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Ti l&é HCC trong quan thé bénh nhan CHB tuy
theo tudi, phai tinh, c6 xo gan hay khéng? cé

diéu tri hay khéng?

ti 1é HCC (s6 cas/ 1000 bn)
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Muc tiéu diéu tri viém gan B man:

Uc ché siéu vi lau dai

1. Giam viém hoai tl, xo hdéa, xo' gan
2. Giadm xo gan méat bu

3. Giam ti l1é ung thw gan

4. Gidm t&r vong
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Viém gan B ciing la bénh ly dwoc

tham kham phé bién tai Medic

= Phong kham gan dat ti 1& bénh nhan cao nhét trong cac phong

kham chuyén khoa tai Medic

= 12.000 — 13.000 lwot BN kham/chan doan viém,gan/théng
(2015): viém gan B chiem 50%, viém gan C chiém 30%, bénh

gan khac (20%)

= Sb lwong BN viém gan B man hién dang diéu trj tai Medic
= Chiém 80% truwdng hop nhiém siéu vi B dén kham tai Medic

= Tudi: 20 — 60 tudi

= Gi&i: nam — nl* ngang nhau

= Vung dia ly: Béng Bang Séng Clru Long (50%), Tp. HCM

(30%), Mién Trung (20%)

Huéng dan diéu tri theo AASLD 2015

Treatment of Persons With Immune-Active
CHB

Recommendations

1A. The AASLD recommends antiviral therapy for
adults with immune-active CHB (HBeAg negative or
HBeAg positive) to decrease the risk of liver-related
complications.

1B. The AASLD recommends Peg-IFN, entecavir,
or tenafovir as preferved initial therapy for adults
with immune-active CHB.

3. There is insufficient

Technical Remaries

1. Dmmune-active CHB is defined by an elevation
of ALT =2 ULN or evidence of significant bisto-
logical disease plus elevated HBV DNA above
2000 IU/mL (HBeAg negative) or above
20,000 1U/mL (HBeAg positive).

2. The ULN for ALT in bealthy adults is 30 U/L

Jor males and 19 U/L for females.

idence for or inest wse af
ALT critevion other than ALT =2 ULN. The deci-
sion to treat persans with ALT above the ULNS,
buer <2 ULN, requires consideration of severity of
liver disease (defined by biopsy or noninvasive
testing). Therapy is recommended for persons
with fmmune-active CHB and civrbosis if HBV
DNA =2,000 [UfmL, regardless of ALT level.

4. Additional factors included in the decision to

treat persons with immune-active CHB but ALT
<2 ULN and HBV DNA below thresholds ave:

o Age: Older age (=40 years) is associated with
bigher likelibood of significant bistological
disease.

o Family bistory af HCC

o Previous treatment bistory:
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Xét nghiém theo doi diéu tri viem gan B
(BS Y Té 2014)

BOY TE GONG HOA XA HOI CHU NGHIA VIET NAM
—_— Béc I13p - Tw do - Hanh phuc

S6: 5448/QD-BYT Ha Néi, ngay 30 thang 12 nam 2014

QUYET PINH
VE VIEC BAN HANH HFONG DAN CHAN DOAN, BIEU TRI BENH VIEM GAN VI RUT B
BO TRUWONG BO Y TE

3. Theo déi didu tri:

- Tuan tha diéu tri- can tw vén cho bénh nhan vé Igi ich cda viéc tuan thi diéu tri va cac bién phap hé
tror tudn tha diéu tri (phuong tién nhac udng thudc).

- Thang d&u tién sau khi bat dau didu tri: theo déi AST, ALT, creatinine mau.

- Sau méi 3 6 fhaae dab didu tri: theo déi AST, ALT, creatinine mau, HBeAg, Anti-HBe,

HBWV-DN§

- Néu diéu tri = “theo ddi céng thirc mau glucose mau, ure mau, creatinin mau, chirc
nang tuyén giap dé phat hién tac dung khéng mong mudn cda thudc.

- Sau khi ngung digu tri:
+ Theo ddi cac triéu chirng lam sang.

