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1. Muc tiéu va tam quan trong cta diéu tri
2. Diéu tri cho doi twong nao?

3. Lo trinh diéu tri- c6ng cu theo d6i m&i?
4. Huwéng diéu tri méi?

5. Trinh cas lam sang?

6. Kétluan




Cirrhotics
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361 véi xo gan va

Deaths from Cirrhosis Deaths from HCC
HBY ®HCV ®Alcohol ®Other HBY ®HCV ®Alcohol ®Other
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ALT & Cirrhosis - HCC
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Anti-HBe

HBV DNA

Immune tolerance Immune clearance Inactive Reactivation
phase (HBeAg-positive carrier phase (HBeAg-negative
chronic hepatitis B) chronic hepatitis)
I I 1
0 20 _ 40 60
Time (years)

Courtesy of Anna Lok

cua nhiém virus viém gan B

man tin

HBV DNA

Cac giai doan

=

HBeAg

GD dung nap
mién dich

GD hoat dong
mién dich
HBeAg(+)

GD bat hoat

GD tai hoat
mién dich
HBeAg(-)

Binh thuwong Tdng,>1 triéu Dwong tinh Viém va xo hoa
IU/mL toi thiéu

tang Tdng>20.000 Dwong tinh Viém hay xo
IU/mL hoa ttr trung

binh dén ning

Binh thwong Thap hodc Am tinh Viém hoai ttr
khong thé phat t6i thiéu nhwng
hién<2.000 xo hoa thay d6i
IU/mL

Tang Tdng>2.000 Am tinh Viém hay xo
IU/mL hoa ttr trung

binh dén ning




 Huéng 5 dan diéu tri

HBV DNA >20,000

HBV DNA 1U/mL

2000-20,000 IU/mL

HBV DNA <20
IU/mL

ALT <ULN
ALT >ULN

+ Td mdi 3-6 thang
* Sinh thiét néu can
* Diéu tri néu tén

EASL

* Tdmbi3-6thing » Td méi 3-6 thang
* Xem xét sinh thiét néu o P A
~ ALT12xULNkéodai [ ° Pi€u tri néukhéng
— Tudi>30-40 tir mat HBeAg
— Gia dinh ¢6 HCC
— Diéu tri néu tén
thwong xo héa tiv
trung binh dén ndng,
hodc xor hoa ddc biét

* Theo doi

thwong xo hoa tir
trung binh dén
ndng, hodc xo’ hoa
dacbiét

ALT cut offs = 40 U/L, except EASL (30 U/L men, 19 U/L women) Lok AS, et al. J Hepatol 2009;50:661-2
HCC = hepatocellular carcinoma; ULN = upper limit of normal Liaw YF, et al. Hepatol Int 2012;6:531-61
*APASL recommends monitoring every 1-3 months; TEASL: age >30 EASL clinical practice guidelines. J Hepatol 2012;57:167-85

years, AASLD + APASL: age >40 years

“~ Hudng dan diéu tri trong;cru'(‘)'ng hc_)'rp HBeAg (-)

HBeAg-negative

HBV DNA
2000-20,000
IU/mL

HBV DNA >20,000
IU/mL ALT >2 x ULN

HBV DNA
<2000 IU/mL ALT
<ULN

A
AASLD, APASL, AASLD AASLD, APASL,
EASL EASL

ALT 1-2 x ULN ALT =2 x ULN

* Sinh thiét TD ALT va HBV
DNA tir 1-3 thiang

+ Sinh thiét * Diéu tri

* Diéu tri néu
viém tir trung n xét sinh
binh dén ning thiét gan néu
hoic xor hoa bn>40 tudi
dang ké

