
Extended Treatment of HBeAg+ CHB Subjects with the Capsid Assembly 

Modulator ALG-000184 with or without Entecavir is Associated with 

Reductions in Viral Markers and Favorable Anti-HBeAg trends

• The sustained HBV DNA suppression (< lower limit of quantitation [LLOQ]) 

in chronic hepatitis B (CHB) patients with antiviral treatment has been 

associated with favorable disease outcomes[1].

• ALG-000184 is a prodrug of ALG-001075, a novel, pan-genotypic CAM-E 

(empty capsids) with high in vitro potency. 

• The dual mechanism of action (MOA) of ALG-001075 has been 

demonstrated in vitro: 1) inhibition of pg-RNA encapsidation (1st MOA); 2) 

inhibition of HBV antigen production through blocking cccDNA 

establishment/replenishment at higher concentrations (2nd MOA)[2].

• In the ongoing Study ALG-000184-201, a favorable safety profile and 

multiple log10 reductions in HBV DNA/RNA and HBV antigens (HBs, HBe, 

HBcr) in HBeAg-positive (HBeAg+) CHB subjects received 300 mg ALG-
000184 ± entecavir (ETV) ≤ 64 weeks were previously reported[3].

Aim 

To evaluate the safety, pharmacokinetics (PK), and antiviral activity of long-

term treatment with ALG-000184 in untreated CHB subjects
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Introduction 

Method
ALG-000184-201 (NCT04536337) is a multipart Phase 1 study. Parts 1-3 and 

Part 4 Cohort 1 are complete, and data have been reported previously [4,5,6]. 

Part 4 Cohort 2 and B are ongoing, and the study designs are shown in 

Figure 1. Briefly, these 2 cohorts assess the safety, PK, & antiviral activity of 

an oral daily 300 mg dose of ALG-000184 with (Cohorts 2) or without (Cohort 

B) ETV in HBeAg+ (Cohorts 2 & B) or HBeAg-negative (HBeAg-) (Cohort B) 

CHB subjects. The planned dosing duration is 96 weeks. An active 

comparator ETV monotherapy x 12 weeks was included in Cohort 2. Here we 

update the data from the extended treatment of 300 mg ALG-000184 ± ETV 

for up to 72 weeks in untreated HBeAg+ CHB subjects in Part 4 Cohorts 2 

(P4C2) and B (P4CB).
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Figure 1       ALG-000184-201 Part 4 Cohort 2 and B Design

Throughout the study, safety assessments (adverse events [AEs], vital signs, 

electrocardiogram [ECG] and laboratories), PK, and viral markers were 

collected at regular intervals. The Study Review Committee (SRC) and ALT 

Flare Committee (AFC) had safety oversight and reviewed safety and PK data 

on a regular basis.

Virology markers were analyzed in two central laboratories: Sonic for Rest-of-

World (ROW) sites and KingMED for China sites. Lower Limit of Quantitative 

(LLOQ) and Detection (LLOD) of HBV DNA are 10 IU/mL and ≤ 4.92 IU/mL, 

respectively. LLOQs of HBV RNA, HBsAg, HBeAg and HBcrAg are 10 (ROW) 

or 200 (China) copies/mL, 0.05 IU/mL, 0.01 (ROW) or 0.22 (China)  PEI U/mL  

and 3 log10 U/mL, respectively.  P4C2 & P4CB virology summaries only 

include data at time points where subjects were confirmed (by PK) being 

compliant on taking 300 mg ALG-000184 + ETV.

Result

Baseline Characteristics

• A total of 25 HBeAg+ CHB subjects were enrolled and 

received 300 mg ALG-000184 + ETV (n=15, P4C2) or 

300 mg ALG-000184 monotherapy (n=10, P4CB).

• Baseline characteristics were typical for untreated 

HBeAg+ population and comparable between P4C2 and 

P4CB (Table 2) .

Characteristic

P4C2 (n=15*)

300mg 

ALG-000184 + ETV

P4CB (n=10)

300mg 

ALG-000184

Age, years, mean (SEM) 31.4 (3.3) 36.8 (2.9)

Male, n(%) 8 (53) 7 (70)

Asian, n(%) 3 (100) 9 (90)

BMI, kg/m2, mean (SEM) 22.2 (0.8) 22.4 (0.8)

HBV Genotype, n(%) B: 5 (33); C: 10  (67) B: 5 (50); C: 4 (40); D: 1 (10)

HBV DNA, log10 IU/mL, mean (SEM) 8.1 (0.2) 8.0 (0.2)

HBV RNA, log10 copies/mL, mean 

(SEM)
6.7 (0.3) 5.3 (0.4)

HBsAg, log10 IU/mL, mean (SEM) 4.4 (0.2) 4.3 (0.1)

HBeAg, log10 PEI U/mL, mean 

(SEM)
2.4 (0.1) 2.6 (0.3)

HBcrAg, log10 U/mL, mean (SEM) 8.3 (0.3) 8.3 (0.2)

SEM: standard error of mean. *Three subjects prematurely discontinued due to non-safety 

related personal reasons (n=2) and non-compliance of dosing (n=1)

Table 2: Baseline Characteristics

Antiviral Activity: HBV DNA and HBV RNA

• 300 mg ALG-000184 ± ETV up to 72 weeks of treatment led 

to substantial HBV DNA reduction with a maximum mean 

reduction of 7.0 log10 IU/mL in HBeAg+ subjects. 

