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Abstract
Background

Xalnesiran, a small interfering RNA molecule that targets a conserved region of the
hepatitis B virus (HBV) genome and silences multiple HBV transcripts, may have
efficacy, with or without an immunomodulator, in patients with chronic HBV infection.

Methods

We conducted a phase 2, multicenter, randomized, controlled, adaptive, open-label
platform trial that included the evaluation of 48 weeks of treatment with xalnesiran at a
dose of 100 mg (group 1), xalnesiran at a dose of 200 mg (group 2), xalnesiran at a
dose of 200 mg plus 150 mg of ruzotolimod (group 3), xalnesiran at a dose of 200 mg
plus 180 ug of pegylated interferon alfa-2a (group 4), or a nucleoside or nucleotide
analogue (NA) alone (group 5) in participants with chronic HBV infection who had
virologic suppression with NA therapy. The primary efficacy end point was hepatitis B
surface antigen (HBsAQ) loss (HBsAg level, <0.05 IU per milliliter) at 24 weeks after the
end of treatment. Safety was also assessed.

Results

Among 159 participants (30, 30, 34, 30, and 35 in groups 1 through 5, respectively), the
primary end-point event occurred in 7% (95% confidence interval [Cl], 1 to 22) of those
in group 1, in 3% (95% CI, 0 to 17) of those in group 2, in 12% (95% ClI, 3 to 28) of
those in group 3, in 23% (95% ClI, 10 to 42) of those in group 4, and in none (95% CI, 0
to 10) of those in group 5. In groups 1 through 5, respectively, HBSAg seroconversion
occurred in 3%, none, 3%, 20%, and none of the participants at 24 weeks after the end
of treatment. HBsAg loss with or without seroconversion occurred only in participants
with a screening HBsAg level below 1000 U per milliliter. In groups 1 through 5,
respectively, grade 3 or 4 adverse events occurred in 17%, 10%, 18%, 50%, and 6% of
the participants, with the most frequent event being an elevated alanine
aminotransferase level.

Conclusions



Among participants with chronic HBV infection who had virologic suppression with NA
therapy, treatment with xalnesiran plus an immunomodulator resulted in HBsAg loss at
24 weeks after the end of treatment in a substantial percentage of participants. Grade 3
or 4 adverse events were not uncommon.

ZxO6Al0:

H xpévia nmratitida B (XHB) atmroteAei onuavtiké aitio voonpdtnTag Kal 8vntéotntag o€
TTaykoopio emmitredo Kabwg trepitrou 300.000 dropa @épouv BETIKO avTiyOvo ETTIPAVEIAG
(Hepatitis B Surface Antigen, HBsAQ). H aywyn pe voukAeoo(T)101kd avaloya (NAS)
ETTITUYXAVEI KOTAOTOAR TOU 1IKOU TTOAAQTTAQCIAOUOU, PJEIWVOVTAG TNV TTBavoTnTa
OXETICOUEVWYV HE TO ATTAP dUOUEVWY CUUBaudTwy. QoTdo0, N AEITOUPYIKN iaon,
opICOuEVN WG aTTwAela Tou HBSAQ pe TautOxpova pn avixveUuoIdo IIKO QOPTIO PETA TN
OI1aKOTT TNG AAPBAVOPEVNG QYWYAG, TTOU PEIWVEI TTEPAITEPW TWV KiVOUVO BUCHEVWIV

OUPBAPATWY, ETTITUYXAVETAI 0€ EAAXIOTOUG AOOEVEIG.

Mia atrd TIG UTTO YEAETN TTAPEPPATEIS YIa TNV ETTITEUEN AEITOUPYIKAG iaong €ival o
ouVOUAO OGS TTAPAYOVTWY TTOU PEIWVOUV TO AVTIYOVIKO QOPTIO YE
QVOOOTPOTIOTTOINTIKOUG TTAPAYOVTEG TTOU OTOXEUOUV OTNV ATTOKATACTACN TNG AVOOIAKNG
eCouBévwaonc rou Trapartnpeeital otn XHB. To xalnesiran atroteAei pikpo
TTapeuBardpevo pépio RNA (small interfering RNA, siRNA) 1Tou péow peTa-
METAYPAPIKAG YOVIBIAKAG OTTOCIWTINONG, KATAOTEAAEI TNV TTapaywyr HBSAgQ. ZTnv
TTapouca @Aaong 2 PEAETN, XopnynOnke oe acBeveig pe XHB TTOU €ixav TTETUXEI
KATaoTOAN Tou 1koU TToAAatTAaciacuoU pe Xprion NAs. Q¢ TTpwToyEVES KATAANKTIKO
onueio opioTnke n attwAela Tou HBsAQ, opifouevn ws HBsAg <0.05 IU/ml, 24
€BOOUADBES PETA TO TTEPAG TNG AYWYNG.