* Dieutrinéu Tuy trwdng

viém tir trung
binh dén ning
hodc xo héa
dang ké

hop lam sinh
thiét gan

Diéu tri néuviém
tir trung binh
dén ning hodc xor
hoéa dang ké

*EASL indicates treatment can be initiated in patients with Lok AS, et al. J Hepatol 2009;50:661-2; Liaw YF, et al. Hepatol Int 2012;6:531-61
normal ALT if biopsy shows moderate-severe inflammation EASL clinical practice guidelines. J Hepatol 2012;57:167-85
or fibrosis




Bénh nhan mang thai
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_ Previous child

HBV (+)
No Yes
HBV DNA HBV DNA HBY DNA HBV DNA
<1078- >10"8- =10"6 copies/mL <106 copies/mL
1079 10”9
copies/mL copies/mL

Consider treatment with lamivudine,

Monitor tenofovir, or telbivudine at 32 weeks

Infant receives HBIg +
vaccine at birth

Buchanan C, Tran TT. Clin Liver Dis 2010;14:495-504




—Thubc khang virus va nguy co thai

Thuéc Phan loai FDA

Lamivudine C

Telbivudine B

Tenofovir B

Entecavir C

Adefovir Cc

Interferon-alfa va pegylated C
interferon-alfa

~Phac dd hwéng da

[ HBeAg dwrong tinh it nhit & thang ]

it nh&t 2 n&m tudi

Bi&ng chirng hoat 3&ng
nhan I&n cha virus

HBeAg &m tinh HBeAg duong tinh
HBW DMNA = 10°4 copies/mL HBW DMAZ 10°4 copies/mL
[ Khang{d{h‘.ainhai§utri] Kig€m tra ALT nhigu dot
trong nhigu thang
+
ALT binh thwamnsg ALT it nhit gSp 1,5
kéo dai dJ&n 2 18n c&n trén
binh thréms kéo dii

1

[ ®Xem xé&t sinh thigét gan ]

i

[ Theo d&i dinh ki ] Thay d8i Wigm gan man
+5i thidu

Lo ich cda digu tri chwa duwoc x3c dinh

Mguy cor khang wirus n&u Jigu ©ri

Maureen M.Jonas 2013
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DIiEU TRI VIEM GAN B TRE EM
(AASLD 2015)

ALT>1,3 lan ULN it nhat 6 thang
-HBV DNA >104 IU/mL

~—— Thubc didu tri viém gan B man cho tré em

IFN alfa >= 12 thang 5-10M U/m? sc 6 thang
3x/tuan

Lamivudine >= 2 tubi 3mg/kg/ngay >=] nam

Adefovir >=12 tubi 10mg/ngay >=] ndm

Entecavir >=2 tudbi 0,5mg/ngay >=1 nim
(1mg cho khang Lam)

PegIFN Phase III (2-18) 180mcg/tudn 6 thang

Telbivudine Phase II (2-18) 600mg/ngay >=] nam

Tenofovir >=12 tudi 300mg/ngay >= | ndm

AASLD 2015




Céach tiép can dwoc dé nghj dé quan ly nhivng
nguwoi nh‘iém HBV dwoc diéu tri rc ché mien
dich nham phong ngira HBV tai hoat dong

Kohrt et al- Viral Liver Disease-2011

dich nham phoéng ngtra HBV tai hoat déng

~ Hoa liéu phap, rituximab, BMT & PSCT
|

Khong c6 chi
diém HBV trong
huyét thanh

Tiép tuc v&i hoa

Marc G. Ghany: Can Hepatitis B be Cured. Hepatitis Annual Update 2008, p 5 — 26
BMT: Bone marrow transplantation; PSCT: peripheral stem cell transplantation
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/ '\,
ngw®i nhiém HBV dwoc diéu tri /c ché mién
dich nham phong ngtra HBV tai hoat dong

Marc G. Ghany: Can Hepatitis B be Cured. Hepatitis Annual Update 2008, p 5 — 26
BMT: Bone marrow transplantation; PSCT: peripheral stem cell transplantation

L1 .._.——..._._.__

nguwoi nhidm HBV du’o’c diéu tri 'c ché mién
dich nham phong ngtra HBV tai hoat déng

