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) POT BIEN TIEN LOI

HBeAg and precore mutation

G 1896A = stop codon, TAG

Precore

ATG region ATG Core reglen
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# Viém gan B man # Mang HBsAg khéng hoat

(chronic hepatitis B) déng (inactive HBsAg
carrier)
- HBsAg > 6 thang - HBsAg > 6 thang
- HBV DNA > 20.000 IU/ml v&i e (+) - HBV DNA < 2.000 IU/ml
> 2.000 IU/ml vdi e (-)
- ALT/AST tang - ALT/AST binh thwdng
- ST gan: diém hoat dong TB tr& 1&n - ST gan: diém hoat dong nhe
(A2 tro 1én) hay khong co

-




» VG B da hdi phuc » VG B tai hoat dong

(resolved hepatitis B) (reactive of hepatitis B)
- Tién str VGB cap/man - VGB da héi phuc (HBsAg am)
hay anti HBc (+) £ anti HBs

- Mang HBsAg khéng hoat dong
- HBV hoat dong tré lai
» Dot kich phat cap
(acute exacerbation or hepatitis flare )

- ALT > 5 x ULN hay > x 2 gia tri co
ban cua BN

E—

- HBsAg (-)
- ALT binh thwdng




Natural course of chronic HBV infection.

HBV
DNA

ATL
Immune Immune Inactive Reactivation
Tolerance Clearance | Carrier
HBeAg positive HBeAg negative
Chronic infection Chronic hepatitis Chronic infection Chronic hepatitis

HBsAg High High/intermediate Low Intermediate
HBeAg Positive Positive Negative Negative
HBV DNA >107 IU/ml 104107 IU/ml <2,000 IU/mI°° >2,000 IU/ml
ALT Normal Elevated Normal Elevated*
Liver disease None/minimal Moderate/severe None Moderate/severe
Old terminology Immune tolerant Immune reactive HBeAg positive Inactive carrier HBeAg negative chronic hepatitis




Wnrld Health
rganization



http://www.toons4biz.com/Cartoon_Liver_Pointing_Up_p/liver_cartoon_liver01x005.htm
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¢ ) DIEN TIEN VIEM GAN VIRUS B MAN

HBeAg-Positive HBeAg-Negative
Chronic Chronic
Hepatitis B Hepatitis B
HBsAg-Positive
0
5n/\ %2 /o Withnut Cirrhosis
Clrrh oSis

3°V \m 7 0.4%
Liver
Cancer -

Liver
Failure




MUC TIEU DPIEU TRI
(GOAL OF THERAPY)

# Muyc tiéu chinh la cai thién kha nang song con va chat lwong
cudc sdng bang cach ngan ngwa tién trien bénh va phat trién
HCC

# Muc tiéu khac: ngan ngwra lay truyén tlr me sang con, tai hoat
virus va ngan ngwa/ diéu tri biéu hién ngoai gan lién quan
HBV

EASL 2017

The goal of therapy for chronic HBV infection is to improve quality of life and
survival of the infected person by preventing progression of the disease to

cirrhosis, decompensated cirrhosis, end-stage liver disease, HCC and death;

and prevention of transmission of HBV too/ther$,///




Endpoints of therapy

HBeAg (+) HBeAg (-)
(wild type) (6t bién 16i hay tién 16i)

*HBeAg (-) = chuyén dbi huyét * Chuyén dbéi huyét thanh

thanh knong con la muc tiéu
*Uc ché HBV DNA » e ché HBV DNA
*ALT binh thuwong * ALT binh thuwong

S

Journal of Hepatology 2017 vol. 67 j 370-398




AMERLICAN ASSOCIATION FOR
THE STUw OF LIVER DHSEASES

| AASLD

Guidelines HBeAg Positive
HBV DNA ALT
IU/mL
> 2 x ULN hay
AASLD 2015 > 20,000 XHG > F2
> ULN
EASL 2017 > 2000 va/ hoac 2 F2
APASL 2015 > 20,000 >2 x ULN

ULN: 30 IU/L (mam); 19 IU/L (n)

HBeAg Negative

HBV DNA ALT
IU/mL
> 2 x ULN hay
22,000 XHG 2 F2
> ULN
> 2000 val hoac 2 F2
> 2000 >2 x ULN

Serum HBV DNA levels

-

Serum ALT levels

CAaviarihyv7 Anf liviar Aieceancecn



APASL 2015

e Patients with HBeAg-positive chronic HBV infection,
defined by persistently normal ALT and high HBV DNA
levels, may be treated if they are older than 30 years
regardless of the severity of liver histological lesions
(Evidence level III, grade of recommendation 2).

