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INTRODUCTION RESULTS
* The aims of treatment of chronic hepatitis B (CHB) are to BASELINE CHARACTERISTICS ANTIVIRAL ACTIVITY: HBV DNA and HBV RNA ANTIVIRAL ACTIVITY: HBsAg
achieve sustained suppression of HBV replication and : : , _ o , .
remission of liver disease. [1] * 15 subjects were enrolled. All were Asian, HBV - Of the 11 compliant subjects that initially received 300mg - Mean HBsAg levels declined by 0.4 log,, IU/mL and 1.2 log,,
> . . L . genotype B or C and HBeAg+ ALG-000184+ETV < 48 weeks: IU/mL after receiving 300 mg ALG-000184 + ETV for 12 and 48
 Achieving this goal is challenging due to persistence of . Baseline characteristics were comparable between T : . : :
covalently closed circular DNA (cccDNA), the transcriptional ALG-000184 (n=12) and placebo (n=3) arms - Mean reduction (SEM? of HBV DNA at Week 12 was 5.1 (0.3) weeks, respectively. The maximum reduction seen was 2.0
template of HBV, in the nucleus of hepatocytes. [1] . 47% (7/15) subjects had normal ALT at screening and log,, IU/mL. DNA declines extended during longer tr.eatme.nt to 6.7 log 4, IU./mL_. N N
« In vitro, ALG-000184 has been shown to inhibit HBsAg baseline J J log,, IU/mL at Week 48. HBV DNA < LLOQ was achieved in 4  No subject initially receiving placebo + ETV had any HBsAg
" L . ' _ _ , bjects. change in the first 12 weeks of treatment. Subsequently, mean
production through blocking intrahepatic cccDNA . SUb) . s . .
establishment (24 mechanism of action [MOA]) in addition to 3uoef 305neonr:?;§g§ur?|if§dg:fggrt,';uéiggﬁ??,E]u:rg)'yand Of 3 subjects that initially received Placebo + ETV for 12 weeks and HBsAg levels declined by 0.5 logy, IU/mL at Week 48
inhibiting viral replication through modulating pg-RNA confirmed non-compliance beginning at Week 12 then received 300mg ALG-000184+ETV x < 48 weeks: * Similar HBsAg declines were observed in subjects regardiess of
encapsidation (1t MOA).[2] (N=1). - Mean reduction (SEM) of HBV DNA at Week 12 was 3.8 (0.1) baseline ALT level. The mean HBsAg reductions at Week 12, 24
- Multi-log reductions in viral load and HBsAg have been _ o log,, IU/mL. Additional DNA declines were observed after adding and 48 in subjects with normal ALT were 0.3 (0.2), 0.8 (0.4) and
reported previously in untreated HBeAg+ subjects receiving Table 1: Baseline characteristics 300 mg ALG-000184 at Week 12; the mean DNA reduction was 6.4 1.0 (0.5) log,, IU/mL, respectively with a maximum reduction of
300 mg ALG-000184 + entecavir (ETV) x<36 weeks.[3] Part 4 Cohort 2 BALETY S log,, lU/mL at Week 48 and was similar to that seen in subjects 1.8 log,y IU/mL.
* Here we report emerging data in untreated HBeAg+ CHB i ALG'O?ﬂlﬁgl)P'aceb“ =TV (n=12) (n=3) initially receiving 300 mg ALG-000184 + ETV. HBV DNA < LLOQ
subjects receiving 300 mg ALG-000184 + ETV x <48 weeks. Age, years, mean (SEM) 323 (3.0) 28 (2.6) was achieved in 2 of 3 subjects. CONCLUSIONS

* RNA: profound (3.5 log,, copies/mL) reductions were observed in the

o AM e > 69 2 e first 12 weeks for subjects receiving ALG-000184+ETV vs. minimal » Oral daily dosing with 300 mg ALG-000184 + ETV for up to 48
Asian, n(%) 12 (100) 3 (100) weeks in untreated HBeAg + CHB subjects resulted in:

change in RNA levels among subjects receiving ETV x 12 weeks. All

To evaluate the safety, pharmacokinetics (PK), and antiviral BMI, kg/m?, mean (SEM) 21_.2 (0.9) 22_.3 (1.6) subjects receiving 300 mg ALG-000184 + ETV ultimately achieved - Afavorable safety profile
activity of multiple doses of ALG-000184 in CHB subjects HBV Genotype, n(%) Eg ‘; 2233 2; ; 833 HBV RNA < LLOQ. - Potent viral suppression of HBV DNA and RNA which was
Figure 1: HBV DNA, HBV RNA and HBsAg Change from Baseline greater than seen with ETV alone
HBV DNA log;, IU/mL, mean (SEM 8.1(0.2 7.8 (0.6 , : .
MATERIALS AND METHODS A oo o : (S)EM) . :0 3; . EO 5; - Substantial mean HBsAg declines of 1.2 log,, lU/mL at Week
: : : i eI, MTISE (U 2 (. O - @ e e 48 with maximum observed HBsAg declines reaching 2.0
ALG-000184-201 (NCT04536337) is a multipart, double blind, HBsAg logs, IUjmL, mean (SEM) 45(0.2) 41(0.2) = y loa.... 1U/mL J J
randomized placebo-controlied Phase 1 study. Data from Parts . | e o £ < Tr%1e(1)tment iﬁ this cohort is ongoing and will evaluate if further
1-3 and Part 4 Cohort 1, which are all complete, have been ALT UL, mean (SEM) 41.2(6.6) 38.7(5.2) =3 N Add on ALG-184 ot Week 12 ) o goihg . .
: : : | R S o 8 _5 on ALG-184 at Wee reductions in HBsAg can be achieved with longer dosing
r IV r rted. [3.4] Part 4 Cohort 2 n on Nna doubl PLB: Placebo; SEM: standard error of mean; wks: weeks - [
previously reported. [3,4] Pa ohort 2 is an ongoing double 5 - .
. . . . . S E _,| - These data indicate ALG-000184 is a potent CAM-E
blind, randomized (4 active:1 placebo) cohort that is evaluating = 9 : ) : Y
. : SAFETY < = _ compound with broad anti-HBV effects, including inhibiting
oral daily doses of 300 mg ALG-000184 or placebo in < o -5- . :
combination with 0.5 mg ETV for 12 weeks in untreated s 2 . x intrahepatic cccDNA. Please see late breaker poster #5028-C
- . . « 300 mg ALG-000184 + 0.5 mg ETV for up to 48 S £ w i_—ﬁ for additional data from this and other cohorts and further
HBeAg+ CHB subjects. After dosing for 12 weeks, all subjects weeks was generally well tolerated m O _7. = . . . .
subsequently receive 300 mg ALG-000184 + ETV for a total | - -8 - ;I‘IE(CBUB?)I(C));1 8(21f Ehls :ﬁplc ol 10 be 4 back N f
: . : - - as the potential to be a backbone therapy for
planned treatment duration of 96 weeks (Figure 1). Table 2: Summary of Treatment Emergent AEs T L e o X 2 - 2 & . P ) Py
_ _ _ chronic HBV suppression or functional cure
Figure 1 Design of Part 4 Cohort 2 in Study ALG-000184-201 Part 4 Cohort 2
300 mg ALG-000184/PLB + ETV 1?:::5;)" P"(ﬁ;';w ACKNOWLEDGMENTS
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to determine dosing regimen including total dosing duration One subject experienced a Grade 4 ALT elevat;or; with associated Grade 2 AST -5 4
3 . elevations unlikely related to study drug on Day 171. ' ' ' ' ' ' ' ' ' ' ' ' '
Viro|ogy assays for this cohort have the fo||owing cutoffs: ** Another subject experienced a Grade 4 ALT elevation with associated Grade 3 0 4 & 12 16 20 24 28 32 36 40 49 48 DISCLOSURES
. . ® AST elevation possibly related to study drug on Day 41. The same subject o . : : :
HBV DNA'_ R_OChe CC_)t_)aS _ assay experienced Grade 4 neutropenia probably related to an acute upper respiratory od - iddon ALG-184 at Week12 Hou J.: Aligos, Assembly Biosciences, Ascletis, Ascentage Pharma, Bristol-Myers S_qu'bb_’
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- LLOQ: 200 copies/mL; LLOD: 100 copies/mL hepatic synthetic dysfunction and both events resolved despite continued dosing. S £ -06- T Immunocore, Janssen, Roche, Sysmex Corporation, Tune Therapeutics, Vir Biotechnology
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