Bat dau liéu phap Lamivudine Bat dau liéu phap Entecavir

hoac Telbivudine trwéc héa liéu hoac Adefovir triréc hoa tri'
phap 1 thang va ngu’ng 6 thang liéu 1 thang va tiép tuc cho dén
sau khi hoan tat khi dat dworc két qua diéu tri

Marc G. Ghany: Can Hepatitis B be Cured. Hepatitis Annual Update 2008, p 5 — 26
BMT: Bone marrow transplantation; PSCT: peripheral stem cell transplantation
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Diéu trj viém gan B cap nang

*Viém gan B cdp nang: c6 2 trong 3 tiéu chi:
bénh nao gan, Bilirubin>10omg/dL, INR>1,6.

*Thuoc st dung: Lamivudine hay Telbivudine
néu thoi gian dy kién ngan; néu dai
Entecavir

*Dung dén khi thai trir HBsAg

*Chong chi dinh IFN

AASLD 2009

X0 gan

Dung thu6c khéng virus cho bénh nhéan xo' gan cé
nong do virus thap (<2000 IU/mL) khong ké nong do
ALT

Diéu tri bénh nhan xo’ gan mat bu HBsAg(+) bang
thudc khang virus vo thoi han , khong ké néng do
HBV DNA, HBeAg, ALT
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Thuébc didu tri viém gan B

*Dworc FDA cong nhan:
-IFN alfa 2b

-Peg IFN alfa 2a
-Lamivudine
-Entecavir
-Telbivudine
-Tenofovir

*Hién ¢6 nhwng chwa dwo'c FDA c6ng nhan:
-Emtricitabine (FTC)
-Truvada (Tenofovir+Emtricitabine)

15



“Chién lwoc diéu tri viem gan B man

TR

<10-15 IU)

Nam

Peg-IFN = pegylated interferon; NA = nucelos(t)ide analog
ULN = upper limit of normal

| Chuing ta nén khéi
nao?

e Thudc diéu tri nén la:
e An toan va hiéu qua
e Khong khang thuéc
¢ Gid thanh diéu tri
e Tinh hinh bénh nhan

+ Hoat dong khang virus va diéu hoa mién « Hoat dong khang virus
dich o
.. . . . * Diéu tri kéo dai 3
* Thoi gian diéu tri ¢ gidi han :

+ Mat HBsAg thi rdt hié
» Mdt HBsAg & Chuyén d&i huyét thanh SRR G

o~ 8 3
HBsAg sau diéu tri tang 2 , et al. Clin Gastroenterol Hepatol 2013; doi:10.10.1016/j.cgh.2013.04.036
et sy on e s eepees -ee 2013;7:88-97; 3. Reijnders JGP, et al. Gastroenterology 2010;139:491-8

IFN = interferon 4. Perillo RP, et al. Hepatology 2009;49:1063-5; 5. Lok AS, et al. J Hepatol 2009;50:661-2
NA = nucelos(t)ide analog 6. Liaw YF, et al. Hepatol Int 2012;6:531-61; 7. EASL clinical practice guidelines. J Hepatol 2012;57:167-85
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HBeAg Seroconversion

At 1 Year Peg = peginterferon

an LMV = lamivudine
B r4

Im ADV = adefovir
] _I_'l_l—|_[ ' - ETV = entecavir
— - T T i — TBV = telbivudine

PegIFN@ LMV

HBeAg Seroconversion

TDF = tenofovir

@ 6 months off Rx
A 3 years off Rx

. i I . #5 years on Rx

El_;l L L] ! | | *2 years on Rx
) ' ' ! +

PeglFN* LMV# ADVE# EIVE# THV® = et ol R

=2NEE2D

HBoeAg Seraconversion

Dienstag J, NEJIW 2008; 359:1486, Heathcote J, Hepatology 2009; 50:5334A
Liany, Gastro 2009; 136:486, Chang T, Hepatology 2010; 51:422

