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Background: Treatment with bepirovirsen, an antisense oligonucleotide
targeting hepatitis B virus (HBV) transcripts, has the potential to result in a
functional cure, defined by at least 24 weeks of a sustained HBV DNA level
below the lower limit of quantification (LLOQ) and hepatitis B surface antigen
(HBsAg) loss after fixed-duration therapy.

Methods: In two replicate, double-blind trials (B-Well 1 and B-Well 2), we
randomly assigned adults with noncirrhotic chronic HBV infection in a 2:1 ratio
to receive subcutaneous bepirovirsen (at a weekly dose of 300 mg) or placebo
for 24 weeks. All the patients were receiving stable nucleoside or nucleotide
analogue (NA) therapy and had an HBsAg level of more than 100 to 3000 1U
per milliliter. Eligible patients discontinued NA therapy at 48 weeks. The primary
outcome was a functional cure at week 72.

Results: The percentage of patients with a functional cure at week 72 was
significantly higher with bepirovirsen than with placebo both in the B-Well 1 trial
(in 127 of 650 patients [20%] vs. none of 328 patients) and in the B-Well 2 trial
(in 106 of 570 patients [19%] vs. none of 286 patients). In a pooled analysis at
72 weeks, adverse events were reported in 91% of the patients in the
bepirovirsen groups and in 73% of those in the placebo groups; serious adverse
events were reported in 7% and 4% of the patients, respectively. During the
treatment period, adverse events of grade 3 or higher were reported in 16% of
the patients who received bepirovirsen and in 3% of those who received
placebo; increases in the alanine aminotransferase level were the most
common grade 3 adverse events with bepirovirsen (in 6% of the patients).

Conclusions: In two phase 3 trials involving patients with chronic HBV
infection, a functional cure after the discontinuation of NA therapy was reported
in significantly more patients treated with bepirovirsen than in those who
received placebo. (Funded by GSK; ClinicalTrials.gov numbers, NCT05630807
and NCT05630820.).
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H xpovia nmarinda B (XHB) egakoAoubei va atroteAei onuavtiko TpoBAnua
OnudoIag uyeiag TTAYKOOMiwG. MapdTl O UTTAPXOUCEG BEPATTEIEG ME VOUKAEOD
(1) 101k& avaloya (nucleotide analogues, NAS) eTITUYXAVOUV KATOOTOA] TOU
HBV-DNA, omdvia odnyouv o€ AeIToupyikr iaon, dnAadry o€ QTTWAEIQ Tou
HBsAg kal HBV-DNA kdtw atrd 10 KatwTEPOo Oplo avixveuong, 24 BOouddeg
META Tn OIAKOTTH OepaTreiog CUYKEKPIUEVNG OIAPKEIAG. 2TNV OUYKEKPIPEVN
MEAETN, afloAoynBnke n atmoTeAeoUATIKOTNTA TOU bepirovirsen, evog antisense
oligonucleotide yia Tnv €TTiTEVEN AEITOUPYIKAG iaONG.

Ta atroreAéopata TTpoépxovtal amo TIG peAéTeg B-Well 1 kai B-Well 2, duo
TTOVOMOIOTUTTIEG, TUXQIOTTOINUEVEG, OITTAQ TUPAEG, eAeyxOpeveg pe placebo
MEAETEG @Aong 3. 2Tn MEAETN eviaxOnkav eviAikeg aoBeveig pe xpoévia HBV
Aoipwén, xwpig Kippwaon, ol otroiol AduBavav otaBepr) BepaTtreia pe NAs yia
TOUAGXIOTOV £EI MVEG TTPIV ATTO TNV €VTAEA TOUG OTN MEAETN Kal gixav eTTiTTEdA
HBsAg 100-3000 IU/ml ka1 HBV-DNA < 90 IU/ml. ZuvoAikd ouppueTeixav 1.838
aoBeveig, 70% avdpeg, pe péon nAikia 50 €tn. To 63% Twv aoBevwv eixe
emitreda HBsAg <1000 1U/ml katd tnv évragn.

