermittently, based on traditional ULN (~40 IU/L). *cccDNA can frequently be detected in the liver;
8Residual HCC risk only if cirrhosis has developed before HBsAg loss.

EASL CPG HBV. J Hepatol 2017;67:370-98

EASL

The Home of Hepatology



Terugbetalingscriteria

Indien 2 x afwijkende GPT
& PCR VL = 2000 1u/ml

0.5 mg/d
of
245 mg/d
of
25 mg/d

titel
ondertitel

Pegasys te overwegen in
datum geselecteerde gevallen...



Monitoring patients treated with ETV, TDF or TAF

« Periodical monitoring and long-term surveillance is required in patients
treated with an NA with a high barrier to resistance

Recommendations (monitoring) B Grade of evidence [l Grade of recommendation

ALT and serum HBV DNA*
* All patients treated with NAs

Renal monitoring’
» Patients at risk of renal disease treated with any NA -2 1
» All patients treated with TDF, regardless of renal risk

Switch to ETV or TAF#
» Should be considered in patients on TDF at risk of development [1-2/1 1
of and/or with underlying renal or bone disease

Recommendations (long-term surveillance)

HCC surveillance recommended
» All patients under effective long-term NA therapy

-2 1

HCC surveillance mandatory
» All patients with cirrhosis or with moderate or high HCC risk -2 1
scores at the onset of NA therapy

*Liver function tests should be performed every 3—4 months during the first year and every 6 months thereafter. Serum HBV DNA

should be determined every 3—4 months during the first year and every 6-12 months thereafter; TIncluding at least eGFR and

serum phosphate levels. Frequency of renal monitoring can be every 3 months during the first year and every 6 months

thereafter, if no deterioration. Closer renal monitoring is required in patients who develop CrCl <60 ml/min or serum phosphate EAS L
levels <2 mg/dl; *Depending on previous LAM exposure

EASL CPG HBV. J Hepatol 2017;67:370-98 The Home of Hepateloy
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Hepatitis B Virus
Baltimore Group VII (dsDNA-RT)

titel
ondertitel

datum




e Nieuwe molecules
Entry inhibitors
SiIRNA
Capsid assembly modulators
Nucleic acid polymers
Inarigivir + RIG-1 agonist

titel
ondertitel

datum



JNJ-6379 has a dual mechanism of action

JNJ-6379 is a CAM that binds to HBV core protein and disrupts early and late-stage
processes in the HBV life cycle.

“Primary” mechanism (“empty capsid” CAM)
Interference with capsid assembly kinetics, preventing
encapsidation of (pg)RNA and blocking HBV replication (late
step in viral life cycle)

JNJ-6379 median EC,,/ECy, = 102 NnM/376 nM Dane particle

(infectious DNA containing)

RNA containing particle
(pgRNA,spliced RNA)

‘)_ ' (}ubviral particles (HBsAQ)
“Secondary” mechanism () 0
Inhibition of the de-novo formation of cccDNA, potentially by
interfering with the capsid disassembly process (early step in NAs block HBV replication but
viral life cycle)
JNJ-6379 median EC;4/ECy, = 876 NnM/4019 nM

do not inhibit the production
of
RNA-containing particles

Berke JM et al. AASLD 2016; Abstract 234 Janssen)' Infectious Diseases 59
ErVaccmes

e o olvesfebimy
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Safety, PK, and antiviral activity of JNJ-56136379
(JNJ-6379) in patients with chronic hepatitis B

Obpective:

To evaluate the safety, pharmacokinetics, and antiviral
activity of multiple doses of the novel hepatitis B virus
|HEV) capsid assembly modulator, INJ-6379, in patients
with chranic hepatitis B infection (NCTO2662712]

Methods:

Mon-cirrhotic, treatment-naive, HBehg-positive

or -negative patients were randomized to receive either
IMI-6379 or placebo for 28 days, with 8 weeks follow-up,
in one of four 12-patient dase groups: 25 mg QD (after
100 mg loading dase]; 75 mg Qb; 150 mg Q0; and 250
mg Q.

Conclusions:

&l four treatment regimens of INI-6379 evaluated were
safe and well tolerated; demonstrated dose-dependent
PE: and exhibited potent antiviral activity in patients
chronically infected with HBW.

fMean HEYV DNA change during treatment with JNJ-6375
1 -

=]

-2.15{0.45)

[

=3 = * _73a(0da)s

Maan |£50) HEY DMNA Chanpge
Fram Baseline [log,, WfmL)

4 T T 1
o 1 2 3 4 - Placebo QD
Time [weeks) & 2% mpan
== 75 mg QD

*Thres ourt of eght patends (3R] had walues below the LLOO.

