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Background & aims: REP 2139-Mg (REP), a nucleic acid polymer, blocks
HBV subviral particle assembly and HDV replication. We report the outcomes

of REP treatment in patients with HDV enrolled in a compassionate access
program (NCT056835438).

Methods: Thirty-three patients with HDV and advanced chronic liver disease
received weekly subcutaneous REP 250 mg plus a nucleotide analogue for a
planned 48-week treatment course. Pegylated interferon-a (PeglFN) 45-180 ug
weekly was added in 20 patients without contraindications. Safety and efficacy
were assessed regularly, and intrahepatic markers were evaluated in one liver
explant.

Results: Among the 33 patients (age 21-69 years; 21 males), 85% (28/33) had
prior treatment failure, and six had decompensated cirrhosis (ascites in five).
Suboptimal responses to REP were managed with dose modifications (250 mg
intravenously or 500 mg subcutaneously or intravenously) and/or treatment
extension in 21 patients. At end of therapy, HDV RNA declined by >2 log1o in
70% (23/33) and became undetectable in 58% (19/33). HBsAg loss occurred in
27% (9/33). Among the 28 patients with available follow-up, HDV RNA and
HBsAg remained undetectable in 46% (13/28) and 18% (5/28), respectively.
ALT normalized in 50% (14/28). Responses were similar with or without
PeglFN. Ascites improved in two of five affected patients. Three patients
underwent liver transplantation while receiving REP without complications. In
one liver explant, HDV RNA and HDAg were undetectable, and intrahepatic
covalently closed circular DNA activity and HBsAg levels were very low. No
REP-related serious adverse events were observed.

Conclusions: REP treatment was safe and effective in patients with HDV and
advanced chronic liver disease. REP may induce sustained virological
response of HDV and functional cure of HBV, independent of PeglFN co-
administration. Clinical improvement may also occur in patients with
decompensated cirrhosis.


http://clinicaltrials.gov/show/NCT05683548

A6 10 2020, n Bulevirtide (BLV) éxel eykpiBei yia mn Bepartreia tng xpdviag
ntratitidag A (Hepatitis D, HDV) o€ aoBeveic e avtippotrolevn NTTATIKA VOOO.
O ouykekpIipyévog TTapayovTag avaoTEAAel Tnv TTpoodeon Tou HBsAg otov
uttodoxéa €icodou NTCP (Na*-taurocholate cotransporting polypeptide),
MEIWVOVTAG TOV aPIBPO TWV KUTTAPWYV TToU €xouv PJoAuveei ammé HDV. QoTtéoo,
n evéonTratikr dlaotropd Tou HDV, yéow pnxaviopou trou dlauecolapeital atrd
TNV KUTTAPIKK) dlaipeon, ePTTodicel TNV ekpiwon TNG HDV Aoipwéng. ZTIg KAIVIKEG
MeAETEG @dong I, n povoBeparreia pe Bulevirtide (BLV) otnv eykekpipévn 66on
TWV 2 mg/nuépa uttodopiwg odrynoe o€ un avixveuoiya etritreda HDV-RNA
¢wg kal oto 20% Twv a0Bevwv HPE AVTIPPOTTOUHEVN VOOO HETA ammd 96
eBOouGdec Bepatreiag, evw o ouvduaoudg BLV ue Pegylated Interferon
(PeglFN) auénoe 10 TTOOOOTO 10AOYIKAG avTaTTOKpiong 010 44% katd TO idlo
Xpoviké didotnua. Mapd Ta evBappuUVTIKA auTd dedouéva, ONUAVTIKO TTOCOOTO
aoBevwyv uttoTpomdadel PETA Tn OIOKOTI TNG aywyng. EmimmAéov, av Kai
TTPOCPATEG MEAETEG KATADEIKVUOUV AC@AAEIO KOl ATTOTEAEOUATIKOTNTA TG BLV
o€ aoBeveic ue HDV kai yn avtippoTroupevn Kippwaon, Ta dlaBEéoiya oToixEia
TTOPAUEVOUV TTEPIOPICHEVA VIO TOV OUYKEKPIMEVO TTANBUCHO. YTTO TO TTpioua
QUTWV TWV TTEPIOPICPWY, KaBIioTaTAl ETTITOKTIKN N avdAykn avdmrTugng vEwv
BEPATTEUTIKWYV OTPATNYIKWV.

To REP 2139 (REP), éva moAupepég voukAgikou og€og (NAP) ue avTiikr) dpaon
EvavTl S1a@opwyV EAUTPOPOPWYV 1V, CUNTTEPIAaUBavopévwy Twv HBV kal HDV,
QTTOTEAEI M1 TTOAAG UTTOOXOMEVN TTPOCEYYIOT. ZUMPWVA PE aTTOTEAEOUATA in
vitro JEAETWYV, O OUYKEKPIUEVOS Trapdyoviag Opa  avaoTéEAAOVTAG  TOv
OXNMOTIONO Kal €KKPION TWV UTTOIKWY owuaTidiwv Tou HBV, pe emmakéAoubn
Meiwon Twv emmméEdwVY HBSAG péow evioxuong Tng evOOKUTTAPIAG aTTodONNONAG
Tou. EmimrAéov, avaoTéAAel Tnv aAAnAetTidpaon petaéu HDV-RNA kai HDAg
oTov TTupnva, eutrodifovrag Tnv avtiypagr) Tou HDV-RNA. QoT1d00, N KAIVIKA
ONMACia QUTWY TWV INXAVIOPWV XPACE! TTEpAITEPW dlEPEUVNONG.

