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NMAOOIENEIA HBY AOIMQZ=ZEQ2

HBV HLA KAGoewg |
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HLA TTpwrTeivn CD8 KUTTapOoTOgIKO
T-AEPPOKUTTAPO
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HBCAQ

HBV-MoAugpévo Nekpwan
HTTaTtoKUTTaPO




IAZH = ANOZIAKOZ
EAEIMXOZ =
AEITOYPIIKH IAZH
(Functional Cure,
Immunological Cure, Apparent
Virological Cure)

- OXI KAOAPZH (Sterilizing
cure, Complete or Absolute
Virological Cure) (DNA 16¢)

“laBeiaca HBV” n treplopiobeioca Aoipwén. cccDNA oTo ntrap

Werle-Lapostolle B, et al. Gastroenterology. 2004;126:1750-1758.



ENZOMATOQOMENO HBV-DNA 2TH XPONIA
AOIMQ=H

ETicwpartiké HBV-DNA

XPpwHoowHIaké HBV-DNA

(EVOWHATWHEVO OTA XPWHOCWHATA TOU EEVIOTN



NMAPAIMQI'H HBsAg 2TH XPONIA HBV
AOIMQ=H

HBsAg alone Virion @ HBsAg alone (® HBsAg and
(truncated) (spheres, filaments) HBYV DNA
\.0' , (mature virion)
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YF Liaw , Hepatology 2011



AYTOMATH OPOANAXTPO®H
HBeAg KAI HBsAQ
2TH XPONIA HBV AOIMQ=H

- HBeAg ~10%l/eTnociwg

* HBSAg ~1%l/eTnoiwg =
AEITOYPI'IKH IAZH

80% anti-HBs (17% o€ 1 xpovo, 56% 5
xpovia, 76% 10 xpovia

Antivir Ther 2010; 15: 133-43



MAPATONTEZ NMOY EYNOOYN THN
AYTOMATH OPOANAZTPO®H HBsAg

MeyaAuTtepn nAIKia

ALT K@

Kippwaon N Aittwon
HBeAg n HBV DNA (-)
[[ovoTutrol A & B

Adr HBsAg opOTUTIOC
Oceia 10yevNn G emIAoIHwWEN



AMEZOI ZTOXOI THZ OEPATIEIAZ THX
XPONIAZ HBV AOIMQ=HZ

KaTaoTOAN TOU 11IKOU TTOAAQTTAQCIOCHOU

« HBV DNA (-) ye¢ PCR oToVv 0po
- HBeAg (-), +/- avTi-HBe

2UVETTAYETAI:
 ALT: K@
* |OTOAOYIKWG: UTTOXWPENON TG PAEYMOVAGS (KAl TNG
ivwong)



KAAZIKOI ANQTEPOI 2TOXOI
THZ OEPANEIAZ

* MpOoAnwnN TNG Kippwong Kal Tou HKK (MEPIKWG)
* BeATiwoNn TNG eIRiWONG

ETiTuyxavovrai

* Duwg, ymmopei HKK 101a1Tepa eav UTTApXEl Kippwaon



2YITXPONOZ ATNMQTEPOZ 2TOXOX
THZ OEPANEIAZ

« HBsAQ (-) +/- avTi-HBs (+)

AEITOYPI'IKH IAZH=laon peta atmd o&eia Aoipwen
ETTITUYXAVETOI OE KATTOIO TTOOOOTO

* MTtropei HKK 101GITEPQ €AV UTTAPXEI Kippwaon

» Ekpidwon Tou HBV
Aev gmmituyxaverail (DNA 16¢)



KAINIKA ZYMBATA (HKK KAl
OANATOZ-METAMOZXEY2H) META THN OPOANAZTPO®H

A B
100 - WH —t 100 -
= 80 = 80 7
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a _| = HBsAg Seroclearance (n=88) - — HBsAg Seroclearance (n=88)
0 60 No HBsAg Seroclearance (n=352) @ 60 No HBsAg Seroclearance (n=352)
L L
0 P=0.12 < P =0.04
S 40 HR 0.21, 95% CI 0.03-1.52 K 40 T HR 0.13, 95% CI 0.02-0.95
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© ®
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0 2 4 6 8 10 0 2 4 6 8 10
Years After HBSAg Seroclearance Years After HBsSAg Seroclearance

*The patients without HBsAgseroclearance were analysed from 6.77 years after treatment initiation which was the
median time from the treatment initiation to HBsAgseroclearance in the HBsAgseroclearance group. Panel A
shows overall transplant-free patient survival. Panel B, cumulative incidence of hepatocellular carcinoma.

