Undetectable HDV RNA Defined as Target Not Detected at the End of Treatment With Bulevirtide and/or Pegylated
Interferon Alpha-2a Is an Important Predictor of 48 Weeks Sustained Virologic Response in Chronic Hepatitis Delta
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Introduction Results

ConCI usions  Chronic hepatitis delta (CHD) infection is the most severe form of viral _ _ T _ _ _ _ . _ _
hepatitis.’2 Bulevirtide (BLV) 2 mg is approved for the treatment of Baseline Disease Characteristics Progress_lc_m of_Vlrae!ma Status in Posttreatment Period in Patients With
_ _ compensated CHD in Europe?® Peg_-ll;Zla BLV 2 mg_+5F(’)eg-lFNa BLV 10 mg * OPeg-IFNa BLV _105 mg Low-Positive Viraemia (<LLOQ, TD) at EOT
* In patients with compensated CHD « Achievement of virologic suppression of hepatitis delta virus (HDV) Compensated dihosis., n (%) 8 (33) 17 (38) 17 (38) 17 (34) AmA CmmEE e .
I/l Tal 1av/i RNA, defined as below the lower limit of quantification (<LLOQ), is Liver stiffness, kPa, mean (SD) 15.8 (11.6) 12.8 (6.4) 12.5 (7.6) 12.7 (6.7) 4 -
recelvmg flmte therapy, achlevmg associated with lower risk of disease progression* Patients with >20 kPa. n (%) 6 (25) 9 (18) 7 (14) 6 (12) 6 - 1
on-treatment undetectable HDV RNA » Improved ultrasensitive HDV RNA detection technologies have enabled ALT, U/L, mean (SD) 121 (95.9) 108 (77.0) 113 (98.6) 118 (108.1) Am S| e : R TR
) ) ) _ a more stringent definition of “undetectable HDV RNA”: patients who HDV RNA, log,, IlU/mL, median (IQR) | 5.2 (4.6-5.8) 5.6 (4.3-6.3) 5.5(4.4-6.1) 5.6 (4.6-6.3) T 1
with TND iIs an |mportant predlctor of achieve <LLOQ and target not detected (TND) HDV genotype, n (%) T ]
. . . . 1 24 (100) 48 (96) 47 (94) 49 (98) 5
malntalnlng off-treatment response — The clinical relevgnce of TN? vs <LLOQ (target detected [TD]) for 5/6/ND 0/0/0 1(2)/1(2)/0 2(4)/0/1(2) 1(2)/01/0 Arm C [ <icatos 7 - 2 ﬁ
.. . . RDV RNA levels is unknown HBsAg, log,, IU/mL, mean (SD) 3.6 (0.5) 3.7 (0.6) 3.7 (0.7) 3.7 (0.6) 1 —— : =]
e The majOrlty of patlentS with low- * The Phase 2b study MYR204 (NCT03852433) evaluated finite HBV DNA, log,, IU/mL, mean (SD) 14 (1.1) 1.7 (1.6) 15 (1.1) 1.8 (1.6)
" - - treatment with BLV with or without pegylated interferon alpha-2a Positive, n (%)° 17 (70.8) 41 (82.0) 38 (76.0) 40 (80.0)
pOSItlve viraémia (HDV RNA <LLOQ’ (Peg-IFNa) in patients with compensated CHD HBeAg negative, n (%) 23 (96) 42 (84) AT (94) 43 (86) )
TD) at EOT had viral rebound in the — Combination treatment with BLV 10 mg + Peg-IFNa had the highest Z”ormte_’:f - nd(.%)t. . p— > ) T Am D s :
oncomitan medication, n (%) 11 (46) 24 (48) 25 (50) 23 (46)
f " ¢ 0d rate of undetectable HDV RNA at 24 weeks after end of treatment 5 DA oo 700
pOS rea men pe rIO (EOT)5 ﬁfL;h:ﬁ;iigzt;r:;ir;\?g’arr:g{e(;:tsee:m I?rl;;/dbgleegllrtl_l('j\leqIglzgﬁgt:def)ne}[gtr}z E)r? :Ir;tri]%?gé .HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HDV, hepatitis delta virus; LLOQ, lower limit
° Basellne dlsease CharaCterlSthS Were We” balanced between armS ET during follow-up period, n = 5: withdrawal of consent, 4; pregnancy, 1. ET before EOT, n = 7: withdrawal ofconszent, 4; adverse event, 1; lack of efficacy, 1; lost to foII(ZI\_/:T)L(J);'),TD;.2
] - - ° . . . EOT, end of treatment; ET, early termination; FU-24, follow-up at 24 weeks after EOT, FU-48, follow-up at 48 weeks after EOT; LLOQ, lower limit of quantification; TD, target detected;
P|a| N Lang uage Su m mary Objectlve The highest rate of undetectable HDV RNA after EOT was observed in patients treated TND. target ot detocted.