* BN nhiém HBV man HBeAg (+) c6 ALT binh thuédng
kéo dai va HBV DNA cao, c6 thé diéu tri néu >30 tuoi
bat chap dd nang cla sang thwong gan trén mé bénh
hoc |

P




HBV Infection:
Extrahepatic Manifestations

Hematologic Y,
Mixed cryoglobulinemia ﬁ
Aplastic anemia
Thrombocytopenia

* Non-Hodgkin's B-cell ymphoma

Vascular
Necrotizing
vasculitis
Polyarteritis nodosa

Dermatologic
Cutaneous necrotizing
vasculitis

Renal
Glomerulonephritis
Nephrotic syndrome

Endocrine
Diabetes mellitus

e Patients with HBeAg-positive or HBeAg-negative
chronic HBV infection and family history of HCC or cir-
rhosis and extrahepatic manifestations can be treated

even if typical treatment indications are not fulfilled

(Evidence level IlII, grade of recommendation 2).



ey World Health
;., Organization

" Poi twong wu tién
VG virus B man c6 bang chi*ng 1dm sang xo’ gan con bu
hay mat bu, bat ké ALT, HBeAg hay HBV DNA

= Nén xem xét: BN khoéng c6 bang chirng 1am sang xo
gan nhwng

> 30 tudi
ALT bat thwong kéo dai
HBV DNA > 20.000 IU/ml (bat ké HBeAg)

_ -
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HBsAg positive

CIRRHOSIS
Clinical criteria®
¢ NITs (APRI score >2 in adults

or FibroScan)
|

Yes : No
' |
AGE®
>30 years AGE
(in particular) =30 years
| ' | ! |
ALTd¢ ALTde ALTde ALTde
Persistently Intermittently Persistently Persistently
abnormal abnormal normal normal
[
| [ ]
HBV DNA “ggo[(’)'_“ HBV DNA HBV DNA
>20 000 IU/mL 20 000 1U/mL <2000 IU/mL <2000 IU/mL

INITIATE NA THERAPY /

AND MONITOR
¢ Tenofovir or entecavir DEFER TREATMENT AND MONITOR
¢ Entecavir in children aged

2-11 years

| | [




* BN xo gan con bu hay mat bu can diéu tri
bat ky ngwong phat hien HBV DNA nao va
bat chap ngwéng ALT

EASL 2017, WHO 2015

-




¢ ) APASL 2015

Chronic HBV Infected Patient

Y Y A J

Severe reactivation of
. . . -
Decompensated Cirrhosis Compensated Cirrhosis Chronic HBV
Y
v * HBV DNA > 2000 IU/mi
if normal ALT,
HBV DNA Detectable
* HBV DNA detectable if
elevated ALT
A 4 Y Y
* Treat * Treat Treat
* Histology not needed * Histology should be immediately
* Consider LT of no obtained or assess
stabilization fibrosis noninvasively.*

/ \
* Cirrhosis by non-invasive markers means Liver stiffffess > 11 kPa (by Fibroscan) or APRI 22.0\ /




= Chi dinh dieu tri VGB man
Xo gan con bu hay mét bu ( APRI 22, FibroScan = 11kPa), bét
ké ALT, HBeAg hay nguéng HBV DNA

v

Khéng xo gan
> 30 tudi : ALT bat thworng kéo dai, HBV DNA > 20.000 [U/ml
(bat k& HBeAg) hay ALT binh thwérng kéo dai, HBV DNA cao
va HBeAg (+)
* < 30 tudi: day da tiéu chuan vé HBeAg, HBV DNA va ALT hay
XHG
Tién can gia dinh ung thw gan hay xo gan cé biéu hién ngoai
gan co thé BT khi chwa da tiéu chuan BTké trén

e




¢ ) Giai doan va mirc d6 xo héa gan

F 21 F2
& @3 = kiagt Xo héa nhe: F0-1
- o Xo héa dang ké
| L o3 o hoa dang ke
@ ‘7: > ¢ A 03 i ) ; g
.zsgPortal:"lbrosis -“9‘ Portalﬁbrosi:iﬂ (Significant fibrOSiS): Z F2

Xo héa nang: 2 F3

(Advanced fibrosis)

Xo gan (cirrhosis): F4
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AND ITS DEDICATED PROBES