Kim G-A, et al. Gut 2014:63:1325-1332



EMINTQEH (A) HKK KAI (B)
OANATOZ-METAMOZXEYZH META THN OPOANAZTPOO®H
SE XEZH ME THN MAPOYZIA KIPPQZHE

>
oy,

80 | 80 +
S P <0.001 < P <0.001
g ?E‘; 60 o Clrrhotlc patlents 8 % 60 S s ClrrhOtIC patlentS
""""" o . q .
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0 2 4 6 8 10 1o 0 2 4 6 8 10 12
Number at risk Years after HBsAg seroclearance Number at risk Years after HBsAg seroclearance
Non-cithosis 737 523 305 202 106 49 14 Non-cirrhosis 731 591 376 252 158 82 37
Cirrhosis 95 66 35 16 7 4 2 Cirrhosis

98 77 41 23 12 5 2

* The cumulative rates of HCC and death or transplantation were significantly greater in
patients with cirrhosis than in those without (P <0.001 and P <0.001, respectively).

Kim GA et al. J Hepatol 2015; 62:1092-1099



OAPMAKA THZ XPONIAZ HIATITIAAZ B

r .
| Peginterferonalpha-2a

Entecavir

Lamivudine Tenofovir

2002 2005 2006

Interferon alfa-2b Adefovir

Telbivudine




KATEYOYNTHPIEZ OAHIIEZ:
1HZ TPAMMHZ ©EPAIEIA

* MeykKuAiwpévna-2a yia 12 prnveg
— E€aipeon: KUNon, avoooKAaTaOTOAR, autodvood
VOO MOTA, MN-OVTIPPOTTOUMEVN Kippwon

 Evrekafipn €1i paKpoOV
 TevopoRipn €1Ti HOKPOV

EASL. J Hepatol. 2009;50:227-242.
Liaw YF, et al. Hepatol Int. 2008;2:263-283.
Lok AS, et al. Hepatology. 2009;50:661-662.



OEPAINEIA XPONIAZ HNNATITIAAZ B:
2016

AtTépaon

\4

PeglFN alfa-2a
OepaTtreia

NOYKAEOZ(T)IAIKA

ANAAOTA
ETTi MAKPOV

OpICHEVOU XpOVou
(48 €B0.)




OEPAIIEIA ME PEG-IFN

[1a 48 edouadec:

- Mapartetapuévn 10Aoyikn avtatrokpion 20-40%

- ATTwAeia HBsAg 10-20% (/Asitoupyikr) iaon)

- MEIWaN ETITTAOKWY Kal au¢non €miRiwong
[Tapataon Bepartreiag oTIc 96 £LOOUADEC yIa yOvOTUTTO A

ExTiunon mpdyvwong pe Baon 1o TToooTikO HBSAQ OTIG
12 efOouadeg
["eVETIKOG TTOAUpOp@IouOG (HLA-DPB1)



EMIAOIMH ANTIHKQN ®APMAKQN

* TAXEIA & IZXYPH ANTI-IIKH APAzH

* YWYHAOZ T'ENETIKOZ ®PAIMOZ (ApiBuog

METOAAQYWYV YIiA TTPWTOTTAON avTioTOON)
*Evrekafipn
*Tevopofipn



8 XPONIA ©OEPAIIEIAZ ME ETV H TDF

lIK"] KATAOTOAN>95%

Bioxnuikn avtatmrokpion 85%

Xwpic avoooTpOoTTOTToINTIKA Opdon

HBeAg opoavaoTpo®n 40-50% ota 4-5 xpovia
HBsAg kdBapon <1% (10% oe HBeAg + oTa 5-7 Xp)
loTOoAOYIKN BEATIWON (Kippwaon?)