¥ Five out of mire patients {58%) had values below the LLOO. 150 meg O
ZoulimiF, et al., Abstract 74 LLCICH, lievssiar limit of quantiticatian, w250 mpg Gl
'r.J'ﬂ:H MAEETING THE BEST OF THE LIVER MEETING™® 2018 = VIRAL HERATITIS | % PP;AS |_|:_'}
t - D) 2018 A cacn Acsoe]atioe For thre Study of Lives D sases, Mot for Commarcial Use
onder uiel

datum



Discontinuation of NA treatment

* Long-term therapy with NAs is usually required
— HBYV eradication is not usually achieved

Recommendations B Grade of evidence [l Grade of recommendation

NAs should be discontinued
» After confirmed HBsAg loss (x anti-HBs seroconversion)

NAs can be discontinued

* In HBeAg-positive patients, without cirrhosis, who
achieve stable HBeAg seroconversion and undetectable
HBV DNA and complete 212 months of consolidation
therapy
Close post-NA monitoring is warranted

NAs may be discontinued

* In selected HBeAg-negative patients, without cirrhosis,
who achieve long-term (=3 years) virological
suppression, if close post-NA monitoring can be
guaranteed

-2 1
-2 2
-2 2

EASL CPG HBV. J Hepatol 2017;67:370-98

EASL

The Home of Hepatology



O)zna

Sustained response, retreatment & HBsAg loss in stop arm (n=45)

I H B Rotreated
27
Clinical relapse (HBV DNA >2,000 IU/mL +

i,

00% -
90% -
80% -
70% -
" ALT >1.5x ULN)
60% - :
H
= 50% 1 3 40 Virologic relapse (lone HBY DNA >2,000 1UmL)
& 40% - 20
30% -
] Sustained Response (HBaAg negative +
208 - HBV DNA <2,000 IU/mL + ALT <1.5x ULN
27
10% *
HBsAg loss
0% . v .
0 24 48 72
titel Follow-up (weeks) F‘ -

ondertitel

datum



'stopping rules’

- HBeAg pos
eAg seroconversie
PCR onder detectielimiet
Normale TA
Laag HBsAg (< 1000)
GEEN cirrose

Perfecte compliance

titel
ondertitel

datum



'stopping rules’

- HBeAg neg
> 3j antivirale therapie
PCR onder detectielimiet
Normale TA
Rol HBsAg-titer minder duidelijk

GEEN cirrose

Perfecte compliance

titel
ondertitel

datum



The role of HBsAg in NUCs cessation among Asian CHB patients: a
systematic review

» 1761 papers were indentified on the topics and 11 were included in the review
(randomized or observational studis, with ay least 10 pts enrolled; NUCs treatment duration of at
least 24 months; treatment discontinuation for virological remissions; at least 12 months of post
NUCs disontinuation; viralogical and clinical data available)

» 1716 patients, median NUCs treatment ranged between 22.3-56.12 months, with a
virologic remission before NUCs stopo of 12-36.7 months, duration of post-treatment
f.u. 12-157 months

» HBsAg loss ranged 21.1-58-8% in pts with HBsAg < 100 IU/ml, vs 3.3-7.4% in pts
with HBsAg =100 IU/m

Overall virologic relapse Virologic relapse in HEeAg neg pts
(HBV-DMNA = 1000 or 2000 1/ml) (HEV-DMA = 1000 or 2000 1U/mil)
% Ranges
60-83.8%
%
100 .
a0 10 83.8% B4.6%
53.6% &0
alu] 60
"1[" 9.1-182% 4U
19.4%
20 . 20 6.7%
0 0
<100 IW/ml =100 IU/ml >500 |Ufmi <100 IWml <300 IU/ml >300 [Wml =1000 IU/m]

Liu J et al Hepatology 2018




'stopping rules’

titel
ondertitel

datum

* Minder goede resultaten in ptn van

Aziatische afkomst

+ Strikte biochemische follow up
+ Herstart therapie indien TA fors

oplopend en/of sterk verhoogde virale
lading

- HBsAg seroconversie kan zeer

laattijdig plaatsvinden!



Hepatitis B

- Correcte opvolging
+ Behandeling is doeltreffend en veilig
* Nieuwe behandelingen in studie

