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Background: Chronic hepatitis B (CHB) remains a major global health challenge with no
curative therapies. Approximately 15-40% of patients treated with current standard-of-
care antiviral therapies such as nucleos(t)ide analogs (NUCs), including entecavir (ETV)
and tenofovir (TDF/TAF), fail to fully suppress serum HBV DNA, resulting in persistent
low-level viremia (LLV), which is associated with increased risks of cirrhosis, liver failure,
and hepatocellular carcinoma. GST-HG141, a novel HBV capsid assembly modulator,
previously demonstrated favorable safety and antiviral activity in a Phase Ib study,
offering a promising approach for LLV management in CHB patients.

Methods: This Phase Il, randomized, double-blind, placebo-controlled, multicenter trial
evaluated the efficacy and safety of GST-HG141 in CHB patients with LLV. It is registered
at ClinicalTrials.gov (NCT05637541) and Clinical Trial Registry (GST-HG141-11-02). From
January 2023 to July 2024, 144 patients were screened across ten research centers in
China, and 90 eligible participants were enrolled. All participants had been on NUC
therapy for over one year, with serum HBV DNA levels between 20 and 2000 |IU/mL and
ALT <5 x ULN. Patients were randomized 1:1:1 to receive low-dose GST-HG141 (50 mg
BID, n = 30), high-dose GST-HG141 (100 mg BID, n = 30), or placebo (n = 30),
administered orally for 24 weeks. The primary endpoint was the proportion of participants
achieving serum HBV DNA levels below the lower limit of detection (<20 IU/mL) at Week
24. Secondary endpoints included changes in HBV DNA levels and other virological
markers from baseline. A 4-week follow-up phase assessed safety and sustained
virologic response.

Findings: A total of 89 patients who received at least one dose of study medication were
enrolled. Among them, eighty patients completed the treatment and were included in the
per-protocol analysis: 25 in the low-dose group, 27 in the high-dose group, and 28 in the
placebo group. GST-HG141 significantly reduced serum HBV DNA levels in CHB patients
with suboptimal responses to prior NUC therapy. By week 24, 84.0% of patients in the
low-dose group and 81.5% in the high-dose group achieved HBV DNA <20 IU/mL,
compared to 32.1% in the placebo group (p < 0.05 for both treatment groups vs. placebo).
Mean HBV DNA reductions exceeded 1 log10 IU/mL in both GST-HG141 groups.
Additionally, pregenomic RNA (pgRNA) levels also declined by an average of 1.7 log10
copies/mL, with 60% and 55% of participants in the low- and high-dose groups,
respectively, achieving undetectable pgRNA compared to 9.5% in the placebo group.
Safety profiles were favorable with good tolerability and comparable for adverse events
across all groups.



Interpretation: GST-HG141, administered orally at 50 and 100 mg BID, was safe, well-
tolerated, and highly effective in suppressing residual HBV DNA and pgRNA levels in
CHB patients with LLV. These results support the further development of GST-HG141 as
a novel therapeutic option for CHB patients inadequately responding to conventional NUC
treatment.

ZxoAlaouoG:

O KAIvikég 01dX0G TNG Xoprynong Bepatreiag oe aoBeveic pe Xpdvia Hmratimda B (XHB)
gival n PBeAtiwon TNG €mMPBiwonNg ATTOTPETTOVTAG TNV EPQAVION Kippwaong, NTTATIKAG
QVETTAPKEIAG, NTTATOKUTTAPIKOU KAPKiVOU Kal OXETICOUEVOU PE TO ATTap BavaTou. Kabwg
n agloAdynon eTiTEUENG TOU KAIVIKOU OTOXOU OTTAITEI aKpOoXpovIa TTapakoAouBnon, oTIg
KAIVIKEG HEAETEG TiIBevTal OTOXOI HETABOANG BIOBEIKTWV TTOU €XOUV OXETIOTEI PE BEATIWON
NG ékBaong. ‘ETol, 0 18eatd¢ OTOXOG €ival n XapaktnpiCOouevn wg TTANPENG iaon, n
ekpiCwaon dnAadr 1600 Tou cccDNA 600 Kal TOU EVOWNOTWHEVOU YEVETIKOU UAIKOU TNG
HB. Kabwg autd eTTi TOU TTOPOVTOG Eival QVEPIKTO, AUECWG ETTOPEVOG OTOXOG Eival N
AeIToupyikn iaon, opilduevn wg atmmwAeia Tou HBsAg (6pio avixveuong 0.05 IU/mL) ue
Tautoxpova HBV DNA xaunAdtepo atmd 10 Opio TroocoTikotroinong (< 10 1U/ml), 24
eBOONGdEC PETA TO TEPAC TNG Xopnyoupevng aywyng.! Qotdéoo, ol utrdpxouosg
BepatreuTIKEG ETTIAOYEG, ONACdN Ta VOUKAeoO (T) IDIKA avdAloya ((nucleos(t)ide analogs,
NUCs) kai n vtep@epdvn, odnyouv o€ ammwAeia Tou HBsAg og eAdxI0TO TTO000TO Twv
aoBevwv.? EmTTAéov, opiouévol aoBeVEIC ATTOTUYXAVOUV Va ETTITUXOUV ETTAPKI] KOTOOTOAN
Tou HBV DNA 1rapd Tnv oupudépewon otnv aywyn ge NUCs. MNa autd 10 Adyo, autr Tn
oTIyun BpiokovTal UTTO HEAETN TTAPAYOVTEG UE OPACT 0€ BIAPOPA ONUEIR TOU KUKAOU WG
NG HB. Mia atrd Tig uttd ueAETN Katnyopieg gival o1 Capsid Assembly Modulators (CAMSs)
TToU dpouV TTAPEUTTOSI(OVTAG TO OXNUATICUO AEITOUPYIKWYV KWV Kayidiwy. 3