+ Xét nghiém sau mdi 3 - 6 thang: AST, ALT, HBsAg, HBeAg, anti-HBe, HBY DNA dé& danh gia tai
phat.

Xét nghiém siéu vi B gilr vai tro then chét trong
chan doan, diéu tri va tién lwong bénh

Dinh tinh Dinh lwong

HBsAg HBsAg
HBeAg Anti HBs
Anti HBe HBeAg
Anti HBc total HBVDNA
HBVDNA
Genotype

D6t bién khang thuéc
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HBsAg

Dinh tinh: C6 bénh hoac khéng
Binh lwong: Theo déi diéu tri bénh
Tién lwong diéu tri bénh

Tién lwong bénh

What we currently know about gHBsAg

Steady HBsAg HBsAg levels
decline /loss decline with

gHBsAg has a

is favorable Peg-IFNa-2a r::aOdI?céir:w
in any kind and TBV p s g
of treatment treatment

The applications of gHBsAg

» Monitoring monotherapy * NAs

» Modifying treatment strategies to + Adding or switching when remain stable
improve outcomes (step up)

+ Peg-IFN and NAs +  Step down

.~ Sequential « Stopping treatment

Adding
* De novo combination
« Alternating
+ Extending Peg-IFN duration q = quantified; HBsAg = hepatitis B surface antigen;
HCC= hepatocellular carcinoma; Peg-IFN = pegylated
interferon; TBV = telbivudine; NAs = nucleos(t)ide
analogs.
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Relationship between HBV DNA and HBsAg
concentrations according to Stage of Infection

Early Acute

HBV DNA Concentration

Good correlation in the rump-up phase

HBsAg Concentration

Kuhns and Busch, Mol Diag Ther 2006;10(2):77-91.

Chronic

HBV DNA Concentration

The concentration of serum HBsAg

does not correlate with levels of

HBsAg Concentration

serum HBV-DNA

gHBsAg is a non-invasive surrogate marker

for intrahepatic cccDNA

Significant correlation between
31

Intrahepatic HBV cccDNA log copiesfcell

-2.00

r=0.519p=0001 © o

R Sq Linear = 0.269

T T | T

200 3.00 4.00 5.00

cccDNA = covalently closed circular DNA

Serum HBsAg log IUml

gHBsAg levels provides a non-invasive method of assessing the severity of

HBYV infection (the number of infected hepatocytes)

Reduction of HBsAg

Significant correlation between reductions
of HBsAg and of cccDNA levels?

30000.004

-30000.00

-50000.004

-80000.00

-120000.00+

r=068
P = <.0001

1. Wang M, et al. J Med Virol 2013;8:219-27;

T
-2.50

200 -150 -100 050 000 050
Reduction of loa [cccDNAT

2. Chan HL, et al. Clin Gastroenterol

Hepatol. 2007:5:1462-8.
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Nghién ctru str dung
Arc HBsAg dinh lwong

Author Year No. of Treatment HBeAg Findings and potential role
patients
Manesis et. Al 2007 63 IFN2b Neg HBsAg may predict HBsAg seroconversion.
LMV HBsAg decline on-treatment is greater for IFN2b
Chan et al 2007 26 PeglFN 2b + LMV Pos HBsAg may predict sustained virologic response.
Takkenberg 2008 70 PeglFN 2a +ADV Both HBsAg titre predicts HBsAg clearance or
etal lseroconversion. HBsAg clearance is higher with
icombination PeglFN2a+ADV
Luetal 2008 86 PeglFN 2a +/- LMV Both HBsAg is superior to cccDNA, serum HBVDNA in
redicting sustained virologic response.
Lau et al 2008 539 PeglFN 2a Pos HBsAg decline on-treatment may predict HBeAg
PeglFN 2a + LMV lseroconversion at 1 year post treatment, as well
las a durable off-treatment response.
Marcellin 2008 160 PeglFN 2a +/- LMV Neg HBsAg level <1500 IU/mL at week 12 is
etal lassociated with HBsAg clearance at 4 years post
treatment (PPV 35%). 97% do not clear HBsAg if
HBsAg is >1500 |U/ml at week 12.
Rijckborst 2008 133 PeglFN 2a Neg HBsAg decline at week 12 may predict sustained
otal PeglFN 2a+Riba /irologic response (HBV DNA <10000 c/mL 24
Wweeks after treatment)
Brunetto 2008 80 PeglFN 2a +/- LMV Neg Extent of HBsAg decline on-treatment may be
lgenotype dependent.
etal
Moucari 2009 48 PegIFN 2a Neg Early serum HBsAg drop is a strong predictor
|cf SVR, better than HBV DNA