BeATiwon tTuAaiac utréptraong & NTTATIKAG
QVETTAPKEIAG

BeAtiwon emiwong

Meiwon HKK
Aoc@aAn



AMNQAEIA TOY HBsAg ME ANTIIIKA ZE

HBeAg (+)
NUC lyear 2years 5years 7[years
Tenofovir 3% 8% 10% 12%
Entecavir 2% 5% 14%

Chang et al. Hepatology 2010;51:422-430
Marcellin et al. Hepatology 2011;54:1011A

Heathcote et al. Gastroenterology 2011;140:132-143



AIAKOIH THZ OEPATIEIAZ META THN
AMNQAEIA TOY HBsAgQ

* Me 12 ynveg yia edpaiwaon
* ACQOANG
« KaAuTtepa pe avatrtuen anti-HBs

EASL CPG. J Hepatol 2012; 57: 167-85



KINHTIKH HBsAg ZE HBeAg (-) ME TDF TIA 4
XPONIA

o
o

- TDF-TDF, Asian
- ADV-TDF, Asian

=
Non-Asians (N = 281)
I T I I T

Asians (N = 94)

TDF-TDF, Non-Asian
ADV-TDF, Non-Asian
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Weeks on treatment

« Asians have lower baseline levels of HBsAg than non-Asians
* In both groups, the overall 192 week declines were modest

HBsAQ peiwon: 0.35 -0.50 log/4 xpovias
Fung S, et al. APASL 2012; Poster #PP09-043.




AIMNMQAEIA TOY HBsAg ME ANTIIIKA 2E
HBeAg (-)

NUC lyear 2years 5Syears 7[years

Tenofovir
Only few cases have been observed

Entecavir

1. Zoutendijk R et al Hepatology 2011
2. Seto et al EASL 2011

3. Lampertico et al EASL 2013

4. Tanwande T et al AASLD 2013



AIAPKEIA ANTIIIKHE AFQrHz ME
NOYKAEOZ(T)IAIKA ANAAOIA ME HBsAg (+)

()

A avwy BRI Stop
L) L) L) 40%
HBY DNA pn avixveuoiuo

Heerd () IS ) 1
99%

.

XPONIA
1. AASLD guidelines. Hepatology 2016; 63:261

2. EASL CPG. J Hepatol 2012: 57: 167-85




O AOIOX AIAKOIMHZ TON ANTIHIKQN
ME HBsAg (+)

O1 OepaTtreieg KAAO gival va €XOUV OTOXO OIOKOTTHG
TOoUuG. O)I TTEPICOOTEPO ATT’OTI EiVAl ATTAPAITNTO
KooTog BepaTtreiag, 1010iTEQPA VIO XPEOKOTTNHEVEG
Xxwpes (EAANAAA)

MTTopEi KOl CUMHMETOX OO @AAICUEVWYV

2UHHOPpPWON acBevwy (ME TNV TTAPODOO TOU XPOVOU
MEIWVETAL;)

Aoc@AaAR KAl ATTOTEAECHATIKA GAAQ HAOKPOXPOVIWG
(veppoi, ooTA)

EmiBupia Twv aoBevwy

1. Jeng WJ, et al. Hepatology. 2013;58:1888-9
2. Liu F, et al. J Gastroenterol Hepatol. 2011;26:456—-60



APASL 2012
IOAOTIKH YNOTPOMNH META TH AIAKOMH THE
OEPAMEIAZ (HBV DNA >2000 IU/ML)

100% 0
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0 6 12 24 36 48

Total number of

subjects,n 184 182 178 150 41 24

Time from treatment cessation (weeks)

* Virologic relapse defined as HBV DNA > 2,000 IU/ml
* Relapse rate calculate using the Kaplan-Meier method

Seto W-K, et al. Gut 2015:64:667—-672



AIAMEZH TIMH HBsAg META TH AIAKOINH
ENTEKABIPHZ
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Baseline Week6 Week 12 Week 24 Week 36 Week 48
Mean HBsAg (IU/mL) 2.81 2.92 2.94 2.87 2.80 2.80
Standard deviation 0.56 0.57 0.56 0.57 0.63 0.74
Subjecr, n 184 182 178 150 41 24

» Mean represented by square markers, standard deviation represented by error bars . .
* HBsAg, hepatitis B surface antigen Seto W'K, et al . GUt 2015, 64 667_672



KAINIKH YNOTPOIMH

* |OAOYIKN KOl BIOXNMIKI UTTOTPOTTN TTOU ATTAITEI
OEPATTEUTIKN AVTIMETWTTION

°2€ 3-9 uNveg PEXPI 24 UNVEC

‘Kpimnpias;;