HBeAg dwong tinh HBeAg am tinh

Chuyén doi huyét thanh Khéng c6 chuyén
HBeAg (-) / AntiHBe (+) déi huyét thanh

Ngtrng diéu tri khi cé6 chuyén dao huyét thanh HBsAg
( HBsAg am tinh, Anti HBs > 100 IU/L)

Hepatology, A clinical Textbook. Stefan Mauss et al., 7th Edition 2016




Patients with Detectable HBV DNA

100%

80%

60%

40%

20%

0%

BYear 1 HYear 2 BYear 3 BYear 4 BYear 5

i
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Lamivudine Adefovir Entecavir Telbivudine Tenofovir

EASL Clinical Practice Guidelines: Management of chronic hepatitis B.
J Hepatol. 2009; 50: 227-42.
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/%tfiijié chon

khang thuéc chéng virus

thém Tenofovir
thém Entecavir

thém Tenofovir

Khang nhiéu thuée Tenofovir Két hop Tenofovir va
Entecavir

AASLD 2015

Khéang thudc chéng virus | Chién lworc chuyén déi Chién lwgrc cong thém 2
thu6c khong c6 khang
chéo
Khang Lamivudine Tenofovir Tiép tuc Lam , cong thém
Tenofovir
Khang Telbivudine Tenofovir Tiép tuc Telbivudine , cong

Khang Adefovir Entecavir Tiép tuc Adefovir, cong

Khang Entecavir Tenofovir Tiép tuc Entecavir, cdng

19



HBsAg

Dinh tinh: Cé bénh hoac khéng
Dinh Iwong: Theo dbi diéu tri bénh

Tién lwong diéu tri bénh A
Tién lwong bénh Mg e

J.L

=

Incidence of HCC in
cirrhotic patients (%)
(-]

| —predicts

REVEAL-HB

V: HBsAg independentl

HCC risk when HBV DNA < 2,000 IU/mL

HBV DNA
(IETTEE \ BT (copiesimL)

16 15.2%
“ <2,000 IU/mL

12

1.1%

10.1%
10 H

4x increase in
HCC incidence

6 -
4.3%
4 .
2.2%
20 1%

oft M || A
<100 100- >1000 /<100 100- >1000 <100 100- >1000
1000 1000 1000

HBsAg (IU/mL)

HBsAg is a recognized independent predictor of HCC in low viral loads

Chen CJ, et al. AASLD 2011 abstract 1095 (poster).
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Dinh tinh: Tinh trang nhan déi cua siéu vi B

Dinh Iwong: Theo dbi va tién lwong diéu tri bénh

Mean HBeAg
(log,, PEIU/mL)

HBeAq VS. HBV DNA

=<

HBeAg HBV DNA

Mean HBV DNA (log;, cp/mL)

With HBeAg
seroconversion
at wk 72
(responders)
n=87

L B - B

DR, L +
oetzm@aoaenm.usosan os12|5®3osa4z4as4msa7z
Study week

Week 24:

HBeAg >100 U/mL:\\NPV 96%

HBV DNA>9log: NPV 86%

HBeAg is a better negative predictor of response than HBV DNA
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“HBeAg duong tinh diéu trj vai P

* Yéu t6 tién doan diéu tri thanh cong:
-Genotype A
-ALT Cao
-qHBsAg thap
-HBVDNA thap

¢ Yéu t6 khong anh hwéng hiéu qua diéu tri:
-tudi

Chan et al AASLD,2014

HBeAg am tinh diéu tri voi PeglFN
* Yéu t6 tién doan diéu tri thanh cong:

-Genotype C

-Bénh nhan tré

-qHBsAg thap

-ALT cao
* Yéu t6 khong anh hwéng hiéu qua diéu tri:

-phai tinh

-HBV DNA

Lampertico at al AASLD,2014
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“—Ti1é m4t HBsAg sau 1 n3m dié

