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Introduction Result
. The susfcained HBV DN,?\ suppre_ssion (< Iowgr.limit of quantitation [LLOQ]) | Baseline Characteristics Antiviral Activity; HBY DNA and HBVY RNA Figure 2: Individual HBV DNA Level Over Time
:Sggg?g’sgdh\?vﬁat?;igra(glle %)isp)eztlseengsuxgrr]naegﬁ\ll_lral reatment has been . Atotal of 25 HBeAg+ CHB subjects were enrolled and » 300 mg ALG-000184 + ETV up to 72 weeks of treatment led . 300 mg ALG-000184 300 mg ALG-000184 + ETV
. ALG-000184 is a prodrug of ALG-001075, a novel, pan-genotypic CAM-E received 300 mg ALG-000184 + ETV (n=15, P4C2) or to substantial HBV DNA reduction with a maximum mean Eg = <LL0Q (10 1U/mL) E 2 . < L0 fo 1
’ ’ = ' ' ' =3} S 7]
(empty capsids) with high in vitro potency. 300 mg ALG-OOO1E_34.monotherapy (n=10, P4CB). reduction of 7.0 log,, IU/mL in HBeAg+ sgpjects. ~ g: = 4
+ The dual mechanism of action (MOA) of ALG-001075 has been » Baseline characteristics were typical for untreated By Week 48, 6 of 10 subjects (60%) receiving 300 mg 2 5! 25
- - 0 = 4 = 4]
demonstrated in vitro: 1) inhibition of pg-RNA encapsidation (15t MOA): 2) HBeAg+ population and comparable between P4C2 and ALG.-0.00184 monotherapy and 4 of 12 supjects (33%) <5 < 3;
i
inhibition of HBV antigen production through blocking cccDNA T ;42_85”3?_'6 2():h toristi recelvmg.SOO mg ALG-000184 + ETV achieved HBV DNA 2 f 2 f
establishment/replenishment at higher concentrations (2" MOA )4, GY°C <. SASEINe Llarac eristes — . suppression (< LLOQ 10.IU/mL). gFlgure _3)' s o
* In the ongoing Study ALG-000184-201, a favorable safety profile and P4C3%(()rr‘n_g15) P4%go(r?1§1o) * By Week 72,9 of 10 subjects (30%) recelv_ed 300 mog o z\fis.t (35’\/66:)8 o S z\jisit (S\i/ee:)S o
multlple |Og10 reductions in HBV DNA/RNA and HBV antigens (HBS, HBe, ALG-000184 + ETV ALG-000154 ALG-OOO184 monotherapy and 6 of 12 SU-bjeCtS (50 A)) Yok @ 4 H BB fglfg 3 40 4 46162 Gl EA PR T2 ek 0 4 5 1216202428323040 44 48 82 80 6064 63 72
HBcr) in HBeAg-positive (HBeAg+) CHB subjects received 300 mg ALG- Qi?ey:f/rs; mean (SEM) 318'4(552')3) 367'8(7(3)9) received _300 mg ALG-000184 + E,TV achieved HBV DNA - ucapoliy To0TESZTEE008055 001 sucommma soptozzzssiuusesacs
000184 + entecavir (ETV) < 64 weeks were previously reportedtl. Asian, n(%) 3 (100) 9 (90) SUppression (< LLOQ 10 1U/mL, Figure 2); _ _ Figure 3: Individual time to HBV DNA < LLOQ 10 IU/mL
Aim BMI. kg/m2, mean (SEM) 22.2 (0.8) 22.4(0.8) * The time to HBV DNA < LLOQ was associated with baseline 300 mg ALG-000184 300 mg ALG-000184 + ETV
HBV Genotype, n(%) B: 5(33); C: 10 (67) | B:5 (50): C: 4 (40); D: 1 (10) HBYV DNA level. (Figure 3) N Subjects wit N
To evaluate the safety, pharmacokinetics (PK), and antiviral activity of long- HBV DNA, logy, IU/mL, mean (SEM) 8.1 (0.2) 8.0 (0.2)  100% (n=22) HBeAg+ subjects receiving 300 mg 5 Ut by Weskas 5 j il Fsaned D 21
term treatment with ALG-000184 in untreated CHB subjects (HSBEVMF;NA’ 1010 copies/mL, mean 6.7 (0.3) 5.3 (0.4) ALG-000184 + ETV x > 12 weeks achieved RNA 585 anaannannadiitll 5;8'5§
Method BsAg, 109 Ui, mean (GEW] 1402) 1500 suppression (< LLOQ, 10 or 200 copies/mL) by Week 40. EY -  ° .