 HBV DNA >2000 1U/ml ;;;, ALT > 2A®T ;;; via ;;;
Alaotnua

*ETTIAEKTIKI) QVTIUETWTTION YIATI ATTOTPETTEI TNV
moavn amwAila HBSAQ



KAINIKH YINOTPOINH META TH AIAKOIH THZ

100.0 =
)
(72]
o -
©
&
< 80.0 *Clinical relapse is defined as virological and
c . biochemical relapse requiring retreatment
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Duration of follow up (months)

Time (months) 0 1 2 3 6 12
Number at risk 3333 31 28 23 21
Total number of

Relapses O 25 7
% of relapses 0 18 45 64 73 91

Patwardhan VR et al. Aliment Pharmacol Ther 2014; 40: 804-810

24 36 48 60
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PH=H THZ ANTIPPOIHZHZ ME TH AIAKOINH THz

ALT (U/)
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Lim SG, et al. Gut. 2002;51:597-9



METABOAEZ HBsAg 2E 2 XPONIA TPIN THN
AMNQAEIA TOY

HBsAg Levels (Logw IU/mL)
=
l

HBsAg Seroclearance
— — = No HBsAg Seroclearance

| I |
2 1 0.5 0
Years Before HBsAg Seroclearance

 The data of patients without HBsAgseroclearance were derived from the last 2 years of follow-up.

Kim G-A, et al. Gut 2014:63:1325-1332



ENINMEAA HBsAg KATA TH AIAKOIH THz
OEPATEIAZ 2E 2XE2ZH ME THN AMNQAEIA TOY

® 100 - HBeAg+

o

< g0 P <0.001

(7))

2 HBsAg <300 IU/ml

T

©

O 60 =
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()
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2 20 - HBsAg 300-1000 [U/ml
L& B i

E || zeebenend HBsAg >1000 1U/m
8 0 | I | | | |

0 52 104 156 208 260 312 364
Duration of follow-up (wk)

HBsAQg loss 55.6%, 7.7% and 3.3%

Cumulative in incidence of HBsAg loss

* HBsAg <100 IU/mL associated with high SVR
« HBsAg >1000 IU/mL associated with one year post treatment relapse

=
o
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(0]
o

(o)}
o

N
o

N
o

o

HBeAg-

P <0.001

HBsAg <120 IU/ml

HBsAg 120-1000 IU/ml

HBsAg >1000 IU/ml

v 1 1 1 L
0 52 104 156 208 260 312 364

Duration of follow-up (wk)

79.2%, 14.3% and 0%

Chen C et al. J Hepatol 2014



AIAKOIMH OEPAIMNEIAZ
 HBsAg levels at the end of treatment

NUC
therapy
l, Decline of
antigen load Blockade of

l inhibitory
pathways

T cell
stimulation

Virus/antigen load

I cell functional efficiency

Full Tcell —5 Partial Tcell —0—5 Partial T cell
exhaustion exhaustion restoration

Carlo Ferrari Liver Int. 2015



NMAPOZ=YNZEIZ HMNATITIAAZ BOHOOYN 2THN MEIQzH TOY
HBsAg MEXPI THN AMQAEIA TOY

Multivariate analysis with baseline characteristics revealed that HBsAg of less than
3.3 log IU/mL (HR 2.22, P = 0.008) and treatment with NUC (HR 0.12, P = 0.001)
were independent predictive factors for S seroclearance
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Follow up periods (years)

Cumulative incidence of HBsAg seroclearance (%)

No. atrisk 390 297 155 71

(c) relationship between Flare (+)/(-) and
annual reduction level of HBSAg
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S. Nagaoka et al. Hepatol Res. 2015



AIAKOINH THZ ANTIIIKHZ AIrQIrHz (ADV) 2E

18 —

15 —

12 —

HBEAG (-) AZGENEIZ

YTTOoTPOTTEG pE
14 14 aVvTIIKA BgpaTtreia
15 15 45,5%
19 19

54.5 %

30

=
(0]

HBsAg
ATTWAEIA
72 %
2¢ 5,5 xpovia
1 — — —

EOT Month6I Yearl Year2 I Year 3 | Year 4 | Year 5 Year6

Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36



H AMEZH ANTIIIKH AI'QIrH AKYPQNEI THN
AINQAEIA TOY HBsAg

* Approximately 50 % of clinical relapses*, resolved spontaneously and
have also been followed by subsequent loss of HBSAg