with BLV 10 mg + Peg-IFNa

- To establish the clinical relevance of undetectable HDV RNA, defined * Among patients with low-positive viraemia (<LLOQ, TD) at EOT, 73% (24/33)
~ ' /1 as <LLOQ with TND, for finite treatment regimens Proportion of Patients With HDV RNA <LLOQ (TD or TND) at EOT and experienced viral rebound by FU-48
Some patlents who took antiviral Post-EOT « Only 6% (2/33) of patients with low-positive viraemia at EOT achieved undetectable
therapy with bulevirtide plus pegylated 100 - status at FU-48
oo aioraom for oot s | [ | e ey e
X g 520/ « Among the patients with low-positive viraemia at EOT, nearly half (45% [15/33]) had
responded well enough that the virus Study Design = 52% received BLV 10 mg monotherapy (arm D) | |
F 60 — At FU-48, 87% (13/15) of these patients experienced viral rebound
could no longer be detected (<LLOG, TND vs <LLOG, TD) g 25% o 25% — The remaining 2 patients maintained low-positive viraemia at FU-48
: : : : o T T
* Most of these patients tended to e e IR TV U 5 0 8% 18% Progression of Viraemia Status in Posttreatment Period in Patients With
- - o = = = = 5 Undetectable Viraemia (<LLOQ, TND) at EOT
continue to do well after completing . . . £ 2- o Ceuo a
therapy = I : o [ — =
0
. . ‘m Follow-U EOT FU-24 FU-48 EOT FU-24 FU-48 EOT FU-24 FU-48 EOT FU-24 FU-48 5 _
° Patlents WhO had deteCtabIe VITUS ﬁ=5§ __________________ E— ’ B Peg-IFNa B BLV2mg +Peg-IFNa B BLV 10 mg + Peg-IFNa B BLV 10 mg : — f ———
u BLV, bulevirtide; EOT, end of treatment; FU-24, follow-up at 24 weeks after EOT, FU-48, follow-up at 48 weeks after EOT; HDV, hepatitis delta virus; LLOQ, lower limit of quantification; Arm B ;
durlng treatment tended to get worse M BLV 10 mg +Peg-lFNa  BLV10mg  SEErrr R Peg-IFNa, pegylated interferon alpha-2a; TD, target detected; TND, target not detected. e . -

ET: 1 EL.2

after stopping treatment wno I .  The proportions of patients who achieved HDV RNA <LLOQ status remained similar
n= between FU-24 and FU-48
* The highest rate of HDV RNA <LLOQ after EOT was observed with BLV 10 mg + Peg-IFNa
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Key Inclusion Criteria —

« CHD with detectable serum HDV RNA Arm C

* Child-Turcotte-Pugh score <6 HDV RNA Status at FU-48 Based on HDV RNA Status at EOT 2 .
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and Rpche DlalgnfOSt'IA(\Jst.)\l;L rzlp?orts_?ﬁeaklng t.and 'tajaclhmg;ﬁes from atnd Fa,rat\lclpatl'?'rr: N adwts.ory:omrr;]lttegs U d bI HDV RNA LLOQ TND EOT, end of treatment; ET, early termination; FU-48, follow-up at 48 weeks after EOT: HDV, hepatitis delta virus; LLOQ, lower limit of quantification; TD, target detected; TND, target — 75 A) (33/44) Of these patlentS were treated W|th the COmbInatIOn Of BLV + Peg'l FNG
or review panels for ie; Aligos Therapeutics; AlInylam Pharmaceuticals; Antios Therapeutics; Arrowhea — Undetectable < not detected. 0 : oy : .
Pharmaceuticals; Bristol Myers Squibb; Eiger Biopharmaceuticals; G.ilead Sciences, Inc.; GSK; Janssen; Merck o _ . ELO T,D ) — 5% (4/73) of patlents had |OW-pOSItIV€ viraemia at FU-48
oottt velbiaihiirlabicaumiunititibersnueliviatmieariodiuadiaieivm — Low-positive viraemia (<LLOQ, TD) » Among those with TND at EOT, 60% maintained undetectability at FU-48, while 73% of - Among patients with undetectable HDV RNA (<LLOQ, TND) at EOT, 29% (21/73)
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European Association for the Study of the Liver; 05-08 June 2024; Milan, ltaly