Dinh lwong HBsAg giup

theo doi & tién lwong diéu tri bénh

%

mﬁhf’/“\l%ﬁﬁ?
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HBsAg (chtr khong phai HBV DNA) c()‘thé phan biét
nhirng trweng hop cé dap trng bén virng hoac
khéng dap rng trén BN dung lamivudine

o o
53 BN VGB man tinh, Z .
= 7
HBeAg(-) T
- 5 ‘[
Duing Lamivudine (LMV) 5 ¢
34123 (12-76) thang > ;
T
Ngwng LMV for 47£35 o
(11-116) thang .
> ¢
Dap ung bénviing & thang 2 °
thir 12 (SR-12)=HBVDNA & °
<200 lUml & thang thw 12 § '
sau khi ngung LMV &0
-1
2

J No SR-12
T I
! SR-12
Month 0 Month 6 End of treatment
No SR-12
SR-12
Month 0 Month & End of treatment

Chan HL, et al. Antivir Ther 2011;16;1249-57

Week 12 HBsAg levels and declines predict response at 6
months post treatment in HBeAg-positive patients

HBsAg level HBsAg decline from baseline
60 B <1500 IU/mL (n=165) 60 B Decline (n=576)
1500-20,000 IU/mL (n=392) No decline (n=203)
504 p<0.001 1 >20,000 IU/mL (n=222) 50 4
45
40 1 40 -
S S p=0.001
2 2
5 %] 5 %7 2
8 22 p<0.001 8
20 4 20 - .
15 14 p—0.003
10 - 6 10 A 6
E 1 0 1 1

HBeAg loss with
HBV DNA <2000 IU/mL

HBsAg loss

T
HBeAg loss with
HBV DNA <2000 IU/mL

HBsAg loss

Sonneveld MJ, et al. Hepatology 2013; doi: 10.1002/hep.26436
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Low on-treatment HBsAg levels are associated
with higher rates of response

HBeAg-positive patients treated with Peg-IFN alfa-2a + lamivudine for 48 weeks

Week 12 Week 12
60 - 57% ) 58%
S §'50 S ﬁ\fso
23 @ é 42%
9] 9]
2 £40 2 540 A
8L 8L
Q +30 1 Q + 30
38 38
%g 20 - %g 20 +
m S m <
T g 10 A T g 10 0%
© © 26/62 0/21
0 - 0 - T T 1
Low Medium High Low Medium High
(<1500) (1500-20,000) (>20,000) (<1500) (1500-20,000) (>20,000)
HBsAg at week 12 (IU/mL) HBsAg at week 12 (IU/mL)
P<0.0001 for <1500 IU/mL vs higher levels
Phase Il study NEPTUNE
Piratvisuth et al. Hepatol Int. 2011: Liaw YF, et al. Hepatology 2011;54:1591-9

DOI 10.1007/s12072-011-9280-0

HBsAg decline is significantly associated
with sustained immune control

230 patients with HBeAg—ve CHB treated with Peg-IFNa-2a (40 KD)=*= LAM*
No HBsAg decline is associated with a low chance of response

Week 12 Week 24
P=0.0003 P =0.0004
50
o 501 47% - 43%
E E
5 3 — 40 d
g0 2
SE Sz
o 5 30 1 S @ 30 7
SE S
o3 - =] 20 A
cL0 16% U= 13%
b i
% $ 10 1 Z8 107
3 >3
28 0 - 22 o0-
I~ 210% <10% - 210% <10%

HBsAg decline from baseline HBsAg decline from baseline
* Based on 120 patients with available HBsAg data at

all time points Marcellin P et a, Hepatol Int 2012
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Pinh lwong HBsAg tién lwong dién tién bénh