2TNV OUYKEKPIPEVN PEAETN, aaBeveic pe HDV kal Tpoxwpnuévn xpovia NTraTikA
vooo (Advanced Chronic Liver Disease, ACLD) éAaBav aywyn pye REP. HACLD
dlayvwobnke Bdoel ivwong METAVIR F3 4 F4 otn Bioyia i eAacTtoypagiag >10
kPa | KAIVIKWV 1] QTTEIKOVIOTIKWYV EUPNUATWY CUPBATWY PE AVTIPPOTTOUMNEVN
ACLD n 1o1opikoU prigng avtippdtnong. ETITAéov KpIThpIo ATavV N atToTuyia
Tponyoupevwy Bepatreiwv pe PeglFN, BLV 1y lonafarnib, petd amd mepiodo
washout TouAdyioTov 12 €BdouGdwv, 1 N PN avTipPOTTOUKEVN Kippwaon
aveapTNTWG BePaTTEUTIKOU 10TOPIKOU. Agv TEONKAV KPITHAPIA QTTOKAEIOUOU,
KaBwg aTdX0G TNG MEAETNG ATAV N TTAPOXH BepaTreiag e aoBeveic xwpic AAAES
O10B£01EG ETTINOYEG.

To BepatreuTiKO oXAMa €ixe diapkeia 48 gBdopdadwy Kal TTepiAduBave REP 250
mg uTtodopiwg Mia  @opd TV  gpOouada, oOe Ouvduaoud  UE
VOUKAE0O10IKO/VOUKAEOTIOIKGO avaoToAéa. H tmpooBrikn PeglFN, etriong pia



@opa eRdopadiaiwg uTTodOoPIWG, NTAV ETTITPETTTI KATA TNV KPion TOU EKACTOTE
EPEUVNTI, 0€ A0OEVEIG YE AVTIPPOTTOUPEVN NTTATIKI VOOO KAl XWPIG AVTEVOEIEEIC.

2NV MEAETN evidxBnkav 33 aobBeveig, péong nAikiag 47 (21-69) etwv, 64%
avdpeg, otnv TTAsiown@ia (28/33) Toug KIpPWTIKOI, VW £EI aoBeveig epeavidav
MN avTipPOTTOUNEVN Kippwaon. IoTOPIKG aTtroTuXiag TTponyouusvng Bepatreiag
gixav 28/33 aobeveig, €K Twv OTTOIWV OKTW €ixav aTTOTUXEI O TTOAAATTAG
oxnuara.

H Bepatreia pe REP Atav KOAWG QVEKTA, HE OUXVOTEPN AVETTIBUUNTN EVEPYEIQ
TIG AVTIOPACEIS OTO ONMPEIO TNG EyXUONG. AVAQOPIKA UE TNV ATTOTEAECUATIKOTNTA,
oT1o T€AoG TNG Beparreiag (EoT), maparnpribnke peiwon Tou HDV RNA >2 log;,
o1o 70% (23/33) Twv acbevwy, evw pn avixveuoipgo HDV RNA emiTeuxbnke oT1o
58% (19/33). MapdaAAnAa, peiwon Tou HBsAg >1 log:, onpeiwbnke oto 61%
(20/33) ka1 >2 logo 010 58% (19/33). EmritTreda HBsAg <10 IU/ml kataypdgnkav
oto 55% (18/33) kai un avixveuoiyo HBsAg oto 27% (9/33), pe avti-HBs
opouetatpot) o1o 30% (10/33). duaoiohoyikég TINEG ALT TTapatnprdnkav oTo
33% (11/33) Twv aoBevwv oto EOT. H 10Aoyikr avramokpion oto EoT (dev
OIEQpepe METAEU aoBevwyv TTou €AaBav PeglFN kai ekeivwv 1Tou dev EAapav.
EidIkOTEPQ yIa TOUG aoBeveic pe TTponyoupevn amotuxia oto BLV, peiwon Tou
HDV-RNA o10 EOT >2 log;, TTapatnpndnke o1o 74% (14/19) kai un avixveuoiya
emitreda o1o 58% (12/19).

MNa 28 aocBeveig utrpxav diabéoipa dedopéva 46 (4 -149) eBOOUADES NETA TNV
SI1aKOTT TNG aywyng. & autoug, n ueiwon Tou HDV-RNA >2 log,, diatnpriénke
0710 64% evw PN avixveuoiya etrimeda diathpnoe 10 46%. Ta emimeda HBsAg
mapépeivav <10 1U/ml oto 46% (13/28) Twv aoBevwy, evw Pn avixveuoiua
etrireda karaypdaenkav oto 18% (5/28), ye opopetaTpot anti-HBs o100 21%
(6/28).

2ZUYKEKPIUEVA YIa TOUG aoBeveic e pn avTippoTToupevn Kippwaon, agifel va
ONUEIWBEI 0TI o€ BUO €K TwV S PE AOKITIKA CUAAOYR KATA TNV €vapgn aywyng,
TTapATNERBNKE UTTOOTPOPN TOU QOKITN KAl SIAKOTTH TwV SI0UPNTIKWV.

2UMTTEPAOHATIKA, N aywyr pe REP cival ac@aAig kal OoTTOTEAEOUATIKA O€
aoBeveic e HDV kal mmpoxwpnuévn nIratikp vooo oAAG Kal o€ onuavTiko
TT0o00TO aoBevwyv Pe TTponyoulpevn atrotuxia oto BLV. MNa tnv eaywyn
QOQAAECTEPWY CUMTTEPACHATWY, ATTAITOUVTAI PMEAETEC OE PEYOAUTEPO QpPIBUO
aocBevwv.



