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» Worldwide, more than 296 million people are affected by Compared to HBeAg negative CHB subjects, HBeAg positive subjects were » Among HBeAg negative subjects, the 10 mg, 50 mg, and 100 mg dose levels » Plasma ALG-001075 exposure increased proportionally to
Chronic Hepatitis B (CHB) and approximately 820,000 people younger, more often male, all Asian with a lower BMI, a difterent predominant were associated with comparable ALG-000184 dose with low to moderate PK variability
per year die from cirrhosis and hepatocellular carcinoma HBV genotype, and higher mean HBV DNA and RNA levels. . Declines in DNA (3.2-3.8 log,, 1U/mL) and RNA (1.1-1.9 log,, copies/mL) . Minimal accumulation (~30%) was seen with dosing x 28 days
(HCC) due to CHB." | Dose level 100 mg 50 mg 10 mg 100 mg * % of subjects <LLOQ for DNA (75-100%) and RNA (100%)
‘ haglge-ct)zz?)qidtreeg;n;ﬁ)rguv;ghsCuug:)ergtszteasnSIaBRC/I gpﬁ?craeti?r: grl;ldB, ALG-000184/PBO ALG-000184/PBO ALG-000184/PBO ALG000184/PBO . % of subjects <LLOD for RNA (83-88%) 5 st Dose 28th Dose
: N N=10 N=10 N=9* N=10 £
reduces liver injury in most patients, but rarely results in | Age, years, mean (SEM) 44.7 (2.9) 42.7 (2.8) 45.4 (1.8) 30.2 (2.4) » 100 mg ALG-000184 in HBeAg positive vs. negative CHB had similar DNA/RNA S 5
funpthr)al cure, the goal of CHB treatment.? Therefore, there is Male, N (%) 6 (60.0) 4 (40.0) 4 (44.4) 8 (80.0) declines through Day 7 with greater reductions at Day 28 in HBeAg positive CHB. % 1 000_;_ :TP\\ r\\
]? S|gtp|flc?nt medltcal need for novel approaches to enhance White/Asian/Other, N (%)~ 9(90)/ 1(10)/0  2(20)/ 7(70)/1(10) ~ 3(33)/ 4(44)/2(22) 0/ 10(100)/ 0 R I ’ -3
) :Cé '8881§Zr_e 4 ers.dr £ AL G.001075 I BMI, kg/m?, mean (SEM) 26.7 (1.80) 24.3 (1.7) 26.2 (1.1) 21.8(0.9) 8 1004
-t - Cl 'S al |pCc,)A\|\/|ug ° t s ds) v a hno.ve, p?n- Weight, kg, mean (SEM) 78.7 (6.8) 66.5 (6.8) 73.0 (5.3) 62.8 (2.8) Figure 1: Mean (SEM) Serum HBV DNA and HBV RNA Levels = Jﬁ%‘é\k l
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potency. ALG-000184 is being developed as a chronic o 10t - T lomoensnegathe
suppressive therapy in CHB subjects with high HBV DNA titers A: 1 (10) A1 (10) A1 (1) A: 0 (0) ~ | 2 = o 100 moHBoA st e
and as a potential component of a finite duration combination HBV Genotype: B: 1 (10) B: 6 (60) B: 2 (22) B: 4 (40) & N Dosing period g — § I S o N
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HBV DNA, log,, IU/mL, D | | 4 = | | |
AIM mean (SEM) 4.2 (0.3) 4.7 (0.4) 4.1(0.1) 8.1(0.3) = il 1 o ; |
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T? :Ii/gluoa(n)t(e”tgi _saI:eIEIyI,BPKI,D_anctj antiviral activity of multiple doses mean (SEM) 1.6 (0.3) 2.1(0.3) 1.3 (0.3) 7.8 (0.4) : 2| | g - CON C LU SI O N S

© ] n SUDJeCts. PBO= Placebo. BMI= Body Mass Index. SEM= Standard Error of the Mean LZ y E 1

M ETHODS *Cohort 3 (10 mg ALG-000184/placebo) was considered completed with N=9 subjects enrolled. g -3 L ‘4\\‘]/ z Slacebo Hu_a . \ R . Oral da||y dosing for 28 days W|th 10 mg, 50 mg, and 100 mg

= 10 mg / HBeAg-negative = | £ 10 mg/ HBeAg-negative of ALG-000184/placebo was generally well tolerated.
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(PBO)-controlled Phase 1 study (NCTOAS36337) " 55| : : Among HBsAg negative subjocts, igh rates of DA and RNA

e Parts 1 and 2: all SUbjeCtS have Comp|eted dosing, follow up 10 mg, 50 md, & 100 mdg of ALG-000184/PBO for 28 dayS Yvere We” tOler:ated. 1.7 14 21 28 Sﬁm:iD:f) °6 63 70 77 84 % 1 7 14 21 28 ?r5im:2(D:9) 56 63 70 77 84 <LLOQ were observed with 100% of SUbjeCtS <LLOQ for both
— Single oral doses up to 500 mg and multiple doses * An unrelated serious adverse event (SAE) was reported in a subject with a d DNA and RNA at the 10 mg dose level. The largest DNA (4.2

(7 days) up to 250 mg were evaluated in healthy history of sciatica, who was hospitalized briefly for pain management l0g,, IU/mL) and RNA (3.1 log,, copies/mL) reductions were
volunteers (N=48) and were found to be well tolerated with « No treatment emergent adverse events (TEAESs) causing discontinuation observed in HBeAg positive subjects, presumably due to
dose dependent, linear PK>* | « TEAEs were generally mild (Grade 1) or moderate (Grade 2) in severity HBV DNA HBV RNA higher baseline levels.