A
-

u’tri

Not head-to-head trials; different patient populations and trial designs

% HBsAg Loss at 1 Year

4

PeglFN-2a ETV PeglFN-2a ETV

HBeAg +

HBeAg -

“guidelines
(EASL, APASL, AASLD)

/Ar,eas%or further W

—Sonmeveld Mj etal.—

Hepatology 2013;

Role of quantitative

st

Development of new
drugs and strategies

Lok AS, et al. J Hepatol 2009;50:661-2
Liaw YF, et al. Hepatol Int 2012;6:531-61

EASL clinical practice guidelines. J Hepatol 2012;57:167-85
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AASLD 2014

Diéu tri viém gan B man chuwa tirng
diéu tri:
*Piéu tri trwdc khi bénh hoat
dong(ALT binh thwong)

*Két hop nhiéu NUC
* Két hgp NUC va PeglFN

24



o PeglFN va TDF

—Két ho

740 Treatment naive CHB HBeAg +/-

End of Rx 24 Wks post
Rx

HBeAg HBVDNA H HBeAg HBVDNA H
sC  <151U/ml sC <151U/ml
Peg2a &TDF x 48 wk (n=186) 23 69 7 25 7
Peg2a &TDF x 16 wk > TDF x 32 Wk (n=184) 19 71 24 3

TDF x 120 wk (n=185) 8 61 13 72

Peg2ax 48 wk (n=185) 12 21 25 3

Primary endpoint: HBsAg loss at week 72

Liéu phap mdi doi vdi doi
twong da diéu tri NUC lau dai

*Thém PeglFN
Ngwng NUC va dung PeglFN
Ngwng hdan

AASLD 2014
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~—Thém PegIFN khi dang dL‘mgI/\IUC

24-48 Wks

End of Rx post Rx

HBeAg & HBYVDNA HBeAg HBsAg

SC <2001U/ml S5C 5C

Brouwer

Li
HBeAg +
Nuc x 36 mths n=109

“Pang dung NUC, thém:PeglFN, sau dé6=
. ngung NUC

200 subjects with HBeAg+ CHB and baseline HBY DNA <1000 IU/mL

End of Rx

HBeAg HBVDNA HBsAg
SC  <10001Uiml  loss

Ni ETV x 9-36 mth-> Peg2a&ETVx 8 wk -> Peg x 40wk n=97 15 72 9
ing
HBeAg +

_ 6

Primary endpoint: HBeAg seroconversion at week 48
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~— 4.Huéng dieu triméi—

HBV Curative Regimen?

Immune
activator

Prevent viral spread, Activate antiviral
cccDNA re-amplification immunity or

' relieve repression
of the system

HBYV Functional Cure

HBV antigen ‘ ~
inhibition

Inhibit other components in Deplete or perturb
HBYV life cycle [entry or cell- cccDNA
spread, capsid, HBX, HBsAg]




/"

—Piéu tri bang co ché mién dich

Therapeutic cytokines:

— e.g. IL-21

Stimulation of innate immunity:

-TLR Agonists: e.g. TLR-7

Restoration of HBV specific T-cell immunity:
-HBV specific T-cell receptor

-HBV specific chimeric antigen receptors
Therapeutic vaccination:

-Protein, DNA, peptide, yeast, dendritic cell
Inhibition of T-cell Inhibitory receptors
-PD-1, PD-L1, CTLA-4

6.Ketluan ==

HBV La bénh thwong gap, nguy hiém, dién tién kho
lwong

Muc dich didu tri t5i wu 1a mat HBsAg

Ti Ié diéu tri lanh bénh vé&i nhivng phwong phap hién nay
rat thap

Két hop diéu tri hay diéu tri bénh & giai doan chwa phat
bénh la nhirng y twéng can xem xét ~

P
, - g

Hy vong cac thuoc diéu tri méi ra doi O ‘/(\\)

Phong ngira la quan trong IV

(a§
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