200 — - 10000000
160 — l l — 1000000
267720 el ALT
103806 -4~ HBV DNA -
120 — - 100000 £
g p
> =z
= o _ a
— 80 10000 3
= e
45 I
40 4 = 1000
34
0 T T T 1 | S I T I 100

F&F A NN D PP Months

<

<Y«

*HBV DNA levels 22000 IU/ml with ALT levels 22 times ULN

Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36



H ZHMAZIA TQON EMINMEAQN HBsAg 2TO
TEAOZ THZ OEPAIIEIAZ

* All patients with HBsAg levels =100 IU/mL at the EOT cleared HBsAg

100000.00 —
|— 10000.00 — T i
O i
LL ‘ J_
= ~ 000.00
o E
o> = 100.00 —
<
7))
m
L 10.00 —
1.00 — J_
0.01 —
Relapsers SR without SR with
(n=15) HBsAg loss HBsAg loss
(n=5) (n=13)

Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36



Discontinuation of Effective Long-Term Nucleos(t)ide
Analogue(s) [NA(s)] Treatment in HBeAg-Negative Chronic
Hepatitis B (CHBe-) Patients: A Multicenter Ongoing
Prospective Study

S. Manolakopoulos, H. Kranidioti, A. Kourikou, E. Hadziyannis, G.
Kontos, M. Deutsch, A. Alexopoulou, E.K. Manesis, G.V. Papatheodoridis
2nd Department of Internal Medicine, University of Athens, Hippokration

General Hospital, Athens, GREECE; G.V. Papatheodoridis
Department of Gastroenterology, University of Athens, Laiko General Hospital,
Athens, GREECE

S. Manolakopoulos et al. Liver Meeting AASLD 2015



AIAKOITH ©EPANEIAZ ME ETV/TDF

* MIPOOTITIKA MEAETN
*43 un-kippwrTikoi HBeAg(-) ue ETV/TDF pe yn avixveuoiyo HBV
DNA viar 24 ypovia

‘Kpitipla eTavabepatreiag:

- ALT>2XADPT & xoAepuBpivn >2mg/dl

- ALT>10xAPT

- ALT>5XADT o€ 2 ava priva TpocdIopIououUg

- ALT>3XAPT & HBV-DNA>100,0001U/mL

- ALT>ADT & HBV-DNA>2,0001U/mL yia 26 uriveg

S. Manolakopoulos et al. Liver Meeting AASLD 2015



AIAKOITH ©EPANEIAZ ME ETV/TDF

loAoyikn uttotpottr) (HBV DNA >2000 IU/ml) 40 (93%)

Bioxnuikn utrorpotr) (ALT >ULN) 29 (67%)
Ocela nmmanmda (ALT >10xULN) 10 (23%)
ETravaBepartreia 18 (42%)
Meiwon HBsAQ, n (%) 18 (72)
HBsAg emritreda >0.2 1og10 IU/ml, n 10
AttwAgia HBsAQ, n 1
HBsAQ levels <0.5 IU/ml 1

Xwpia dla@opd otn didpeon Tipn HBsSAQ
LMETACU TWV aoBevwy TToU EAaav ) oxi
eTTavadeparreia

S. Manolakopoulos et al. Liver Meeting AASLD 2015



[MTPOINQ2H 2OBAPOTEPHX
YINOTPOINHX

Kippwaon

MeyaAuTepn nAikia

BpaxuTtepn dIAPKEIA IOAOYIKAG AVTATTOKPIONG
Avixveuoiuo HBV DNA katd Tn dI10KOTT)

1. Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36
2. Reijnders JG, Janssen HL. Hepatology. 2013;58:1885—7
3. Tanaka E, Matsumoto A. Hepatol Res. 2014;44:1-8,



EAPAIQ2H ANATIOKPIZHZ >64 EBAOMAAQN
2Y2ZXETIZOHKE ME MIKPOTEPH YINOTPOIIH 2E MH

A 80% — 72.7%  Non-cirrhotic et
70% — 64.3%
50% — B >64 weeks

% 50%(; | Bl <64 weeks
é 40% — 33.3% P =0.416
S 30% —
T 20% —
10% —
0% —
B : N=21 N=22 N=7 N=6 N=28 N=28 |
70% —
P =0.505 ' i
e Cirrhotics P = 0.921
= 50% P =0.494
o 40%
(7))
S 30%
T 20%
10%
0% |
N=10 N=11 N=11 N=7 N=21 N=18
>200000 <200000 All

