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Background and aims 1. Identification of anti-HDV ASOs with antiviral effects

ratios to
e DV ASO . bepirovirsen
. oy o s Lfrd) cell staining:
Currently approved treatments for chronic hepatitis °f T Beplovirsen - 75y HDV + ant-HDAg A ] °
. . . . . St . quantification L] 15 . avs 3 x{{?} REPLICATION=
delta virus (HDV) infection (Peg-IFN-a and bulevirtide) 1 o HOVASO i -l P
. . .. . 11days ----- S iays’ 6 days . ‘{‘g — [ =4 1.0 o o -t Bepirovirsen :{f%% HDV @ : @ . J HuH7-NTCP-HBsz collect SN Hoescht cslll?:r?tlifcanon
I'a rer cure patlents in a finite treatment regimen. ' 2% DMSO for ¢ ‘ -~ ¢ 0w o praapiiaton , S
. . c 0o~ L &= . 03 L _4hn _ 6days | " replication fe:o\ O e
New direct-acting agents (DAA), targeting HDV HUHT-NTCP GHUHT-NTCP I Q = . st o moimumber (. 115 G G
replication, could therefore be a valuable addition to {aa OTE) — rﬂ S 10 0g
. " % E 0.8 0.8 '% 5 dHUH7-NTCP
the current therapeutic arsenal. B 3 e [, 52
i : < o 2 5
| b S
FTvs0 T 8o -02 &
=0~ intracellular HDV RNAs: IC., = 0.5 nM g % g % g % - 2; | | | | :: - H'iV
I= 1.25- '§ ~ % ~ § v <0.01 0.1 1 10 100 1000 -~ ——
§ o E. ) .E. i) 'é ) ALG-215007 (nM) 7 14 21 28 35 42 days
HBs mAb C 8 1.00 83 83 8 %
3 o
- :’é 0.75< == — - anti-HDAg chronically HDV infected cells 123
P I S T 1.0 =@~ non treated
§§§§§§§§§ 2 . & . = e ES 0.8 O~ PreS1-p
e e e e § ozs- R (] ort-eTubuiin 020 -p., R0 . 0O oy 8% o ALG215007
LI ILIILLLIILLLLILLLILLLLLIILLLLLLLLLLLLLLLLLLLILLLLLLLLILLLLLLLLLLLLILLLLLLLLLILLLLLLLLL LI ILLLLLILLLLL LI L 5 - e 4O, = ~OX0 ~Ox%0 - 06
<0001 001 01 1 10 100 1000 (] = [ | = o z 8 0.4 1
» 19 anti-HDV ASO candidates allowed a > 75 % reduction of the levels of HDAg+ cells without toxicity ALG-215007 (D) £ £ 029
0.0 1 ] | ] 1
139 0 7 14 21 28 35 42
1.2 = O G TR e days post infection
1.1-
5 1.0 o anti-HDV ASO
0 € ‘”’“ﬁ ﬁ &
© O 0.8+ ' TITTTITTTI T T IT T T T TITTITT
©°S 0.7 ° [ °
+ O *
<o 08 % o » Combination of active anti-HDV 4. Sllght induction of hTLR8 by ALG-215007
T g, ° . : ..
g 04 o ] ASOs did not increase the antiviral
0.2+ effects and complementary ASO
il ﬁ : ﬁ%% RERERURIREREN NS (007 and 008) are antagonists : - : o B
c5E838°2:s8588328 Direct Acting Agent Host Targeting Agent et S .
E 0000000 E 0000000 48h . :
2222222232222222 -
2 32 & TLR ——
ﬁ 0 5 © HEK-Blue™ hTLR QuantiBlue SEAP assay
Treatments for CHD | % g:
approved or in development HDV ASO tiviral WOy Eat HEK-Blue™ hTLRS HEK-Blue™ hTLR3 HEK-Blue™ hTLR7 HEK-Blue™ hTLR9
(other than PEG-IFN-q) + AS0-007 +AS0-008 e antivira / O - ey -
: _ cytokines Q ® =0~ Bepirovirsen =@- ALG-215007 =@~ Bepirovirsen =@- ALG-215007 =@- Bepirovirsen =@= ALG-215007 -0~ Bepirovirsen =0= ALG-215007
3 ® @ %o, 10.0 o= Re48 3.0~ =e= poly :C 3.0- o= R837 25 -e- ODN2006
