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Case Presentation \‘bﬁ

e 26 y-o/F \.9‘38

e HBsAg positive durini/f@q-flly icreening
— Her mother and{@«sist SAg (+)

e ALT 112 U/bﬁ\\\‘Qﬁ (o
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e HBeAg (+)
e Anti-HCV and anti-d It@c‘)

\\
 HBV-DNA >110 Wn %&‘9

e US: normaIO(\ ‘Qﬂ
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e HBV-DNA became undete%g‘b?é 72 weeks
after tenofovir @G



e 5t year of tenofovir ... \\Sﬁe
— HBV-DNA still undete{c/@qé

\
—ALT normal = @, \\O
— HBeAg (+) (\\\Q @.\5\

e She pla g)pr hancy; came to discuss with
he Qd @
@9






e 4" month of pregnancy \S&e
2N
— ALT 850 U/L G
— AST 730 U/L
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e ALT regressed 5|gn|f|cantl\g\®‘&\e month

* Pregnhancy was unev% ; H IG was
administered an na@@was initiated

 She decide \dstf&ng under tenofovir
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e 2 years later \6
 Development of the kl@@}or{nal
 ALT normal

» HBV-DNA u@g&ﬁa I@.\S\

. HBeAg

Q/S%E deC|ded to be pregnant
* Tenofovir was discontinued



e 3 months later ALT 250 IU{{)‘S@
— After one week 1100 IU@G

e Tenofovir was re-j

— She caIIed@®
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eb); ALT 23 U/L



Can we stop the thera@?}’ﬂ

e HBeAg (+)

— HBeAg seroconverte@%t

e HBeAg (-)

e Advanced f@ﬁ\\ *r@?SIS
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* IFN






Importance of HBsAg\bQé@

 The goal of HBV therapy |§\@\gth|eve
seroclearence of HBSA%CJ

e HBsAg seroclea riQ@\fhe&@est event to a
cure of CHB
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The biochemical, virologic, histologic, and prolonged noses
of 231 Japanese patients with HBsAg serocleara dian

follow-up, 6.5 years).

R\

Am J Med 2006; 119, 71.e9-71.e16




Am J Med 2006; 119, 71.e9-71.e16




HBsAg seroclea ren§8{aﬂ

%
 HBsAg loss on two analyse@ég’east 6 months
apart

e |tisrare during n’é’@x\r@\(@

—0.12-2.38% stan-cohorts

— 0. 54@&@ 0 y estern cohorts
&

Antivir Ther 2010;15:133-43
Gastroenterologie Clin Biol 2010;34(Suppl2):S119-25.
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e HBV therapy can be dlsco;&g\géd after HBsAg
0SS

\
* In cirrhotics \\O
— Liver func'@@ ng@ée or remain stable
— Hepa eco lon Is rare

h&gh at a very low rate, HCC can still develop

@% When cirrhosis is established before HBsAg loss
e When HBsAg loss occurs at an older age

Antivir Ther 2010;15:133-43
Gastroenterologie Clin Biol 2010;34(Suppl2):S119-25.
Hepatol Int 2012;6:531
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cccDNA
.®\

* Transcriptional template q\@ﬁ&/

e |t exists in the cell n viral
minichromose L\/ \(\OQ
\

e Serves ast @r % creservowfor HBV
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cccDNA <
WP
e |ts clearence; the main ch e of antiviral
therapy in HBV @O

e Difficult to obtaj%@o}/pr@t@‘

e Serum HBs ’(&elg@?& as a partial

sur(r.j@t@naﬂ@\o
?/6






In HBeAg-positive patients, b@@e HBsAg loss,
HBeAg loss is expected Q\

Spontaneous HBeA%éceeco\Q\ lon occurs in 2-
15% per year 0\
— Depends o@ ALT levél, genotype