To TTpwTEUOV KATAANKTIKO onueio, dnAadr n TTiTEUEN AEITOUPYIKAG iaong OTIG
72 eBOONAdEGS, emTEUXONKE 0TO 20% Twv aoBevwy TnG B-Well 1 (127 atmd Toug
650 aoBeveic) kal oto 19% TwWv acbevwv ¢ B-Well 2 (106 atmmdé Toug 570
aoBeveic) TTou éAafav bepirovirsen, evw Kavévag aoBevig oTig ouddeg placebo
oev méTuxe Asimoupyikn iaon (0%). H diagopd RTav oTATIOTIKA CNPAVTIKA Kal
oTIG OUO MEAETES (p<0,001). AKOuN TTIO EVTUTTWOIOKA ATAV TA OTTOTEAECUATA
otou¢ aobBeveic pe emimeda HBsAg <1000 IU/ml. Ztnv uTtroopdda auth,
AEITOUPYIKN iaon emTeEUXONKE 0TO 25% Twv acBevwy TnG B-Well 1 kai 1o 28%
Twv aocBevwyv TG B-Well 2 trou éAapav bepirovirsen. EmmimmAéov, 10 24% Twv
aoBevwv TTou éAafav bepirovirsen TTAnpoucav Ta KPITAPIA yia dIAKOTTH TNG
Bepatreiag pe NAs otnv €BdOoudda 48, evw kavévag aoBevAg TNG opdadag
placebo dev ummépece va diakowel Tn Beparreia. ZnPeElwveETAl OTI PETA TNV
d1akoT1r Twv NAs Kavévag O TTapouTiace 1I0AOYIKN N KAIVIKI) UTTOTPOTT).

Ooov agopd TNV ac@AA&ia, ol aveTIBUUNTEG EVEPYEIEG ATAV OUXVOTEPEG OTNV
oudda Tou bepirovirsen. Kard 1n O1dpkeia TNG Beparreiag, avemBUUNTES
evépyeleg Kataypapnkav oto 89% Twv acBevwy tTou éAaav bepirovirsen évavri
65% Twv aocBevwv TOU éAaBav placebo, pe TNV TTASlowneia TOUug va
Kataypdeetal £wg TNV €pOoudda 12. AvemBuunteg evépyeleg BabBuou 3 n
uwnAdTepou TTapatnpeiénkav oto 16% Twv acBevwyv 1ou éAaBav bepirovirsen
évavtl YOANig 3% oTtnv opada placebo. H ouxvotepn cofapry avemouuntn
evépyela Atav n auvgnon g ALT, n otroia gu@avioTnke o1o 6% Twv acBevwv.
EmmAéov, avtidpdoeic aTto onueio TNG éveang Trapartnperiénkav oto 53% Twv
aoBevwv TTou €AaBav bepirovirsen, évavti 14% oTtnv opdda placebo.

Mapad T1a Oetikd amoteAéopara, n  MEAETN  TTapoucialel  OpPICUEVOUG
TTEPIOPIOPOUG. MpwTov, cuuTTepIEAABE POVO aoBeveic Xxwpig Kippwon Kal Pe
emmieda HBsAg €wg 3000 IU/ml, yeyovdg Ttrou Ttreplopilel T duvartotnta
yevikeuong Twv atmmoTeAeopdTwy. AeUTeEpov, TO TTOOOOTO Twv HBeAg-BeTIKwv
a0BevwV ATAV OXETIKA HIKPO (TTEPITTOU 8% ), YE ATTOTEAEC A VA PNV JTTOPOUV va



€¢axbouv ao@aAr} CUMPTTEPACHATA YIAd AUTH TNV UTtooudda. Tpitov, n
TTaPAKOAOUBNON TTEPIOPIOTNKE OTIG 72 LOOUADES YIA TO TIPWTEUOV KATAANKTIKO
Onueio, €TTOPEVWG ATTAITOUVTAI TTEPICCOTEPA OedONEVA yIa va agloAoynBei n
Makpoxpévia diaTApnon TNG AEIToupyIKAG iaong. TEAOG, N augnuévn ouxvoTnta
QVETTIOUPNTWY EVEPYEIWV KATAOEIKVUEI TNV AVAYKN OTEVRG TTapakoAouBnong
KAta Tn SIAPKEIA TNG AYWYNG.

2UVOAIKA, n MEAETN KaTadelkvuel OTI TO bepirovirsen atroTeAei pia TTOAAG
UTTOOXOMEVN BepaTTeuTIK) TTPOCEYYION yia TNV Xpovia nmatitida B, kabwg
TTETUXE AEITOUPYIKY iaon OTO éva TTEUTITO TWV ACBEVWYV, TTOOOOTO ONUAVTIKA
UYnAOTEPO aTTO QUTO TTOU ETTITUYXAVETAI UE TIG UTTApYXOUOEG Bepatreieg. Ta
ammoTeAéopaTa  QUTA  €vioXUOUvV TNV TIPOOTITIKA avATITUENG Bepatreiwy
TTETEPATHEVNG DIAPKEIOG YIA TNV ETTITEUEN TOU OTOXOU TNG AEITOUPYIKAG iaong.