= - i
. \ A
.
a . ® 7
m
Probe| Exam.Type Criteria Examination depth Frequency
g Small 1 (51) TP <45 cm From 15 mm to 40 mm 5 MH>
Small 2 (52) 5 em<TP <75 em From 20 mm to 50 mm
: 75em < TP =110 em

M Medium (M) nd SCD < 2.5 cm From 25 mm to 65 mm 3.5 MHz
XL XL 25ecm=5CD <3.5cm From 35 mm to 75 mm 2.5MHz




TM mode

A mode

Gain

C AP

QR

1QR/ Mediz
Median

Patient ID

Pressure indicator +

Contact Indicator
Elastogram

Review each
measures

Check succeys

Control invalid
measurement

18.4 kPa

Stiffness




1 I 1 ] ol 1 I I 11 I 1 I . | I I | l ] 1 1 | I . | ] ] I L] ¥ | I | LI |

25 75 9.5 125

' | 1 I | B 1 1 | L1 I I 1 I Lk 1 1 1 l I | - | I I (] I ] ] L1 | -

26-74 T.5- %4 96-124 126+




SCORING CARD

LIVER DISEASE

CORRELATION BETWEEN LIVER STIFFNESS (kPa) & FIBROSIS STAGE

Hepatitis B*
HCV-HIV co-infection® - o
Hepatltls C recurrence after liver transplantation” g
] - F1-F2
Hepatitis C*
] i
Chronic cholestatic diseases™ - 25
] -
Alcohol** m BH
] -

1 1 1 1
3 14 15 16
LIVER STIFFNESS (kPa)




) CHI SO APRI

= APRI dwoc xay dwng béi Wai CT va cs (2003) tai Hoa Ky
APRI=[( AST / ULN AST ) x 100] / tiéu cau (10%1)
ULN (upper limit of normal): gi¢i han binh thwong trén
(40 IU/ml cho AST)

VD: AST 68 IU/ml, tiéu cau 90.000/pl
APRI= 68/40x100/90= 1,89
2 cut-off dé chan doan XG: thap=1, cao=2

-

27




Table 3. Summary Sensitivities and Specificities of the APRI

at Various Diagnostic Thresholds for Prediction of
Significant Fibrosis, Severe Fibrosis and Cirrhosis

_—

Number of Studies Summary Summary
Tost Threshold {Patients) Sensitivity (95% CIj  Specificity (95% C1)
< Significant Fibrosis >
5 (R36) DRA(DR4N9Y) 054 (0

ﬁ 23 (4.505)  0.74(0.73-0.76) 049 [0.41-0.513 |
0.6 3 (531) 0.76 (0.71-0.81)  0.60 (0.54-0.66)
0.7 4 (609) 0.77 (0.720.81)  0.72 (0.66-0.77)

1 3 (821) 062 (0.58-0.66) 0.45 (0.40-0.51)
12 3 (571 048 (0.42-0.54) 0.8 (0.85-0.93
[15 23 (4.502) 037 (0.350.39) 0.93 (0.91-0.94)
<05 11 (2,052) 089 (0.86-0.91) 0.50 (0.47-0.53)
0.6-1.0 13 (2,424) 068 (0.650.71) 0.67 (0.65-0.70)
1.1-1.4 6 (1,048) 046 (0.42051) 0.89 (0.86-0.91)

4 (862 027 (0.230.31) 095 (0.92-0.97)

0.5 5 (1.484) 060 (0.55-0.64)  0.43 (0.40-0.46)

1 6 (2,111) 061 (0.570.65 0.64 (0.61-0.66)
15 2 (1,125) 050 (0.83055) 0.87 (0.84-0.89)

2 5 (1,008) 036 (0.320.40) 093 (0.91-0.94)

 Cirrhosis

1 13 (2,636)  0.76 (0.710.80) 0.72 (0.70-0.74)

2 11 (2,429) 046 (0.41051) 091 (0.90-0.93)

<05 . FO,F1
0,5 -<1,0:F2

1,0 -<2,0:F3, F4
>2.0 - F4 (XG)

e

Lin ZH, Xin YN, Dong QJ (2011), Hepatology, 53 (3):726-736.
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« BN c6 chi dinh diéu tri

* Trén nhirng doi twong dac biét
v BN hoa tri hay BT thuoc (rc ché mién dich
v Trw&e va sau khi diéu tri HCC
 Phu nitr mang thai

v Tré em

S




¢ ) PHU N{ CcO THAI (EASL 2017)