Baseline HBV DNA (IU/ml)
Jeng W-J et al. Hepatology 2013; 58:1888-1896



AIAKOIMH ANTHIKQN ®APMAKQN 2E HBsAg
(+)1 HBeAg (_)

« AASLD?! & EASL? yakpoxpovia aywyr MEXPI
TNV atTwAela Tou HBSAQ

« APASL 3 diakoTr) NETA aTTd 2 Xpovia
TouAaxioTov Bepartreiag eav To HBV DNA (-)

o€ 3 OIAO0OXIKEEC UETPNOEIC OE
LECODIOOTNMATA 6 UNVWV.

1. AASLD guidelines. Hepatology 2016; 63:261
2. EASL CPG. J Hepatol 2012; 57: 167-85



KAINIKH & IOAOINIKH YINOTPOIH

100- HBeAg-+
o) q loAoyIKR UTTOTPOTTH
§ 801 — — KAvIkij utroTpoTTij
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Patients of risk Follow up (weeks)
VR 15 12 8 5 4 4 3 1 0]
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Patients of risk Follow up (weeks)
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B CR 57 55 46 36 28 22 19 12 8



ANOTEAEZMATA IOAOINKHZ YINOTPOINMH2
HBeAg-positive CHB,n=8  HBeAg-negative CHB, n=45

m Clinical
relapse, n=3

m Persistent
viremia, n=4

® Spontaneous
remission, n=1

m Clinical relapse,
n=28

m Persistent
viremia, n=12

m Spontaneous
remission, n=5

A Outcomes in HBeAg-positive patients with VR B Outcomes in HBeAg-negative patients with VR
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CUMULATIVE RATES OF VR AND CR IN HBeAg-NEGATIVE PATIENTS
ACHIEVING APASL TREATMENT ENDPOINTS
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GUIDELINES FOR AVOIDING RISKS RESULTING FROM
DISCONTINUATION OF NUCS: THE JAPAN SOCIETY HEPATOLOGY

« “after discontinuation of treatment, transient abnormalities in the ALT or the HBV DNA level may be
observed in approximately two-thirds of patients who would finally achieve the inactive carrier state.
Therefore, even if the ALT or HBV DNA levels show mild elevations, it is possible to follow up
without retreatment.”
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— 2X10511 |/ Tanaka E, Matsumoto A. Hepatol Res. 2014;44:1-8.



Oepartreia TNG Xpoviac NrratiTidac B:
Eival eQIKTN N OIOKOTI) TG HOKPOXPOVIAC
QTTO TOU OTOMATOC aywyn Kai yid TToloug

Q00EeVEIC;



2YMMNEPAZMATA-OAHI'IEZ

* H ammwAeia tou HBsAgQ atroteAei Tov KaAuTepo &
Ao@QOAAECTEPO OTOXO OIAKOTIN TNG BepaTtreiag oe HBeAg
(-) aoBeveic akopn Kail KIDPWTIKOUC TTou Aaudavouyv
VOUKA£OO(T)I0IKA avaAoya

« MeyaAuTtepn dlapkela un avixveuoluou HBV DNA oTtov
0PO Kal XapnAotepa emitreda HBsSAQ cuyeTiCovTal e
KOAUTEPO AVOOAIKO EAEYX0 PE TN OIOKOTIN TNG BepaTreiag
oc HBeAg (-) aobeveic Xwpic Kippwaon

e Aldpkela >2-5 xpovia;;;

Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36
AASLD guidelines. Hepatology 2016; 63:261
Tanaka E, Matsumoto A. Hepatol Res. 2014;44:1-8,



2YMIMEPAZMATA-OAHIIEZ

EvepyoTtroinon tou kateoTaAuévou 10U >90%

50% o€ pakpoxpovia ugeon (HBV DNA <20001U/ml, ALT ko)
To 15-40%% xavouv 10 HBSAQ

KaAuTtepa HBsAg karta 1n diakotrry <500-1000 1U/mL

Xwpic d1a@opa JETACU TWV AVTIIKWY

Xwpig KivOuvo avOeKTIKWY OTEAEXWV

1. Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36
2. AASLD guidelines. Hepatology 2016; 63:261
3. Tanaka E, Matsumoto A. Hepatol Res. 2014;44:1-8,