HBeAg, log,, PEI U/mL, mean 2.4 (0.1) 2.6 (0.3) The mean maximum reduction of HBV RNA was 4.7 log,, £ 75 SRESRSassE = U _
ALG-000184-201 (NCT04536337) is a multipart Phase 1 study. Parts 1-3 and ;SBECTA{Q U e SE 309 303 copies/mL. 8 & B
Part 4 Cohort 1 are complete, and data have been reported previously 4>l B e e I e PP Ay * No viral breakthrough was observed in any subject S s 2u IR _
Part 4 Cohort 2 and B are ongoing, and the study designs are shown in related personal reasons (n=2) and non-compliance of dosing (n=1) (Figure 2). T J ] Ll T 6 boluh
Figure 1. Briefly, these 2 cohorts assess the safety, PK, & antiviral activity of T TP e e W AR L
an oral daily 300 mg dose of ALG-000184 with (Cohorts 2) or without (Cohort .Sggg% ALG-000184 £ ETV for U to 72 weeks was Antiviral Activity: HBsAg, HBeAg, HBcrAg e | T e
B) ETV in HBeAg+ (Cohorts 2 & B) or HBeAg-negative (HBeAg-) (Cohort B) qenerally well tolerated + Multi-log;, reductions in HBsAg, HBeAg and HBcrAg B e oy e OF T o o 0 A or
CHB subjects. The planned dosing duration is 96 weeks. An active ST S were observed in HBeAg+ subjects receiving 300 mg Baselign,e g g time y
comparator ETV monotherapy x 12 weeks was included in Cohort 2. Here we ALG-000184 | ALG-000184 ALG-000184 + ETV x <72 weeks (Figure 4) e , -
update the data from the extended treatment of 300 mg ALG-000184 £ ETV _  The mean maximum declines in HBsAg, HBeAg and v = B g
for up to 72 weeks in untreated HBeAg+ CHB subjects in Part 4 Cohorts 2 Serious Adverse Event (SAE) 0 0 HBcrAg were 1.0 log,, IU/mL, 1.9 PEl log,,U/mL and 2.1 : SoTBOEEE e i5
(P4C2) and B (P4CB). Treatment Emergent Adverse Event (TEAE) leading to 0 0 log,, U/mL by 72 weeks of treatment, respectively. 2 3=
Figure1  ALG-000184-201 Part 4 Cohort 2 and B Design Sé;’:ged;:gé/i‘:”t'”“at'o” — = + Anti-HBe antibody (HBeAb) level showed positive trend  © 3] = [, i
Concerning laboratory, ECG, vital sign, or physical Wlth deCIine Of HBeAg (Figure 5) deSpite no SUbjeCt ) Lo Vt?\?\lk) llllllll
AR S LL MRSl examination fincings e ° ° experiencing HBeAg loss and/or anti-HBeAg positivity. = = ¢ ¢ &
cohort 2 ALG-000184 300 mg + ETV x 96 weeks SGRF docrease, o acid netease and neutrophi count decrease. Allad nomalized ot - =
(China) _ returned to baséline in setting of continued stugy dosing. | COI‘CI us I O ns
Cohort B—- e b T e o ooawin |+ Untreated HBeAg+ CHB subjects given 300 mg of ALG-000184 + ETV for up to 72 weeks resulted in:
(ROW)  “ROWrest of wori hepate syt dysunclon o consdered concening o e sty s ALT Flare Montorin - Afavorable safety profile
Throughout the study, safety assessments (adverse events [AEs], vital signs, — HBV DNA suppression (< LLOQ10 IU/mL) rates by Week 48 and 72 were 60% and 90%, respectively for subjects receiving
electrocardiogram [ECG] and laboratories), PK, and viral markers were References 300 mg ALG-000184 monotherapy and 33% and 50%, respectively for subjects receiving 300 mg ALG-000184 + ETV
collected at regular intervals. The Study Review Committee (SRC) and ALT 1. AASLD, EASL, APASL guideline: 2. Q Ling EASL 2020; 3. MF — Longer time to achieve HBV DNA suppression is required in subjects with higher baseline HBV DNA
Flare Committee (AFC) had safety oversight and reviewed safety and PK data | . .., APASL Oral 2024: 4. Ed Gane APASL Oral 2023: 5. JL Hou — All subjects achieved HBV RNA suppression by Week 40
on a regular basis. APASL Oral 2023: 6. JL Hou APASL Oral 2024: 7.Buti M. et. al, — No viral breakthrough was observed in ALG-000184 monotherapy up to 72 weeks
Virology markers were analyzed in two central laboratories: Sonic for Rest-of- Lancet 2016 — Multi-log,, declines in HBsAg, HBeAg and HBcrAg were observed
World (ROW) sites and KingMED for China sites. Lower Limit of Quantitative Acknowledgement — HBsAg levels did not further decline beyond Week 48 indicating that integrated HBY DNA maybe the contributing source for
(LLOQ) and Detection (LLOD) of HBV DNA are 10 IU/mL and <4.92 IU/mL, ABsAg
respectively. LLOQs of HBV RNA, HBsAg, HBeAg and HBcrAg are 10 (ROW) | The authors wish to thank the subjects for participating in this clinical  « A] G-000184 monotherapy achieves sustained HBV DNA suppression levels by Week 48 which appear to exceed those
or 200 (China) copies/mL, 0.05 IU/mL, 0.01 (ROW) or 0.22 (China) PE| U/mL | Study. The Sponsor is grateful to the staff of the clinical sites and to reported by nucleo(t)sides [7l, suggesting the possibility for superior chronic suppression treatment for CHB patients.

and 3 log,, U/mL, respectively. P4C2 & P4CB virology summaries only Elcg]\ég;ifm’e}gtﬁgyl\_ﬂ?ﬁ eaanuihggiil\gEV?SLO{Oa;S;T(niligot:feam » Based on its reduction of antigen levels, ALG-000184 may also play a pivotal role in combination with complementary MOAs

include data at time points where subjects were confirmed (by PK) being members Jen Rito and Chris Burnett for their aid in the conduct of for functional cure.
compliant on taking 300 mg ALG-000184 + ETV. the study. * Further studies are warranted and Phase 2 enabling activities for ALG-000184 are underway.
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