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* INTRODUCTION -

Chronic hepatitis B infection remains a major cause of morbidity and mortality worldwide.
Approximately 257 million people worldwide are infected and are at risk of developing
chronic liver diseases, such as hepatitis, fibrosis, cirrhosis, and hepatocellular carcinoma.!:2

Despite broad implementation of hepatitis B virus (HBV) vaccination programs, new cases of

infection are still common

Standard of care nucleos(t)ide HBV polymerase inhibitors can maintain on-treatment viral
DNA suppression to the limits of quantitation but are not able to fully suppress viral
replication or prevent establishment of covalently closed circular DNA (cccDNA).34 Viral
suppression is rarely sustained after treatment withdrawal

Core protein inhibitors (CIs) represent a novel approach that targets multiple aspects of the
viral life cycle with a small molecule direct-acting antiviral. CIs can inhibit formation of new

infectious virions, as well as prevent trafficking of incoming nucleocapsids to the nucleus and

block establishment of cccDNA. CIs are being developed for the treatment of patients with

single or multiple doses of ABI-H2158 or in fasted (or fed) state

« Safety assessments included physical examinations, vital signs, 12-lead

electrocardiograms (ECGs), collection of adverse events, and laboratory safety tests

» Serial PK plasma samples were drawn at prespecified intervals in both single ascending

dose (SAD) and multiple ascending dose (MAD) cohorts

« Plasma concentrations of ABI-H2158 were determined using a validated liquid

chromatography tandem mass spectrometry method

» PK parameters were determined by noncompartmental analysis using Phoenix WinNonLin

« A safety monitoring committee reviewed safety and PK prior to each dose escalation

* METHODS -

 Eight healthy volunteers per cohort were randomized (6 to active, 2 to placebo) to receive
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ABI-H2158 Dose _ _ _ _ _ _ Active Placebo
n==6 n==6 n==6 n==6 n==6 n==6 n =36 n=12
Mean age (min, max),y |34 (22, 50|30 (21, 43)|26 (21, 29) |29 (21, 43) |25 (21, 31) 34 (21, 48) | 29 (21, 50) | 26 (19, 49)
Male, n (%) 4(67) | 6(100) | 6(100) | 6(100) | 6(100) | 5(83) | 33(92) | 9(75)
I’("gefn':zBMI (min, max), 155 (21, 27)|26 (21, 29)|23 (19, 27)|24 (20, 34)|24 (22, 28)|25 (22, 28)| 24 (19, 34) | 24 (21, 27)
Race, n (%)
Caucasian | 4(66) | 5(83) | 2(33) | 6(100) | 5(83) | 4(66) | 26(72) | 9(75)
Asian | 1(17) | 1(17) | 2(33) 0 0 117) | 5014 | 2(17)
Others | 1(17) 0 2 (33) 0 117 | 147 | 514 1(8)

 CLINICAL SAFETY -

Clinical Safety Overview
« All treatment-emergent adverse events (TEAEs) were mild (grade 1)
— There were no treatment-emergent moderate, severe, or serious AEs reported in any cohort
— Only 3 of 48 subjects had any TEAE evaluated as “possibly” related
— There was no increase in TEAE frequency or severity associated with dose or duration
— The most common TEAE was headache (n = 7 in total)
« Most treatment-emergent laboratory abnormalities were mild (grade 1)

— 3 volunteers had transient grade 2 treatment-emergent laboratory abnormalities assessed as not
clinically significant (glucose [n = 1], increased cholesterol [n = 2])

* No treatment-related clinically significant ECG, vital signs, physical exam, or laboratory test abnormalities
were observed in any cohort

chronic HBV infection TEAE? in = 2 Volunteers Overall (regardless of relatedness)

TEAEsb SAD, n (%) MAD, n (%)

Disposition: One volunteer in the 100-mg fasted cohort elected to not return for a fed cohort. Otherwise, all volunteers completed study dosing as assigned, with no premature
discontinuations or treatment modifications.

Here we report phase 1a results from the ongoing first-in-human phase 1a/1b dose-ranging
study of ABI-H2158
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y . g _ . . y . . y 100 mg (faStEd) -‘- 100 mg (fed) Figure 1. ABI-H2158 concentrations over time in the SAD cohort over the full time course (A) and over the first 24 hours (B) . . CO NTACT
« No participation in a study of another investigational agent in the last 60 days Figure 2. ABI-H2158 concentrations over time in the MAD cohort on the log (A) and linear (B) scale Katia Alves, MD: kalves@assemblybio.com