» Part 3 is ongoing and evaluating multiple cohorts without dose response. Three subjects had a Grade 3 TEAE of ALT Dose 100mg 50 mg 10mg 100mg PBO 100 mg 50 mg 10mg  100mg PBO * ALG-001075 plasma exposures increased dose proportionally
(N=10/cohort; 8 active: 2 placebo [PBO]) of currently not elevation during follow up that were: I e e R T e (e lEes HBeAg neg HBeAg neg HBeAg neg HBeAg pos with low PK variability and minimal accumulation with daily
treated/treatment naive HBeAg negative or positive CHB — Asymptomatic and not associated with change in liver synthetic function M= N=8 N=8 N=7 L N=8 N=T I dosing.
subjects, who receive daily (D) oral doses of ALG-000184 — Related to HBV DNA rebound after discontinuation of dosing paseine 4.2 4.8 4.1 83 4.9 1.7 2.1 1.2 78 3.1 » Dosing in additional cohorts is ongoing. A longer-term study
for 28 days, after which they are followed up for 8 weeks — Reviewed by the AFC, which did not consider these due to drug toxicity — (SeEm) (0-4) (0-4) (0-1) (0.3)  (0.6)  (0.4) (0-4) (0-4) 04 a1 evaluating ALG-000184 in combination with nucleos(t)ide
- EGBX/IEC[\I]lfIOgo%rg?U?: '?\_LT %AST_S_ OX gll:lNB;t o — Resolved or improved after initiation of licensed HBV drugs Change analog therapy in HBeAg positive CHB is planned.
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_ Key Exclusion Criteria: > F3 liver fibrogsis Plodgllnlcally Concertnlgg laboratory, ECG, vital sign or physical examination mean (0.1) (0.2) (0.2) 02) (02) (0.3) (0.4) (0.3) (0.4)  (0.20)
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PK, and viral markers were collected and analyzed ALG-000184/PBO  ALG-000184/PBO  ALG-000184/PBO ALG-000184/PBO N (%) The authors wish to thank the subjects for participating in this clinical study.
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e PI ' E Ifi ' a. Two subjects had missing HBV DNA and RNA data due to early discontinuation for personal reasons (not safety related) (N=1 j ' j ir aid i
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TEAE leading to :
spectrometry (LC-MS/MS) method study drug 0 0 0 0 O e Cobac® asen
e PK parameters are determined by non-CompartmentaI analySiS discontinuation  Sonic central laboratory: nger Limit of Quantification (LLOQ) = 10 IU/mL. Lower limit of detection (LLOD) = 2.8 lU/mL RE F E RE N C ES
using Phoenix WinNonlin Worst reported grade TEAE® + KingMed central laboratory: LLOQ and LLOD = 10 IU/mL | |
H " i fetv. PK and antiviral data for CHB TEAE Grade 1 4 (40) 5 (50) 1 (11) 10 (100) . H.BVLFEE')’Q'vaét;%‘;‘,ﬁ';’;ﬂﬁsﬁé&'f\l 3R_ §Cchoep§§f’rﬁf® assay. The HEV RNAassay s not approved in any marke! 1) WHO HBYV fact sheet 2021. 2) Lok A. Hepatology Communications 2019;
ere, we report preliminary satety, Fn and antiviral data for + HBV RNA China local assay: 3 (1): 8-19. 3) Gane E., APASL 2021. 4) Gane E., HBV-TAG 2021.
TEAE Grade 2 2 (20) 3 (30) 0 3 (30)

subjects enrolled in the following cohorts in Part 3:
« Cohort 1: 100 mg ALG-000184/PBO in HBeAg negative CHB TEAE Grade 3 1(10) 0 0 2 (20)

* Cohort 2: 50 mg ALG-000184/PBO in HBeAg negative CHB TEAE Grade 4 0 0 0 0
 Cohort 3: 10 mg ALG-000184/PBO in HBeAg negative CHB PBO = Placebo CO NTACT I N FO RMATI 0 N
e Cohort 4: 100 mg ALG-000184/PBO in —|BeAg positive CHB *If a subject experienced two or more different TEAEs of different grading, the subject was counted more than once Benedetta Massetto (bmassetto@allgos.com)

« LLOQ and LLOD = 200 copies/mL
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