REVEAL-HBV: HBsAg independently predicts
HCC risk when HBV DNA < 2,000 IU/mL

T HBV DNA
[ <dlog <4-5 log T (copiesimL)

15.2%
<2,000 IU/mL
14
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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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ERADICATE-B: HBsAg >1,000 IU/mL predicts HCC risk
in HBeAg-ve CHB with HBV DNA < 2,000 IU/mL

Cumulative incidence of HCC (%)

-
[}

HBsAg level (IU/ml)

<1000

------ 21000
Logrank P<0.001

4 6 8 10 12 14 16 18 20

Years of follow-up

In patients with HBV DNA levels < 2,000 IU/mL, HBsAg level > 1,000 IU/mL

was identified as an independent risk factor for development of HCC

Figure adapted from Tseng TC, et al.

Tseng TC, et al. Gastroenterology 2012;142:1140-9.
Lin CL, Kao JH. J Gastroenterol Hepatol. 2013;28:10—7.

SEARCH-B: gHBsAg predicts long-term risk of
HBYV reactivation in HBeAg seroconverters

Cumulative incidence of HBsAgnegative hepatitis (%)

80

60

40

20

HBsAg level (IU/ml)

Logrank P=0.28

3 5 7 9 11 13 15
Years after HBeAg seroconversion

HBsAg level > 1,000 IU/mL predicts a higher probability of developing

HBeAg-ve CHB over time

SEARCH-B = Study of E Antigen seRoClearance of Hepatitis B Tseng TC, et aj Gastroenterology 2011;141:517-25.
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Quantitative HBsAg as Predictor of
Outcomes in Chronic Hepatitis B

= Patients with chronic hepatitis B enrolled 1991-1992 (N = 4155) and
followed until 2004

= Natural history study of previously untreated patients

= In multivariate analysis, baseline HBsAg level independently predicted
spontaneous HBV DNA and HBsAg clearance

Baseline HBV DNA 2 10* copies/mL (N = 1449) HBsAg Seropositives (N = 2946)

>
2 10- 5 1.0
I o Baseline HBsAg (IU/mL) 86.0° g ISI Baseline HBsAg (IU/mL)
5 8 0% 8¢ 86.6%
05 0.84 210,000 100-999 S © 0.8 1 210,000 —10-99
§ § 0.6 1000-9999 =—<100 <] 0.6 1000-9999 =—<10

- 5 2 -
38 42% <8 100-999 43.1%
< 8049 p<.001 419% 26049 p< oo 45.9%
22 £o 32.1%
2 £ 0.2 17.4% 2 E 0.2 1
29 . 3T oA 3.3%
8 L] L] L] L] T L] L] L] L] L] L] L] T L] L] L]

0 2 4 6 8 10 12 14 0O 2 4 6 8 10 12 14
Yrs Yrs

Liu J, et al. AASLD 2011. Abstract 239.

qHBsAg can predict spontaneous
HBsAg loss in HBV carriers

= Serum HBsAg level at 1 year post-HBeAg
seroconversion can predict HBsAg loss within 6 years'

. is the strongest predictor of HBsAg loss in
HBeAg-negative patients who have HBV DNA <2000 1U/ml2

= Decreasing HBsAg level or a decrease of
) can predict HBsAg seroclearance in inactive CHB
patients?

1. Tseng, Kao et al. Gastroenterology 2011
2. Tseng, Kao et al. Hepatology 2012
3. Chen YC, et al. Clin Gastroenterol Hepatol 2011

02/08/2016
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HBsAg clearance — Improves survival

Survival in patients with and without HBsAg seroconversion
Retrospective study of 309 patients over mean follow-up of 5.7 years

100

80
60

40

Survival %

20

With HBsAg
clearance

P<0.001

No HBsAg
clearance

Time (years)

Fattovich et al. Am J Gastroenterol 1998

HBeAg

Dinh tinh: Tinh trang nhan dbi cua siéu vi B

Binh lwong: Theo dbi va tién lwong diéu tri bénh

02/08/2016
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Dinh lwong HBeAg trong theo doi diéu tri viem gan B
‘bang Entecavir giup tién lwong chuyén déi huyét
| thanh HBeAg