• By Week 48, 6 of 10 subjects (60%) receiving 300 mg 

ALG-000184 monotherapy and 4 of 12 subjects (33%) 

receiving 300 mg ALG-000184 + ETV achieved HBV DNA 

suppression (< LLOQ 10 IU/mL). (Figure 3).  

• By Week 72, 9 of 10 subjects (90%) received 300 mg

ALG-000184 monotherapy and 6 of 12 subjects (50%) 

received 300 mg ALG-000184 + ETV achieved HBV DNA 

suppression (< LLOQ 10 IU/mL, Figure 2). 

• The time to HBV DNA < LLOQ was associated with baseline 

HBV DNA level. (Figure 3)

• 100% (n=22) HBeAg+ subjects receiving 300 mg 

ALG-000184 ± ETV x ≥ 12 weeks achieved RNA 

suppression (< LLOQ, 10 or 200 copies/mL) by Week 40. 

The mean maximum reduction of HBV RNA was 4.7 log10 

copies/mL. 

• No viral breakthrough was observed in any subject 

(Figure 2).

Safety
• 300 mg ALG-000184 ± ETV for up to 72 weeks was 

generally well tolerated 
300mg 

ALG-000184

 + ETV

300mg 

ALG-000184

N=15 N=10

Serious Adverse Event (SAE) 0 0

Treatment Emergent Adverse Event (TEAE) leading to 

study drug discontinuation
0 0

Grade ≥3 TEAE 5*,# 3#

Concerning laboratory, ECG, vital sign, or physical 

examination findings
0 0

* 3 subjects experienced Grade ≥ 3 TEAEs of asymptomatic laboratory abnormalities including 

eGRF decrease, uric acid increase and neutrophil count decrease. All had normalized or 

returned to baseline in setting of continued study dosing. 

# 3 subjects in Part 4 Cohort 2 and 3 subjects in Part 4 Cohort B experienced Grade ≥ 3 ALT ↑ 

with or without associated AST ↑. All were asymptomatic and none were associated with 

hepatic synthetic dysfunction or considered concerning to the study’s ALT Flare Monitoring 

Committee. All resolved (n=5) or improved (n=1) in setting of continued study dosing.   

Figure 3: Individual time to HBV DNA < LLOQ 10 IU/mL

300 mg ALG-000184 300 mg ALG-000184 + ETV

Figure 2: Individual HBV DNA Level Over Time

300 mg ALG-000184 300 mg ALG-000184 + ETV

Antiviral Activity: HBsAg, HBeAg, HBcrAg

• Multi-log10 reductions in HBsAg, HBeAg and HBcrAg 

were observed in HBeAg+ subjects receiving 300 mg 

ALG-000184 ± ETV x ≤72 weeks (Figure 4)

• The mean maximum declines in HBsAg, HBeAg and 

HBcrAg were 1.0 log10 IU/mL, 1.9 PEI log10 U/mL and 2.1 

log10 U/mL by 72 weeks of treatment, respectively. 

• Anti-HBe antibody (HBeAb) level showed positive trend 

with decline of HBeAg (Figure 5) despite no subject 

experiencing HBeAg loss and/or anti-HBeAg positivity.

Figure 5: Mean HBeAg and 

Anti-HBe Antibody Level Over 

time

Figure 4: Mean log10 Reduction of 

HBsAg, HBeAg and HBcrAg from 

Baseline

Conclusions

• Untreated HBeAg+ CHB subjects given 300 mg of ALG-000184 ± ETV for up to 72 weeks resulted in:

− A favorable safety profile

− HBV DNA suppression (< LLOQ10 IU/mL) rates by Week 48 and 72 were 60% and 90%, respectively for subjects receiving 

300 mg ALG-000184 monotherapy and 33% and 50%, respectively for subjects receiving 300 mg ALG-000184 + ETV 

− Longer time to achieve HBV DNA suppression is required in subjects with higher baseline HBV DNA 

− All subjects achieved HBV RNA suppression by Week 40

− No viral breakthrough was observed in ALG-000184 monotherapy up to 72 weeks

− Multi-log10 declines in HBsAg, HBeAg and HBcrAg were observed

− HBsAg levels did not further decline beyond Week 48 indicating that integrated HBV DNA maybe the contributing source for 

HBsAg

• ALG-000184 monotherapy achieves sustained HBV DNA suppression levels by Week 48 which appear to exceed those 

reported by nucleo(t)sides [7], suggesting the possibility for superior chronic suppression treatment for CHB patients.

• Based on its reduction of antigen levels, ALG-000184 may also play a pivotal role in combination with complementary MOAs 

for functional cure. 

• Further studies are warranted and Phase 2 enabling activities for ALG-000184 are underway.
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