To doooloyikd oxfua yia 1o Xalnesiran Atav 100 1} 200 ava 4 BSoPadeS, uTTodoPIWG.
O1 2 doooloyieg xalnesiran (ouddeg 1 kai 2) cuykpiBnkav pe To ouvduaoud xalnesiran —
ruzotolimod (aywvioTig toll-like receptor 7) (opdda 3), pe 1o cuvduacuod xalnesiran -
TTEYKUNIWPEVN IVTEPPEPOVN alpha-2a (oudda 4) kal ue Tn povoBepatreia pe NAs (opdda
5). H didpkeia NG mapéupaong frav 48 ¢douadeg, pe rapakoAoudnon emimTAéov 48. H
aywyn ge NAs ouvexi{oTav o€ OAEG TIG OPADEG, EKTOG AV TTANPOUVTAV TA



TTpoKaBopPIoUEVA KPITAPIA OIOKOTTAG TOUG €iTE OTO TEAOG TWV 48 £RdOPAdWYV €iTE OTO

d1doTnua TTapakoAoudnong.

21N MEAETN eviaxOnkav aocBeveig 18-65 etwv pe XHB, uttd aywyr e entacavir, tenofovir
alafenamide fj tenofovir disoproxil fumarate yia TouhdxioTov 12 priveg TTpo TG £vragng
Toug. ETiTAéov kpitpia Tav Ta etmireda HBV-DNA < 20 IU/ml kai ALT < 1.5 @opd TnG
QAVWTEPNG QUOIOAOYIKAG TIUAG. ZNPEIWVETAI OTI A0BEVEIG e TTPOXWpPNUEVN ivwon A
Kippwon atrokAgioTnkav. 2uvoAikd, eviaxbnkav 160 aoBeveic, 94% Aoiareg, 70%

HBeAg apvnTikoi.

To TTpwTOYEVEG KATOANKTIKO onueio €TTeTeEUXON 010 7% Kal 3% Twv opddwyv xalnesiran
100 kai 200 mg avTioToixwg, 010 12% o010 oUVOUACHO e ruzotolimod, oTo 23% oTO
OuVvOUOO UG PE IVTEPPEPOVN Kal O€ KavEvayv oTn JovoBepartreia pe NAs. QoT1do0,
ammwAelia Tou HBsAgQ mrapaTtnpndnke uévo oe aoBeveig pe etmmimeda HBsAg < 1000 [U/ml
Kata TNV évragn. e autn TNV oudda, Ta TTooooTd attwAegiag HBSAQ avd Trapéupacn
nTav 14%, 7%, 24%, 47% ka1 0%. Mépav TG atrwAelag HBsAQ, Tapatnpibnke augnon
Tou apl1Bpou aoBevwy pe HBsAQ < 100 IU/ml. Znueiwvetal TTAVTWG N TTPOOOEUTIKA

MEiwonN TNG avTatrokpiong KaTd 1o dIGoTnNUa TTapakoAouBnong.

Ava@opikd pe Tn 1akoTTA Twv NAS, yia TIG ouddeg 1 €wg 4, 10 47% Twv acbevwv
TTANPoUce KPITAPIA SIAKOTTAG, EK TWV OTToIWV To 32% Ta diEkowe. To 60% auTtwv

ouvéxioe va pn AapBavel NAs 48 eBOouadeg HETA Tn OIOKOTTA TNG TTapéupaong.

Q¢ TTpog TNV ac@AAEIQ, N oUXVOTEPN AVETTIBUUNTN evEPYEIa ATAV N AvOd0G TWV
QUIVOTPAVOPEPACWYV aKOAOUBoUUEVN aTTO TIG AOINWEEIG avaTTveuaTikou. Kal o1 2 Atav
OUXVOTEPEG OTO OUVOUOOPO Xalnesiran — IVTEPQPEPOVNG. ZTN CUYKEKPIYEVN Ouada, ol

QaVveTIBUUNTEG evEPyeleg 0dAynoav o€ dIakoTTA TNG aywyns oto 20% Twv aoBevwv.

Meplopiopoi TNG HEAETNG €ival O PIKPOG apIBPOG aoBevwy, PE ETTIKPATNON TwV ACIOTWY
Kl TOU avOpPIKOU QUAOU Kal O OTTOKAEIOPOG TWV Q0BEVWV PE TTPOXWPNHEVN
ivwon/kippwaon. EmimTAéov, 1o didoTnua TTapakoAoubnong Twyv 48 eBOouGdwy dev
ETMTPETTEI TNV EEQAYWYA CUUTTEPACUATWY YIa TR SIATHPENOCN TOU ATTOTEAECPATOG

MaKpOTTPOBET Q.



2UMTTEPAOMATIKA, O OUVOUAOPOG Tou SIRNA xalnesiran ge avoooTPOTTOTIOINTIKOUG
TTOPAYOVTEG UTTOPEI va 0dNyroel o€ aTTwAgla Tou HBSAQ 0€ OnNuavTiko TTo000TO
aoBevwyv pe HBsAg avagopdg < 1000 1U/ml. Opwg, o1 CUXVEG QVETTIOUUNTES EVEPYEIES
TOU OUVOUOOHOU Kal N TTEPIOPICUEVN ATTOTEAECUATIKOTNTA TOU Xalnesiran wg
MovoBepaTreia, KATadEIKVUOUV TV AVAYKN OUVEXIONG TNG EPEUVAG VIO VEEG BEpATTEIEG
otn XHB.



