Future of Hepatitis B
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1. What happens with changes in vaccination policies?
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2. leerallzmg indications for treatment in new guidelines
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3.ls cure therapy arrving soon?
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Effectiveness of HBV vaccine versus
vaccm tion
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"Immunity after completing a course (3 doses) of
HBV vaccine JEPFREETTREE (35 &BaERs
FE /]

« Achieved in more than 95% infants, children and young adéi&
M. RENEFLVE, H 95% U LERBHE

* Lower success rates in older adults (over 40), those with
suppressed immune response, diabetes, chronic kidney
disease, cirrhosis, HIV infection B
EBREA (40 mLLLE) . %Fﬁx%ﬁ% RBRREE. BT RE
E.RBUEE. HIVBRESE 23R hm IR




Effectiveness of HBV vaccine versus
vaccm tion
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*HBV vaccine is highly effective in preventing
« HBV infection AND HBV-related liver cancer.
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*HBV vaccination is highly effective when the vaccine
IS used.
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US CDC recommendations for HBV vaccination, 2022
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 All infants — regardless of HBsAg status of mother, preferably within 12 hours of

birth. ZFAEER — THEFHREREIERK — THER 12 /NNFETHERE.

» Unvaccinated children and adults. ZAFfERiZFEEEB AT (REMEAN) EiE
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2025 Canadian guidelines mzAxmv#s|
* All infants (ideally at birth). aFa2RiERE (BEREERAIER)

* All adults not vaccinated before or unsure of their vaccination
history. AFEXRiEBREHHARE HIEBTNREAER
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MMWR 2022; 71: 477



Changes in 2026 US CDC recommendations on

HBV vaccination of infants
2026 FEBEFBEFETER RO BRIEBCEFABHESNMNE

Infants of mothers HBsAg negative Shared decision making
Birth dose HBV vaccine within 12 hours of birth  Optional, if not administered at birth, start at
2 months or later

RECERRNER, BRHER 12 NEN, EEL JEITEEEENRES
B REE A EFEERTLEMER/R, FEIEFREE

Infants of mothers HBsAgQ positive or unknown  No change
Birth dose HBV vaccine + hepatitis B immune
globulin within 12 hours of birth
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Changes in 2026 US CDC recommendations on

HBV vaccination of infants
2026 FEBHEFEHEATAERPOMIR BREEIEFRBEHERNNE

What might happen with the change in recommendations?

Increase in HBV infections, cirrhosis, and liver cancer in the US and globally due
to decrease or delay in HBV vaccination of infants born to HBsAg- mothers.

B EEEERNCE, TREE
BOBIEER REERERE, RS EXEMESIKZ ARG, AR RGIEM

Why is it important to vaccinate all babies at birth?
Because risk of progressing to chronic infection is 90% (9 out of
10) when babies get infected.

LREEREEEENEEM
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Approved HBV treatments
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* Interferons F#&Z% (IFN)
* Standard IFN alfa #Z#E IFN alfa - 1992

* Pegylated IFN alfa alfa(Peg-IFN) BZ —fEF#Z% - 2005

* Nucleos(t)ide analogues (NAs) #Z=& (E2) 2B
* Lamivudine HIKXTE- 1998
* Adefovir PfIfERE- 2002
* Entecavir (ETV) B&E£E- 2005
* Telbivudine #tkxE- 2006

* Tenofovir disoproxil fumarate (TDF) EEBREHEE M0k
fe - 2008

* Tenofovir alafenamide (TAF) E:#HEEXNER - 2016




Efficacy and limitations of current HBV

treatment
O BT R A ARV PR

Efficacy IHhx&

» Potent virus suppression BX3NEIHFS

* Reverses hepatic inflammation and fibrosis AT R % 28 F1

AL

* Prevents progression to cirrhosis and liver failure B5LESFIS
BRAT BRI

- Decreases risk of liver cancer FE{EFFERbE

 Excellent safety &2 MR E




Efficacy and limitations of current HBV

treatment
O BT R A ARV PR

Limitations Rl

- Does not eradicate HBV AEERIRZEFF R RS

* Low rate of HBsAqg loss ZEFFRFREINEEMRERR

* Long duration of treatment required EEREREEE

* Risk of liver cancer persists albeit at lower rate EiFEE
PR, (BREEMIATFEE




Indications for hepatitis B treatment
B R BT

* Which patients are recommended to receive treatment?
TRARELE?
- All patients with cirrhosis FRrERFRELKEE