/\ ® ‘OO‘. ®e () < E ;g% A * g g 2.5 s 'g' 2.5 c g 3.0 4
Since HDV is an RNA virus replicating its genome via a HDAG &« HDV ASU ‘Q‘ e o, % 88 25 § £ 20- § £ 20- 582
. . . . - | O e © TS 20- > TS 15- TS5 15 85T
rolling-circle process in the nucleus, and antisense 3. ALG-215007 targeting of HDV-AG | / o ®00% 00 22 - ° 22 1o- 2 2 1o- 221"
. . . 2l o 9N ) ) O 1.0+ QPP - Py xe] xe) o 107
oligonucleotides (ASOs) are known to act both in the Bgn. Ok MHDVASO ° e, ® o\, @ =€ o5 = E o5 < E o5 =8 05
f‘“ ) ' 0.0 T T T T | 0.0 T T T | 1 0.0 1 T T T | 0.0 1 1 T T 1
I , ' @ ® 4 | 10° 102 107 10° 10" 102 10 102 10" 10° 10" 102 10 102 10 10° 10" 102 10° 102 10" 10° 10" 102
Cytoplasm and the nUCIeus’ We hypOthESIZEd that < ) \\' HDV @ " 1@) [5) 0 . concentration (uM) concentration (uM) concentration (uM) concentration (uM)
. mHDVASO O o
ASOs targeting HDV RNAs may potently and ASO-007 — () mRNA °® e :.O
specifically inhibit intracellular HDV RNA amplification S SRS _— b Cw e ® e
irrespective of helper HBV. We synthesized 112 . @ === @B ‘ ¥ 5. Design for in vivo evaluation of ALG-215007
. : %“MM m H H7 NTCP lllll dHUH7-NTCP l Quantifcation of -
different 5-10-5 gapmer ASOs targeting conserved MR rEE SV ° g
. . . . @/ & - & - I QE
regions of HDV and screened them for their antiviral HDV mRNAS
. . . 2 18-
- ted . .
effect on HDV. The HBV-directed ASO, bepirovirsen, %.Tliii . " mnin Experiment currently ongoing
was used as a non-targeting ASO control. $55 1 B o o T e ennoyAse
3y ] © beprovirsen HDV-G HOV Ag) B ALGZ15217 (antrHDY ASD) ALG-215217 ALG-215007 (anti-HDV ASO)
8 E % B:E- e ° ASO-007 - RNA extraction  RT-qPCR / HBV .. H — :
HDV ASO ] e ﬁ % 18] © nonlrealed @ ' Asialoglycoprotein HDV ?;:&@} e Beplrovirsen(amtiHEY 4S0)
E 0-29 é . e ::: } - — | ," receptor (ASGPR) ! A \
= - : : o g = i @ siCTL
T £ 0 32h p.i 52h p.i 72h p.i o E 2 ::_ o siHDV HepG2-NTCP ¥ )
T LLLLLLLLLLL L = 8% 1.0+ © bepirovirsen b —>
T LALLL R AR HDV-AG TES 0.8- o ASO.007 e it?
T TITTTITT T b4 T ne-
% 1.8 ® non treated o 8 4 Liver chimeric mice (HuHep)
£ 165 E  0.2-
; ~ v x A ™ 5 = 144 @ siCTL E 0.0= i
. . L |||f\_. R 1 3 HDV-G %EELE- % o® % o siHDV 32h p.i 52h p.i 72h p.i E -0= Al G-215007 ?‘ECUR|S
é%% 1.,:2: : E::;’:E” E o= Al G-215217 ALG-21 5217 (anti-HDV ASO)
EE :'i: - E HD\I/_l BV SR — Bepirovirsen (anti-HBV ASO)
£ 02 ﬁ % . 'E “‘“j \
HDV-AG 5 o0o- B <
Wﬁ:ﬁ ¢ o1MHL L Lo E > o
W ) jé)
po o~ o _ 0.001 0.01 01 1 10 100 1000 ver ohimert R Tk T
HDV mRNA %ma ACknOWIEdgmentS a n J b ''''' =0 Inserm "ﬁ =i:= Figures created with www.biorender.com ASO (nM) hepatocytes iver chimeric mice (HuHep)
OGS IS Inserm T



http://www.biorender.com/

	Slide 1

		2026-05-06T14:28:24-0700
	Digitally verifiable PDF exported from www.docusign.com