* Proefstop in geselecteerde patienten

titel
ondertitel

datum



OzNa

Hepatitis Delta



titel
ondertitel

datum

Ontdekt in 1977 In 1talié

RNA-virus; kleinste virus

Steeds in combinatie met Hep B

20 milj mensen wereldwijd besmet

Transmissie: bloed-bloed



HDV Prevalence

High
Intermediate
Low

Very Low
No Data

L]
|
=
=
L




enkel bij patienten met Hep B

aan denken indien TA verhoogd en VL
HBV-DNA laag

Hep Delta As
Hep Delta PCR

titel
ondertitel

datum



e Coinfection with HBV

— severe acute disease
— low risk of chronic infection

* Superinfection on top of chronic HBV
— usually develop chronic HDV infection
— high risk of severe chronic liver disease

sssssssssssssssss
NNNNNNNNNNNNNNNNNNNN






Myrcludex B with PEG-interferon a 2a: Safety and efficacy in

patients with chronic HBV/HDV co-infection in a phase 2 trial

BACKGROUND & AIMS METHODS
e Myrcludex B (MyrB, Bulevirtide) is

a first-in-class entry inhibitor for amaters) (_ JOO RGN folowwp |
HB\HDV e — e

e In aphase 2 study MYR202, MyrB
monotherapy led to HDV RNA amcit) ( ((RNSMEMIBRPEGIREINE)  followup

decline and improvement of ALT Arm D (n=15) 2mg MyrB ) follow up
levels

« End-of-treatment data from a MyrB | I treatment period | FU-period |
+ PeglFNa2a 48 weeks week -4 week 0 week 48 week 72

combination study (MYR203) have

1
been reported e Primary endpoint: undetectable serum HDV
 Here, the 24-week treatment-free RNA at

follow-up data are presented Week 72 (W72)

e Secondary endpoints: ALT normalization,
combined treatment response*, and HBsAg
reduction >1 log,,

*22 log serum HDV RNA decline + normal ALT levels. EASL
1. Wedemeyer H, et al. Hepatology 2018;68(Suppl):11.

Wedemeyer H, et al. ILC 2019; GS-13

The Home of Hepatology



Myrcludex B with PEG-interferon a 2a: Safety and efficacy in patients with

chronic HBV/HDV co-infection in a phase 2 trial (MYR203)

. Safety: MyrB was well tolerated, with 155 drug-
related AEs up to w72 (mild n=122, moderate
n=28, serious n=5), primarily increased total bile
salts

—  Most AEs (n=524) related to PeglFNa2a

— All cases resolved; bile salts returned to
baseline by follow-up Week 50

—  Two SAEs (anal fistula and proctitis) not-related
to MyrB occurred in 1 patient of Arm B in follow-
up

. Efficacy: MyrB + PeglFNa2a induced a
significant enhancement of HDV RNA response

—  40% (12/30) patients had undetectable HDV
RNA at Week 72

2 mg MyrB + PeglFNa2a induces HBsAg

response in HBeAg negative patients at Week

72

—  40% of patients experienced HBsAg response

— Inthis group 27% lost HBsAg and 20%
seroconverted

|RESULTS IS

HDV RNA IU/ml

undetectable ALT combined
~ HOVRNA  normalization  response = "ECFNo
';- 8. Il 2mg MyrB/PEG-IFNa.
H = 5mg MyrB/PEG-IFNa
; 60+ Il 2mg MyrB
2w
2
8 20
b
0.
‘ 01158115 4115 0115 1/15 7115 515 3115 0157115 3115 215 |
(. Y Ky
& qur $ & o‘?q"o
Fa é};‘ v &
$E § ¢
L
Median HDV RNA HBsAg: 2 mg MyrB + PEG-IFNa
"’0

. TR oiov s )

10 # PEG-FNa =
-+ 2mg My + PEGFN: 10000y 3
105 ~+ 5mgMyrB + PEG-FNa ,
-+ 2mg MyrB ~
104
\
1 10
10
1
10
10°. 1

50 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 5 0 5 1015 20 25 30 35 40 45 50 55 60 65 70 75
weeks weeks

HBsAg [IU/ml]

[o{e)\\[eIRUESI[8]\IS] In contrast to PeglFNa2a monotherapy, MyrB + PeglFNa2a demonstrated high rates of HDV
RNA suppression. HBsAg loss was achieved in 27% of patients, indicating a potential role for MyrB in future

HBV cure regimens

Wedemeyer H, et al. ILC 2019; GS-13

EASL

The Home of Hepatology



(a)

Current Cginion in Virolagy




Ozna

Planned Phase 3 D-LIVR Study

Delta Liver Improvement and Virologic Response in HDV

LNF / RTV
All-Oral

LNF arms compared to Placebo

LNF / RTV + PEG IFN « Superiority over PEG IFN a not required

Combination

N ~ 300
PEG IFN-a

Mono

PEG IFN-a arm to assess contribution only

Placebo Placebo arm on background Nuc* only

*Muc = HBV nucleoside or nuclectide Rx. All patients will be on background HBV nuc therapy

