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Background And Aims ALG-170675 Showed Similar Human TLR8 Agonist Activity As GSK-836 In ALG-170675 Showed Improved PK and In Vivo Efficacy Compared to

GSK-836 in the AAV-HBVY Mouse Model

Plasma for HBsAg, HBeAg, HBV DNA and ALT

Cell Based Assays

Chronic hepatitis B (CHB) patients can achieve functional cure after monotherapy with antisense
oligonucleotides (ASO) targeting hepatitis B virus (HBV) RNA, e.g., bepirovirsen (GSK-836) and AHB-137. This is
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ALG-170675: Unconjugated ASO Targeting the X Region of HBV Transcripts
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Aligos ASO Platform With Novel Monomer
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ALG-170675 mediated RNase H activity cleaves all 5 HBV RNAs and reduces all HBV proteins

ALG-170675 Showed Similar Cytokine Induction as GSK-836 in Human TLR8
Knock-in Mice

Human primary CD14+
monocytes in 24-well plates
were differentiated to M1
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ASOID RNA Target (°C) Knock-Down EC., (nM) CC;, (nM)

GSK-836 58.1 8.1 >167
ALG-170675 50.2 9.2 >167

ALG-170675 mediated hRNase H cleavage of HBV RNA ALG-170675 binds to hTLRS8 protein
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Conclusions
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1) Our novel monomer technology was applied to our 2" Generation HBV ASO

m ALG-170675 = GSK-836 discovery program, resulting in the selection of 10 lead ASOs after screening
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2) ALG-170675 is a lead candidate that showed an advantageous preclinical profile
when compared with GSK-836 with better in vitro safety, enhanced liver exposure
and liver to kidney ratio and improved in vivo efficacy

3) Similar hTLR8 agonist activity to GSK-836 was observed in vitro and in vivo
4) ALG-170675 demonstrated potential to be a best-in-class HBV ASO
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