


25 Years Old Patient

HBsAg (+) HBeAg (-) HBeAb (+)




HBV Inactive Carrier




Start PEG-IFN Injections




HBV DNA




After spontaneous HBeAg seroconversion,

7% to 80% of carriers remain in inactive carrier phase

Immunotolerant




* A minimum follow-up of 1 year with ALT levels at least every 3-4
months and HBV DNA levels Is required before classifying a patient
as Inactive carrier
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HBV DNA & HBsAQ: Different Meanings

Virology

Natural history

Implication

HBV DNA HBSAQ

Dane particle and subviral

Dane particle .
particles

Reduced after HBeAg Very slow reduction over time
seroconversion but relapse regardless of HBV DNA levels
on Immune escape or disease activity

Immune clearance of infected

Viral replication hepatocytes

Moucari et al. Liver Int. 2011




Single Point Quantification of

HBsAg (< 1000 IU/mL) &

* HBV DNA (< 2000 IU/mL)




40 Years Old Patient

HBsAg (+) HBeAg (-) HBeADb (+)

HBV DNA =145 000 U/mL HBsAg = 3460 U/mL




Start PEG-IFN Injections




Treatment Indications In
HBeAg (-) Patients

* Patients should be considered for treatment when they have HBV
DNA levels above 2000 IU/ml, serum ALT levels above the upper limit
of normal (ULN) and severity of liver disease assessed by liver biopsy
showing moderate to severe active necro-inflammation and/or at least

moderate fibrosis

* Patients with ALT above 2 times ULN and serum HBY DNA above
20,000 IU/ml may start treatment even without a liver biopsy

EASL Guidelines. J Hepatol 2012



The ideal end point Is sustained off-therapy HBsA(Q loss, with or even
without seroconversion to anti-HBsS

Induction of sustained off-therapy virological (HBV DNA < 2000 U/mL)




A finite duration treatment with of PEG-IFN can be used: the only
option that may offer a chance for sustained off-treatment response













Resspponders Relapsers Non-Responders




gHBsAQ: Predictor of Response in HBeAg (-)
Patients Treated with PEG-IFN

230 patients with HBeAg-negative CHB treated with peg-IFN alfa 2a + lamivudine®
Week 12 Week 24

P=0.0005 P=0.0078
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11/67 7/53

210% <10% 210% <10%
HBsAg decline from baseline HBsAg decline from baseline

HBV DNA <10,000 copies/mL
1 year post-treatment (%)

HBV DNA <10,000 copies/mL
1 year post-treatment (%)

Marcellin et al. Hepatol Int. 2013



gHBsAQ: Predictor of Response in HBeAg (-)
Patients Treated with PEG-IFN

102

: No Yes
HBYV DNA decline <2 log 22 log <2 log 22 log
(copies/mL) N=20 NEXY! N=20 N=28
PN

8/34
(24%)

5/20
(25%)

11/28
(39%)

Chance of sustained 0/20

response” (0%)
N~
Rijckborst et al. Hepatology 2010 — Rijckborst et al. J Hepatol 2012 — EASL Guidelines J Hepatol 2012



Patient Decide to Start Oral Therapy with ETV O




Life - Time Treatment




Long-term treatment with ETV / TDF is necessary for patients who are not
expected to achieve a sustained off-treatment virological response




33 HBeAg (-) Patients

ADV for 5 Years




gHBsAQ Predictor of SVR In HBeAg (-) Patients
Treated with NUCs

105 HBeAg (-) Patients
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HBsAg <200 IU/mi

Relapse Rate: 43.4%, 60.1% -
& 68.4% atyears 1, 3 & 6 0 52 104 156 208 260 312 364

Duration of follow-up (wk)

HBsSAg < 200 U/mL had a
PPV 93.3% for SVR

Chen et al, J. Hepatol 2014



32 Years Old Patient

HBsAg (+) HBeAg (+) HBeAb (-)

BV DNA =12 650 000 U/mL  HBsAg = 11 460 U/mL
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Treatment Indications In
HBeAg (+) Patients

* Patients should be considered for treatment when they have HBV
DNA levels above 2000 IU/ml, serum ALT levels above the upper limit
of normal (ULN) and severity of liver disease assessed by liver biopsy
showing moderate to severe active necro-inflammation and/or at least

moderate fibrosis

* Patients with ALT above 2 times ULN and serum HBY DNA above
20,000 IU/ml may start treatment even without a liver biopsy

EASL Guidelines. J Hepatol 2012



Treatment Endpoints in HBeAg (+) Patients

The ideal end point Is sustained off-therapy HBsAQ loss, with or even
without seroconversion to anti-HBs

Induction of sustained off-therapy virological (sustained HBe
seroconversion, HBY DNA < 2000 U/mL) and bio- chemical response
(Normal ALT) Is a satisfactory end point

A maintained virological remission (undetectable HBVY DNA by a
sensitive PCR assay) under long-term antiviral therapy In patients who
do not achieve anti-HBe seroconversion Is the next desirable endpoint

EASL Guidelines J Hepatol 2012



A 48-week course of PEG-IFN Is mainly recommended for patients
with the best chance of anti-HBe seroconversion (Genotypes A & B,
Low HBV DNA and High ALT)










HBe Reversion







gHBsAJg: Predictor of SVR
In HBeAg (+) Patients Treated with NUCS

112 HBeAg (+) Patients
ETV for 26 - 40 Months, including at Least 12 Months after HBe Seroconversion
ETV Was Stopped with Post-Treatment FUP of 52 Weeks
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0 12 52 104 end

Timepoints of ETV treatment{weeks)

0 12 32 104 end 12 24 36 312

Time (weeks) during ETV treatment and after ETV cessation

Relapse Rate = 48.2%. HBsAg level of 2.5 1og10 IU/ml at HBeAg seroconversion had a PPV = 95 % for SVR
Qiu et al, JID 2014















Take Home Messages

HBsAQ: Different then HBVY DNA

gHBsAQ: May Reflect the Number of Infected Hepatocytes
gHBsAQ: Clinically Relevant Marker

In Combination with HBV DNA May Help to:

otermine the Stage of the Disease (Inactive Carrier Vs. Active Hepatitis)
‘edict Sustained Off-Treatment Response to PEG-IFN & NUCS

1lor the Treatment Duration & Generate Stopping Rules
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