* For those with no cirrhosis 1R 8H FREY
 High HBV DNA and ALT (liver enzyme) =SREHEMS ALT ( FFEEE ) &
- Advanced fibrosis (liver scarring) ZEifT#&4L (FFEER) 2%
 Family history of liver cancer B EXIEE

* What are the recent changes in recommendations? it
HYEE SRR Wi E?
- Expand indications EAXEREE
 Patients who do not meet above criteria may consider treatment
based on share decision-making A& LE&4E, JFrlEELRF
AR




Personalized decisions whether to start HBV
treatment in patients who do not meet criteria

W 3— silhispra sl Shared decision making @R
]1 ol 3 SPGF"“PG“D"- * Establish which phase patient is in.
F . FEE B ENATRER
2“@ o Hebirimnees  + Discuss benefits and harms of
4 treatment and guide patient towards a
o personalized decision that is medically
ssess your patient’'s . .
A preferences. appropriate and embraced by patient.
DR, 51 EREFHSIENEE
R scch a decision * Revisit the decision at each follow-up
Wikl jyeur patisgt visit, initiate treatment if transitioned to
active phase or has evidence of
o i advanced fibrosis or cirrhosis.

ETESRE, MNBIRHRISEE. REELSRTEEL
BYR, B EITEYAR



Definitions of HBV cure
OB R EBREINES

* Complete cure - total elimination of HBV and risk of liver
cancer

HEAaRE — el X REMTEREE
* Not feasible in the foreseeable future FRIFERHIEKRK, EEAAIEEHN

* Functional cure - current goal

Lgett/afe — ERIEE
* HBsAg loss - hepatitis B surface antigen from positive to
negative, AND BIRZERAKREME (HBsAg) —AEMERENE , &
* HBV DNA not detected or not measurable 5E'J%7F§|JZ,’*”H$J(F+£:

* At least 24 weeks after stopping ALL treatment {ZlLaEE®BED 2
20, R




What are the incremental benefits of HBsAqg loss
compared to HBV DNA suppression?

AR CEFF RRETUR NGRS LRI R

Potential benefits Zxx%E

Further decrease in liver cancer risk - shown in some studies
— LR EER, BROEFXRFZERER, seE—FRREFERE

Eliminate need for long-term therapy - if response is durable
MRBHEFRCEFARENER, IR RIIIREE

Eliminate need for long-term monitoring - maybe, if cure is

achieved at a young age and early stage of liver disease
MEeEFERIHRERIABRCERARANE, NARFRIARENEES

Remove stigma, improve quality of life - important for some

patients
BRI, NEEETER, EH—LERAKRSR, ZEHEE



Why Is hepatitis B cure so difﬁcult?
ASTEZEFRRE#ER?

. H%BV DNA can hide in liver cells ZRRFREE0] LS EATAH
(.|

 Remain stable for a Iong time and not blocked by current oral

antivirals REFIEESER, ~%IHE wmra%%mma
e

e Insert itself into human DNA BE
AAZER DNA H

* Immune system of patients with chronic hepatitis B do
not recognize and fight HBV 24 ZBFXEBENRERG, &
EapAEN I EFR RS
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Strategies aimed at functional cure
SRR SRRV RER

virus DNA ELEZE R FBESHES DNA

[ Stop HBV from making new virus and
RESE

response to HBV #ZEIHEELH B XR

|
)
_[ Stop HBsSAQ production ElLEZBIRFASR W
HinENESE J
W
SNRBERE J

[ Stimulate or restore iImmune




Report card on hepatitis B cure
CER R AmERES

* More than 100 clinical trials in last 15 years
BxE 15 FHET 100 218K R

* Only one phase 3 trial initiated with results expected to be
released in 2026. BeMEREN T —IEE =HAERREE, FASHIER
2026 F 045

* Highest success rates so far ~30% cure but only in highly
selected patients, involving 3-4 drugs with 1-2 requiring
injections/IV infusion.

B HIMBRINELAS 30% A%, BEEANCBRKNmENES,
mE FEER=Z2UE £Y), g —EmBEYFE LN




Report card or) hepgtitis B cure
LR BRIE RS

* Progress has been made and 1 or more cure therapies will
likely be approved in the next few years, but clinical use
might be limited because of complexity of treatment
regimen, low cure rate even in highly selected patients,
and high costs.
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