1.0 -
Prediction of response to entecavir therapy in patients with
HBeAg-positive chronic hepatitis B based on on-treatment
HBs: \'- HBeAg and HBY DNA iux!\
0.8
. . 0.6
Quantitative HBeAg Level at £ .
month 12 during Entecavir g AUC 086
treatment to predict HBeAg 9 lom Bl
seroconversion at year 3 of
treatment o
in 26 (31.7%) patients. On-treatment HBeAg levels per-
formed better with respect to the prediction of seroconver-
sion than HBsAg and HBV DNA levels. The best cut-off value 80 olo 0'2 0'4 ole ola 1'0
for the HBeAg level at month 12 for the prediction of sero- 1-Spicicity

conversion was (.62 logy PEIU/mL. Although the HBsAg

Fig. 3 Areas under the curve (AURQOC) curve of quantita-
J. W. Shin et al., Predictors of response to entecavir therapy, tive HBeAg Level at month 12 during entecavir treatment
Journal of Viral Hepatitis, 2012, 19, 724-731 to predict HBeAg seroconversion at vear 3 of treatment.

HBeAg and Hepatitis B Virus DNA as Outcome
Predictors During Therapy with Peginterferon Alfa-2a
for HBeAg-Positive Chronic Hepatitis B

Michael W. Fried,' Teerha Pirawvisuth,? George K. K. Lau,? Patrick Mareellin,* Wan-Cheng Chow,? Graham Coolksley ®

10
=1
in-house reference standards obtained from the Paul Ehrlich Institute (PEIU/mL). In patients

who achieved HBeAg seroconversion, levels of HBeAg consistently decreased during treatment
and remained at their lowest level during the 24 weeks of posttreatment follow-up. After 24 weeks
of treatment, 4% of patients with the highest levels of HBeAg (=100 PEIU/mL) achieved HBeAg
seroconversion, yielding a negative predictive value of 96%, which was greater than that obtained
for levels of HBV DNA (86%). Late responders to peginterferon alfa-2a could also be differen-
tiated from nonresponders by continued decrease in HBeAg values, which were not evident by
changes in HBV DNA. Conclusion: These analyses suggest quantitative HBeAg is a useful ad-
junctive measurement for predicting HBeAg seroconversion in patients treated with peginter-

feron when considering both sensitivity and specificity compared with serum HBV DNA.
(HEPATOLOGY 2008;47:428-434.)

Kang-Xian Luo,” Seung Woon Paik,® Yun-Fan Liaw,? Peter Button,' and Matei Popescu®!

Hepatology

Dinh Iwo’ng HBeAg trong theo doi
diéu tri viéem gan B bang Peg_INF
giup tién lwong chuyén déi huyét
thanh HBeAg Volume 47, ssue 2

February 2008
Pages 428-434

02/08/2016
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Quantitative HBeAg at weeks 12 and 24
[]
S

HBeAg seroconversion at wk 72

Fried, et al. Hepatology. 2008;47:428-434.

relationship to HBeAg seroconversion

OWeek 12 (n=264) OWeek 24 (n=263)

10-100
HBeAg (PEIU/ml)
*P=0.059

Prediction of response to PEGASYS:
HBeAg vs. HBVY DNA

o

M Mean HBeAg (PEIU/mL)

-
No HBeAg
seroconversion
at wk 72

2z (n=184)
@2
I3
ca
3
=8
—h—
With HBeAg
0.5 seroconversion
atwk 72

(n=87)

[ i

| {

0+ : :
0 6 rzaasaaa424as4wee72

Week

Mean HBV DNA (log cp/mL)

Without HBeAg
seroconversion
at wk 72
(non-responders)
n=184

Maan HBV DNA (logyo cp/mL)

—h

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

0+ —— T ———
0 6 12 ‘IBECI 96 42 48 54 60 66 72
Study week

HBeAg is a better negative predictor of response than HBV DNA

Fried et al. Hepatoloav 2008.
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J Gastroenterol Hepatol. 2010 Sep;25(9):1498-506. doi: 10.1111/.1440-1746.2010.06262.x.