HBeAg sﬁ?con@;@ leads to an “inactive
' t

7

car
6 or undetectable HBV-DNA
— Normal ALT

— Favorable outcomes

Liver Int 2014




HBeAg seroconve rsL%Q&G

* |s not enough to dlscontln\l@l%’e therapy
— Relapse 2-3% per ye

— Fluctuating HBV- Sﬁ&@evels in HBeAg-
negative chr@Q\ epa
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HBsAg Quantitatio \% ‘bﬂ

HBeAg-positive: \S&
e <1500 IU/mL at w12 of@%’g IFN: 18% HBsAg

loss at 6 months p@st-tre nt
(\\\{\ I@%?:I%Ollﬁ&%l
. Any at \ﬁﬁ‘ Peg-IFN: a good
&r of response a NPV of 97%
@ Hepatology 2010;52:1251



HBsAg Quantitatio @‘*

WV
HBeAg-negative: \Sﬂz

A
e <10 IU/ml at w48 of {e/@ﬁ:FN ind on-treatment
>1 log IU/mL decli '

: Si I;Q(?Qntly associate
HBsAg loss 1S t@.%reatment
\%
N ©

e patology 2009:49:1141



Gastroenterology 2009;137:2002—-2009




Hepatology 2013;58:872-880




An Algorithm for
HBeAg-positive Patients







Liver Int 2014




An Algorithm for HBeAg-neg%@xe

Patients

NS

Liver Int 2014




e Tenofovir and entecavir \3\6
N
— High potency G

— Minimal or null‘c‘k\l@k/s?st{(r@‘
— Rapid red@i@k\)f;&% A

— No&\a@ n@\@

&



o |1 e
Little effect on cccDNA \\}‘ﬁ

e HBsAg loss is uncomm/@c’ O\
QN

\(\6
 Treatment @@' I@ﬁg term

* Virolo rela@e ter discontinuation of

gg vy is frequent (even after HBeAg loss has
Qp en achieved)



Liver Int 2014




Continue till HBsAg loss: is it really

needed? “Q‘@







e A cohort obs

patients

table serum HBV DNA, and normal

g:fﬂog 4 foIIowmg 33 HBeAg-negative

motr erases after long-term (4 or 5 years)




. :C|n HBeAg-negative patients with CHB, it is safe and effective to
discontinue ADV therapy after 4 or 5 years; 55% of patients
have sustained responses, and 39% of patients lose HBsAg.




C top HBV therapy®’
an we stop e‘r{%@t

\
e |s the diagnosis of CHB co&@&%

— Inactive carrier \/@G

— ImmMmunotolieran O‘
I tol \t\Q \)\\S\
W o



HBV therapy®
Can we stop er{%Qv

| \
* HBeAg-negative &@
— Mild-moderate fibrosis G\.
* HBsAg-negative: YES 6
e HBsAg-positive (in I(@t\ife/rs)
probably YES ;‘\(\

e HBsAg-positi hlggt@} DNA recently undetectable:

probably

O
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\ndetectable for years:



Can we stop HBV the \%@@
e HBeAg-negative \&@

— Mild-moderate fibrosis

* HBsAg-negative: YES
* HBsAg-positive (|n oW ti

\/ ,&%@ndetectable for years:

ers)
probably YES \
e HBsAg-posi \@h hig t@} DNA recently undetectable:

probably
— Adv @fibr \CQFhOSiS

g-negative: probably YES

% BsAg-positive: NO
ecompensated cirrhosis

* NO



e HBeAg-positive \3\6
— Mild-moderate fibrosis N
* HBeAg-negative, HBsAM%tive:

 HBeAg-negative, {R -pos\iS&‘;}\'n low titers), DNA
a

undetectable \( rs: p vy YES

. 3?6 é@w o)
L
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* HBeAg-positive \Sﬁe
— Mild-moderate fibrosis N
* HBeAg-negative, HBsAé\Qﬁ%tive:

* HBeAg-negative, {R -pos\iS&“n low titers), DNA
a

undetectable \( rs: p vy YES

e HBeAg-p :pwly O
— Adv fibro@c rhosis

q g-negative, HBsAg negative: probably YES
6 BeAg-positive: NO
@— Decompensated cirrhosis

* NO
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