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e In total, 48 patients were enrolled. 12, 13, 10, and 13 patients were
randomized to Group 1, 2, 3, and 4 respectively.

Figure 1. Mean reduction of gHBsAg across groups 1 to 4 over various study time-points.

e Nitazoxanide (NTZ) is a potential HBV therapeutic agent.

e NTZ disrupts Hepatitis B x protein (HBx) and host DNA-
binding protein 1 (DDB1) Interaction and prevents the
formation of HBx-DDB1 protein complex responsible for the
degradation of host restriction factor — structural maintenance
of chromosomes 5/6 (SMC5/6). Restoration of SMC5/6 level

e There were no statistical differences Iin the key baseline patient
characteristics (age, gender, presence of fatty liver, cirrhosis,
Fibroscan score, Fibrosis-4 score, previous PEG-IFN exposure)
between treatment groups.

Comparing of reduction in mean gHBsAg (log |IU/mL) among the groups
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aiter NTZ treatment suppresses Hepatitis B covalently closed e Overall, 4 patients who received NTZ and 1 patient who received .
circular DNA expression in vitro. [1] placebo experienced severe adverse events (SAEs). 4 cases of
grade 3 SAEs were deemed to be unrelated to NTZ (hepatocellular 040 |

e A subsequent pilot study demonstrated good anti-viral
efficacy with 33% of patients (3 of 9 patients) achieving
HBsA(g loss [2].

carcinoma (n=2); gastroesophageal reflux (n=1); perianal abscess
(n=1)). Grade 4 SAE for alanine transaminase and aspartate
aminotransferase elevation occurred in 1 patient (group 4) before

e Consequently, this randomized controlled trial was designed resolving uneventfully with NTZ dose reduction (Figure 1).
to test NTZ efficacy.
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e The primary and secondary efficacy endpoints were not met in all
groups (Figure 1). No statistical difference in gHBSAQ reduction or

Mean reduction of qHBsAg (log IU/mL) + 95% Cl
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mean gHBsSAg was detected between groups at all study time- ) : | 1 i
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. We conducted a phase 2, double-blinded, placebo-controlled, P 10
dose-finding, randomized control trial for Hepatitis B e antigen e Analysis of individual patient quantitative HBsAg kinetics did not os |
(HBeAg) negative Chronic Hepatitis B patients on long-term (>1 identify any NTZ responder. The study was terminated early
year) nUCIeOS(t)Id.e analogu_es (NUCs) (-I.-enOfOVIr disoproxil because of the lack of efficacy. 030 T gL D3 W1 W2 W4 w8 | W12 = W16 = W20 = W24 W36 = W48 = W60 | FUW4 | FUW8  FUW12
fumarate’ TenOfOVIr alafenamlde’ or EntecaVIr) =8=—Group 1: Placebo (n=12) 0.00 0.03 0.01 0.03 0.00 0.03 0.05 0.11 0.07 0.05 0.07 0.11 0.08 0.10 0.07 0.12
Table 1. Summary of Severe Adverse Events Group 2: 600 mg NTZ Once (n=13) 000 | 002 = 001 | 001 . 001 | -0.02 000 007  -004 001 A 008 009 015 005 002  -0.01
Group 3: 600 mg NTZ Twice (n=10)  0.00 0.02 0.00 -0.02 0.02 0.05 0.00 0.04 0.01 0.01 0.03 0.05 0.10 0.04 0.04 0.00
. Participants were randomized (1:1:1:1) to receive either Group 4: 900 mg NTZ Twice (n=13) 000 = -007 | -0.06 @ -0.08 & -009  -002 -002 -0.03 -003 001 -001 001 | 003 | 002 008 | 006
placebo (Group 1), NTZ 600mg once daily (Group 2), NTZ Grade 3SAE  |Grade 4 SAE  |Relatedness
600mg twice daily (Group 3), or NTZ 900mg twice daily (Group
4), In addition to their NUC therapy.
| | | | | Placebo HCC (n=1) - No -
. Primary efficacy endpoint was defined by the mean change in Conclusions
guantitative Hepatitis B surface an_tlgen_(qHBsAg) from_ baseline HCC (n=1) .  NTZis safe and tolerable in CHB
to week 48. Secondary endpoints Included sustained off- GERD (n=1)
treatment Hepatitis B surface antigen (HBsAg) loss, qHBsAg Perianal abscess | No +  Addition of Nitazoxanide to Nucleos(t)ide analogue therapy did not increase anti-viral efficacy
reduction, HBSAg seroconversion, Hepatitis B DNA T (n=1)
suppression, and change in baseline Fibroscan and/or Fibrosis-
Yes. Resolved
4 score ALT and AST .
- elevation (n=1) uneventfully Wlth-
NTZ dose reduction
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