2YMIMEPAZMATA-OAHIIEZ

Aev ouvioTaTal OIOKOTTA TG BepaTrEiag o€ KIPPWTIKOUC &
ouAoipwen HBV/HIV

KivOuvog oceiag €1Ti Xpoviag NTTATIKNG AVETTAPKEIAG ME KAKN
eCENICN

ALT & HBV DNA ava pynva yia 3 unveg kai kade 3 pnveg yia
>1 Xpovo

MeTta Tn d1akoT) au¢non TG ALT 1Tou akoAouBei Tnv
emaveu@avion tou HBV DNA uttodnAwvel TNV avoaioKn

avTidopaon Kai Ogv UTTOONAWVOUV avaykn yid Aueon
ETTAVEVAPELN TNG AVTIIKNAG AYWYNG

1. Hadziyannis SJ, et al. Gastroenterology. 2012;143:629-36
2. AASLD guidelines. Hepatology 2016; 63:261
3. Tanaka E, Matsumoto A. Hepatol Res. 2014;44:1-8,



EMNITEY=H AEITOYPIIKHZ IAZHZ

HBYV iaon

AvaoTaATHG ’ ‘ cccDNA
AVTIYOVWV AvaoTaATAG
I




NEEX 2TPATHIIKEZ OEPAIEIAZ
(ANTIIKO + INTEP®EPONH)
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E. Zhang et al. / Antiviral Research 123 (2015) 193-203



MEIQ2H TOY HBsAg

Week
0) 4 8 12 16 20 24 2|8 32 3|6 40 44 48

4

TDF + peginterferon, 48 weeks

Change from baseline in HBsAg

--@--- TDF + peginterferon, 16 weeks then TDF, 32 weeks
--@-- TDF, 120 weeks

— -A- Peginterferon, 48 weeks

-1.6 —

» Data shown are mean = 95% Cls. Group A vs group B, P<0.001; group Avs group C, P <

0.001; group Avs D, P=0.016. _
Marcellin P et al. Gastroenterology 2016;150:134-144



ATMNQAEIA TOY HBsAg

15 T

o TDF + peginterferon, 24 weeks

BN TDF + peginterferon, 16 weeks then TDF, 32 weeks
ne | =——- TDF, 120 weeks
0w —
L= = = = Peginterferon, 48 weeks
2% 10— 9.1%
@ E 7 |
To | =
=0
=0 7
23 57
c < 2.8%
o © -
=5 2.8%
© © = [ = == s e i e s e s o s
A v _——— -

al T BoocBB8bontonooooocc A TR

U S i .

| — i 0
< | | I | | | I | T T T T 11 | | |
0] 4 8 12 16 24 32 40 48505254565860 64 68 72

Week

*The rate of HBsAg loss in group A was significantly higher than rates for groups C (P<.0.001) or D (P=0.003), as well as group B
(unadjusted P<0.001). The rate of HBsAg loss in group B did not significantly differ from that of groups C (P= 0.466) or group D (P

=0.883)
Marcellin P et al. Gastroenterology 2016;150:134-144



O KYKAOZz ZQOH2 TOY HBV
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Nassal M, et al. J Viral Hepat. 1996;3:217. Ganem D, et al. Fields Virology. 4th ed.
Philadelphia: Lippincott-Raven Publishers; 2000:2923.



NEEZ ANTIIKEZ NMPOZEITIZEIZ ME BA2ZH TON
MOAAANAAZIAZMO TOY IO0Y

Antiviral immunity enhancement
* Toll-like receptor agonist

* Therapeutic vaccine

* Immunoinhibitory signals blockade

Targeting cccDNA
* cccDNA elimination
* cccDNA silencing
* cccDNA formation

*cccDNA: covalently closed circular DNA, ER: endoplasmic reticulum, HBV: hepatitis B virus, NTCP: sodium taurocholatecotransporting polypeptide, pgRNA: pregenomic RNA,;
RC-DNA: relaxed-circular DNA; ssDNA: single-stranded DNA. Adapted from Yang et al.

Lin CL et al. Liver Int. 2016; 36 (Suppl. S1): 85-92
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