Recommendations

— \

e Screening for HBsAg in the first trimester of pregnancy
is strongly recommended (Evidence level 1, grade of
recommendation 1).

e In a woman of childbearing age without advanced
fibrosis who plans a pregnancy in the near future, it
may be prudent to delay therapy until the child is born
(Evidence level II-2, grade of recommendation 2).

e Pregnant women with CHB and advanced fibrosis or cir-
rhosis, therapy with TDF is recommended (Evidence
level 1I-2, grade of recommendation 1).

e In pregnant women already on NA therapy, TDF should
be contmued while ETV or other NA should be switched
to TDF dencetevel I1-2, grade of recomsmendation 1).

n all pregnant women with high HBV DNA levé
(>200,0001U/ml) or HBsAg levels >4log;oIU/ml,
antiviral prophylaxis with TDF should start at wee}

Breast feeding is not contraindicated in HBsAg-positive
untreated women or on TDF-based treatment or




“BNHOA TRI HAY DIEU TRI THUOC UCMD

Recommendations

4 N
e All candidates for chemotherapy and immunosuppres-
sive therapy should be tested for HBV markers prior to
immunosuppression (Evidence level I, grade of recom-
mendation 1).

e All HBsAg-positive patients should receive ETV or TDF or
TAF as treatment or prophylaxis (Evidence level II-2,
grade of recommendation 1).

e HBsAg-negative, anti-HBc positive subjects should
receive anti-HBV prophylaxis if they are at high risk of
HBV reactivation (Evidence level II-2, grade of recom-

mendation 1). —

EASL 2017



Peginterferon alfa-2a

Lamivudine L Entecavir Tenofovir

1998 2002 2005 2006 2008

Interferon alfa-2b Adefovir Telbivudine

S




&~
Incidence of Resistance in NUC-naive Patients ==

*Collation of currently available data — not from head-to-head studies

1%t generation
- )
En -
&
5
S 40 - \
s
3rd generation
)
2“ -
f 1
0.5 1.2
- 7 ez 12712 454000
- - : -.-1___-_'_|
LAM ADV LDT ETV TDF

adapted from EASL HBV Guidelines, J Hepatol 2012




- ) CAC THUOC BU'QC KHUYEN CAO

CHON LA DAU TIEN

" Tenofovir (TDF, TAF)
" Entecavir

" Peginterferon alfa

> Ngoai trw: co thai, phong ngwa héa tri lieu, XG
mat bu, VG B cap

S




Table 5. Indications for selecting ETV or TAF over TDF.’

1. Age >60 years
2. Bone disease

Chronic steroid use or use of other medications that worsen bone
density

History of fragility fracture
Osteoporosis
3. Renal alteration™
eGFR <60 ml/min/1.73 m?
Albuminuria >30 mg/24 h or moderate dipstick proteinuria
Low phosphate (<2.5 mg/dl)
Hemodialysis

" TAF should be preferred to ETV in patients with previous exposure to
nucleoside analogues.
™ ETV dose needs to be adjusted if eGFR <50 ml/min; no dose adjustment of
TAF is required in adults or adolescents (aged at least 12 years and of at least 35
kg body weight) with estimated creatinine clearance (CrCl) =15 ml/min or in
patients with CrCl <15 ml/min who are receiving haemodialysis. /

S~

Journal of Hepatology 2017 vol. 67 j 370-398



Mechanism of Actlon TAF vs TDF'®

Gl RENAL .« o,
TRACT | PLASMA  riuBuLAR -, .- Z-
CELL : 1
SN LYMPHOCYTE
TDF y TRV .
300 mg “
A
» TFV— :‘-
TAF, 91% lower 3
slaTunamids plasmaTFV » |+
25 mg
RENAL
TUBULAR

CELL

Gl, gastrointestinal; TFV, tenofovir. —




Phu nir c6 thai
HBV DNA >200.000 IU/mL hay HBsAg > 4 log 10 1U/ml:
DT dw phong ¢ thai ky 24-28 tuan kéo dai sau sanh 12
tuan.