titel
ondertitel

datum




Casus JL, man, 51 j

1072008 HBsAQg pos

e 7/2009 eerste consult

« 8/2009 staging
HBeAg pos

GPT (ALT) 111 & 99 IU/I (nl < 49)
VL: 192.000.000 1U/ml

LeverBx: F1A1l

HIV & HCV negatief

titel
ondertitel

datum



Casus JL, man, 51 j

e 11/2009 start Entecavir 0.5 mg/d
e 9/2011

Normale TA

PCR hep B <20 IU/ml

HBeAg neg, HBeAs neg

HCC screening negatief

titel
ondertitel

datum



Casus JL, man, 51 j

e 6/2018
HBSAQ pos
HBeAg neg, HBeAs neg
TA normaal
PCR hep B: < 15 1U/ml
HBsAg kwant: < 45 1U/ml
HCC screening negatief

titel
ondertitel

datum



Casus JL, man, 51 j

e 6/2018
HBSAQ pos
HBeAg neg, HBeAs neg
TA normaal
PCR hep B: < 15 1U/ml
HBsAg kwant: < 45 1U/ml
HCC screening negatief

« 9/2018

titel Proefstop Entecavir

ondertitel

datum



Casus JL, man, 51 j

 11/72018
NI TA
PCR hep B: 60 1U/ml
HBSAQ pos
HBeAg pos!

 1/2019
NI TA
PCR heb B: 28500 1U/ml

titel HBeAg pos
HBsSAg < 45 1U/m

datum



Casus JL, man, 51 j

e 2/2019
GPT 176 IU/ml (nl tot 49)
« 3/72019
Herstart Entecavir 0.5 mg/d
e 3/2019 (4 w na herstart R/)
GPT 79 IU/ml
HBsAg negatief!
e 6/2019
titel NI TA
e HBsSAg neg, HBSAs neg

datum



Case 2: Ms HVW

Dr S Bourgeois

Name: Ms HYW Age: 37 years Sex: Female

Patient notes:

* Heavy personal history with psychiatric problems ++ (suicidal
ideation, domestic violence)

Drug use

» Alcohol+++/cocaine+/benzodiazepine+ (alcohol abuse continued until a fall on 30/11/2017 from
4th floor window; circumstances unclear; severe injuries)

Health/social status

* Homeless; history of severe partner violence (multiple times)

* Borderline personality; various hospitalisations on a psychiatric or addiction unit

* Restored contact with family (daughter living with patient’s sister from age 12 years)

HCV status

* GT 3, LVL, F2; infected since 2017; diagnosed 25/10/2017

Method of engagement
Long hospitalization following the fall was an opportunity to treat HCV
Education: nurse
Still living in hospital addiction unit; recovering from injuries, but in good condition and working
on a new or different future




Case 2: Ms HVW

- C-Buddies and Team Leader (HCV nurse) were important in her

recovery

Contacted via
medical-social
support centre

(MSOC) and NSP

Diagnosed with
HCV infection on
admission

]
s
!

/Hep nurse

» Legal advice

* Medical advice

» Contact with
social services

.

/Peers

Moral support
Navigation in
hospital,
Practical

support
— Clothes, meds,
food, toiletry
supplies
— Taking her to
park
and coffee shop

Oct 2017
First appointment
with
Dr Bourgeois

C)zn

Treatment started\

April 2018

« Staging: PCR
and ultrasound

* Medication
prescribed

* Follow-up

0




2015: Start of the ‘not under one roof’

HCV man

agement

Free Clinic Needle exchange
*  Pre-counselling (reception, *  Prevention
counsellor, GPs, nurses, » Sterile injections
social workers) » Safe injecting technique
e Screening * Referral
B s il « Information ¢ Screening: swab2know
* Referral: passive/activ e Talking about drugs and risk
*  Follow-up: medical/social/
mental health
» Talking about drug use and
risks
C-Buddi
*  Meeting people
(connecting)
* Dialogue
- ¢ Matching
ﬁgsggllloséi st - Start the process together:
. * Appointments
+ Staging » Going to the specialist
e Trials * Text & call: appointment
» Referral for other medical issu reminders
(holistic medical approach) * Giving advice (food, sleep,
«  Medication heal'ghy !lvmg, exercise,
- Follow-up medication, appearance)
X e Talking about drug use
 Talking about drugs « Translating medical
» ‘Streetwise’ specialist is imporIant terminology
» Navigating the hospital
system

with patients

GP: general practitioner



Hep C In Antwerg

acgapenganis/hryai ilie__horizonthelisehold
0% 0% 0% 1%
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VDA
6%
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Maviret® [100mgia0mg|
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glécaprévir/pibrentasvir
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Hep C In Antwerg

acgapenganis/hryai horizontbalisehold
0% 0% 0% 1%
verticadi 29
1% 1%
sexueel
prikaccident P

1%

medisch

VDA
6%

208

comprimés pelliculés
glécaprévir/pibrentasvir

Voie orale

abbvie

Maviret®
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