Quantitative serum HBsAg and HBeAg are strong predictors of sustained HBeAg seroconversion to pegylated
interferon alfa-2b in HBeAg-positive patients.

MaH', Yang RF, Weil.

® Author information

Abstract
BACKGROUND AND AIM: To evaluate the usefulness of quantitative hepatitis B surface antigen (HBsAg) and hepatitis B e antigen (HBeAg) for
predicting HBeAg seroconversion in chronic hepatitis B patients treated with conventional interferon (IFN) alfa-2b or PeglFN alfa-2b.

METHODS: Fifty-eight patients were enrolled; 29 for the training group and 29 for the validating group. Quantification of HBsAg and HBeAg was
carried out at baseline, week 12, week 24, and then again at 12 and 24 weeks follow up, respectively, for two groups. Sixteen patients in the
training group were followed up for & years.

RESULTS: The cutoff of 1500 IUfmL in serum HBsAg at week 12 had a positive predictive value (PPV) of 33% and a negative predictive value
(NPV) of 91%, and 2890 IU/mL at week 24 had a PPV of 43% and an NPV of 95% for HBeAq seroconversion at week 48. The cutoff of 17.55 Paul
Ehrlich Institute units/mL (PE-U/mL) in serum HBeAg at week 12 had a PPV of 38% and an NPV of 95%, and 8.52 PEI-UImL at week 24 had a
PPV of 4% and a NPV of 100% for HBeAg serccanversion at week 48. Moreover the HBsAg and HBeAg levels of PegIFN alfa-2b group were
lower than those of the conventional IFN alfa-2b group. During follow up, patients with HBeAg seroconversion remained HBeAg negative and none
of them progressed to cithosis, but among the patients with non-HBeAg seroconversion, two progressed to cirrhosis. Two addifional patients with
negative HBeAg were observed.

CONCLUSIONS: On-treatment serum HBsAg and HBeAg had high predictive values to predict sustained HBeAg seroconversion by PeglFN alfa-
2b. Patients who cleared HBeAg had better survival free of hepatic complications during long-term follow-up study.

Turk ) Gastroenterol 2075, 26:36-41

The importance of the serum quantitative levels of hepatitis B
surface antigen and hepatitis B e antigen in children with chronic
hepatitis B

y of Medicine, Elazig, Turkey

Results: Significant differences were found between groups of pre- and post treatment quantitative levels of HB-
sAg, HBeAg, HBY DNA, and ALT. Comparison of HBsAg, HBeAg, HBY DNA, and ALT levels before the treatment and
decrease ratios of these levels after treatment according to HAI and fibrosis scores did not show any statistically sig-
nificant differences. There was a positive correlation between pretreatment HBV DNA load and HBeAg levels, and
a negative correlation between pretreatment HBY DNA and ALT levels. There was a negative correlation between
decrease ratios of HBsAg and ALT levels after treatment. Patients with post treatment HBeAg seroconversion had a
lower post treatment HBY DNA load and a higher decrease ratio of HBsAg than patients who did not have HBeAg
seroconversion.

Conclusion: The present study indicated that HBsAg and HBeAg levels significantly decreased during treatment
and that HBeAq correlated with HBV DNA load. Quantitative HBeAg and HBsAg assays could therafore have an
important role in treatment of CHB,

02/08/2016
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!_h Két luan

= Viém gan siéu vi B van con 1a 1 thach thirc cho thay thubc

= Vai trd chia khéa ctia xét nghiém trong bénh viém gan siéu
vi B: Tr chan doan, diéu tri, tién lwong bénh dén phong
ngltra

= Nhiéu tién bd cta xét nghiém da gép phan trong cudc
chién chéng lai HBV

Céac xét nghiém dinh lwvgng khang nguyén HBV la

cébng cu mdi gitp ich nhiéu trong viéc diéu tri HBV con
nhiéu khé khan va day thir thach

= Phong ngtra van gilr 1 vi tri cwe ky quan trong

CAM ON QUY VI PA CHU Y
THEO DOI

| [
i Wl i e Ly
..-!.'
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