F3,F4 > DT

Pang BT nén tiép tuc v&i TDF

PT bang TDF
Cho con bu: khong CCD bu stra me khi me chwa BT hay dang
DT bang TDF
BN hoa tri/ dung UCMD - E)T,phc‘)ng ngtra khi HBsAg (+) hay
HBsAg (-) nhwng antiHBc (+) néu c6 nguy co tai hoat cao
Thuoc chon lwa dau tién: TDF (TAF), ETV, peg INF




BENH NHAN CHUA BIEU TR

# ALT méi 3-6 thang
» HBV DNA mdi 6 thang
» AFP, siéu am bung mdi 6 thang

» Danh gia xo hoa gan khéng xam nhap moi
6 thang (FibroScan, ARFI, APRI)

S




THEO DOI BPIEU TRI —

AI:T/AST, HBV DNA méi 3 thang trong nam dau, sau do
mOoi 6 thang

Creatinin, GFR moi 3 thang trong nam dau, sau dé mai 6
thang néu diéu tri TDF hay ADV

Profile vé xwong méi 3 thang néu diéu tri TDF hay ADV
Tam soat HCC méi 6 thang: AFP, SA

HBeAg, anti HBe méi 6 thang khi HBV DNA (-) doi voi
HBeAg (+)

HBsAg moi 12 thang khi HBV DNA duw¢i nguwdng phat
hién

Sau ngung NAs theo doi hang thang trong 3 thang dau
sau do moi 3 -6 thang



» HBsAg (-), HBV DNA (-)

» HBeAg (+):
» BN khéng xo gan, sau chuyén doi huyét thanh HBeAg
va HBV DNA dwéi nguéng phat hién = 1 nam (AASLD,
EASL, WHO), tot hon 1a 3 nam (APASL)

ameAs)




» HBeAg (-)
= APASL 2015: c6 thé ngung sau 3 ndm voi 3 lan HBV
DNA duéi ngwdng phat hién 3 [an cach nhau 6 thang
= AASLD 2015: tuy thudc vao nhiéu yéu to dé can nhac
(nguy co tai hoat, mat bu, HCC, chi phi...)
= EASL 2017: HBV DNA khong phat hién 2 3 nam, khong
X0’ gan va co diéu kién theo doi sat

S




% World Health
ﬂrga nization

Definition of treatment failure

In settings where HBV DNA testing is available: Primary antiviral treatment failure may be
defined as failure of an antiviral drug to reduce HBV DNA levels by =1 x log, , IU/mL within
3 months. Secondary antiviral treatment failure may be defined as a rebound of HBV DNA
levels of =1 x log,, IU/mL from the nadir in persons with an initial antiviral treatment effect (=1
x log,, IlU/mL decrease in serum HBV DNA).

In settings where HBV DNA testing is not available: Treatment failure and drug resistance
may be suspected based on the following features: receiving antiviral drugs with a low
barrier to resistance together with documented or suspected poor adherence, and laboratory
measures such as an increase in serum aminotransferases, and/or evidence of progressive
liver disease.

Note: Elevation in ALT level tends to occur late and is a relatively poor predictive marker of resistance.

Confirmation of antiviral drug failure can be established by sequencing the HBV DNA polymerase and identifying specific genetic
markers of antiviral drug resistance.

S




APASL 2015

Table 9 Strategies to manage treatment failure—first and second line

LAMY/LAT resistance

LAM then ETV resistance

ADYV resistance (no previous LAM)

ADYV resistance (previous LAM/LAT)

ETV resistance (no previous LAM/LdT)

Multidrug resistance

Switch to TDF

Add ADV

Switch to TDF

Add ADV

Switch to ETV
Switch to TDF
Switch to TDF
Switch to LAM/TDF
Switch to TDF

Add ADV

Switch to ETV/TDF /

Switch to Peg-IFN




EASL 2017

Table 7. Management of patients who develop NA resistance.

Resistance pattern Recommended rescue strategies

LAM resistance Switch to TDF or TAF

TBV resistance Switch to TDF or TAF

ETV resistance Switch to TDF or TAF

ADV resistance If LAM-naive: switch to ETV or TDF or TAF

If LAM-resistance: switch to TDF or TAF

If HBV DNA plateaus: add ETV" or switch to ETV
TDF or TAF resistance”  If LAM-naive: switch to ETV

If LAM-R: add ETV’
Multidrug resistance  Switch to ETV plus TDF or TAF combination

ETV, entecavir; TDF, tenofovir disoproxil fumarate; TAF, tenofovir alafenamide;

LAM, lamivudine; ADV, adefovir; TBV, telbivudine.

" The long-term safety of these combinations is unknown.

~ Not seen clinically so far; do genotyping and phenotyping in an expert

laboratory to determine the cross-resistance profile.

™ Especially in patients with ADV resistant mutations (rA181T/V and/or /
rN236T) and high viral load, the response to TDF (TAF) can be protracted.