To mapdv apBpo agopd peAETn @aong Il evdg popiou TnG katnyopiag CAMs,
ouykekpipgéva Tou GST-HG141. Z1n peAétn evraxBnkav aoBeveic ye XHB utrd aywyn pe
NUCs yia TouAdaxioTov €va €1og, HBV-DNA petagu 20 kai 2000 IU/mL kot ALT <5 x ULN.
O1 aoBeveic TuxaiotroiOnkav o€ avaloyia 1:1:1 yia va Addpouv GST-HG141 50 mg , n =
30), GST-HG141 100 mg, n = 30) 1} €IkoVIKO @appako (n = 30), xopnyouueva atré Tou
oTouaTog yia 24 gBdouddeg. MNpwTtelov KATAANKTIKO onueio ATav n emiteuén HBV DNA
KATw a1rd 10 KATWTEPO OpIo avixveuong (<20 1U/mL) tnv eBdopdda 24. AsutepelovTa
KAaTtaAnKTIKG ATtav, PETAgU AGAAwv, ol peTaBoAéc ota emimeda HBV DNA kai HBsAg.
AkoAouBnoe Trepiodog TTapakoAoubnong 4 epdopddwv yia Tnv agloAdéynon Tng
ao@AAelag.

2UVOAIKA evtaBnkav 90 aoBeveig, HBeAg OeTikoi o€ TT0000T6 73.3-86.2%, PE pEON TIUNA
HBV-DNA 328,44 ¢w¢ 447,83 IU/mL oTig did@opeg ouddeg acBevwv. MExpl Tnv eBdoudda
24,70 84,0% Twv a0Bevwyv 0TNV opada XxaunAng d6ong kai 1o 81,5% otnv oudda uywnAng
o06ong méTuxav HBV DNA <20 IU/mL, o€ auykpion pe 10 32,1% oTnv oydda Tou EIKOVIKOU
@appakou (p < 0,05 kai yia TIG U0 opadeg BepaTreiag EvavTi TOU €IKOVIKOU @apudkou). Ol
péoec pelwoelc Tou HBV DNA utrepéfBnoav 10 1 logio IU/mL kai oTig¢ dUo oudadeg GST-
HG141. EmimAéov, Ta etrireda pregenomic RNA (pgRNA) peiwbnkav katd oo 6po Kata
1,7 log1o avTiypaga/mL, pe 10 60% Kai T0 55% TwV CUPUETEXOVTWY OTIC OPABES XAMNARG



Kal UPNAAG dOONG, avtioToiXad, va eTITUyXAavouv un avixveuoiyo pgRNA, og ouykpion Je
10 9,5% 0TNV OPAdA TOU EIKOVIKOU QAPUAKOU. ZNUEIWVETAI OTI N HETABOAR TwV ETITTEOWV
HBsAQg petagu Twv 3 ogadwyv ATAV PN OTATIOTIKA ONUAVTIK. To TTPo@iA ao@aAciag nrav
EUVOIKO, PE KOAA avoxn KAl OUYKPIOIKNO TTOOOOTA QVETTIOUUNTWY EVEPYEIWV OE OAEG TIG
OMAdEG.

2upTtrepaopatikd, o GST-HG141, xopnyouuevo atrd 1o otépa o€ 86o¢eig 50 kar 100 mg
QU0 QPOPEG TNV NUEPA, ATAV AOQPAAEG, KOAG AVEKTO KOI QTTOTEAECOUATIKO OTNV KATOOTOAN)
Tou HBV DNA ka1 mn peiwon Tou pgRNA o€ acbeveig pe XHB kal xapnAd aAAG ox1 pn
avIXVEUOIUO 1iK6 @opTio uttd NUCs. AuTd Ta aTTOTEAECPATA UTTOOTNPICOUV TNV TTEPAITEPW
avattugn Tou GST-HG141 wg pia véa BepatreuTikn Aoy yia aoBeveig ue XHB T1Tou dev
QVTATTOKPivOoVvTal ETTAPKWG oTn ouppaTIkn Beparreia ME NUC.
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