Safety and Efficacy of REP 2139-Mg-based Therapy in Austrian Patients with HBV / HDV Compensated Cirrhosis
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RESULTS

INTRODUCTION

REP 2139-Mg is a nucleic acid polymer (NAP) with demonstrated safety and antiviral REP 2139-Mg was well tolerated with no related systemic adverse events. Patient 1 Patient 2 Patient 3
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REP 2139-Mg 250 mg s.c. qW and PEG-IFN 90 pg s.c. gW were added to TDF in three the peglFN-associated hepatitis flare. E. % 500 %:zz
patients with compensated HBV/HDV-induced cirrhosis and clinically significant Patient 3 experienced an initial ALT flare (ALT . 659 U/L) with stable §2°° 5 300 | gzoo
portal hypertension (CSPH) who failed to achieve negative HDV-RNA levels and/or bilirubin and INR. At week 30, HDV-RNA has become undetectable and 2100 D é’ ol 2 100 -
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Age (years) 69 51 38 A 0 0.0 P 13' _ _ _ _ _ 0.0 P 0 _ _ _ _ _ 0.0
Sex Male Female Male 14 - - 250 10 - 250 10 - - 250
Infected Ethnicity Caucasian Caucasian Caucasian 12 - | 200 g | [ 00 g | [ 00
hepatocyte ‘ i ALT (U/L) 19 184 80 O 10 - %) o Q
S TR Total bilirubin (umol/L) 24.11 21.89 16.59 2 5. 150 35 2 6 1505 2 6 150 3
intoqrated HEV DNA Albumin (g/L) 35.6 37.6 40.5 S 6l o B S 4l 0O oo B
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Child-Pugh A5 AS A5 0 . . . . . 0 0 . . . . . 0 0 . . . . . 0
Hepatic Venous Pressure 17 14 29 0 10 20 30 40 50 60 0 10 20 30 40 50 60 0 10 20 30 40 50 60
HBY cceDNA Gradient (HVPG, mmHg) Weeks Weeks Weeks
HDV genotype 1 1 1
HDV RNA (IU/mL) 1.9x103 9.3x10% 3.3x10*
HBsAg (IU/mL) 1202.4 626 922 . . WM
? HBeAg status Negative Negative Negative Figure 3. Response during REP 2139-Mg-based therapy
HDV RNA REP 2 139 HBV DNA (IU/mL) Target not detected Target not detected Target not detected
L : (nucleic acid polymer)
Inhibitory mechanisms of REP 2139
in HBV and HDV infection CONCLUSIONS
Figure 1. Antiviral mechanisms of REP 2139 against HBV and HDV infection. . . . .
REP 2136-Mg blocks the assembly of HBV subviral particles and envelopment of the HOV 1. Subcutaneous weekly REP 2139-Mg in combination with TDF and low-dose PEG-IFN appears
ribonucleoprotein (RNP) via interaction with the HSP40 chaperone DNAJB12. Direct interaction Patient 1 2 Patient 2 Patient 3 safe and effective against HBV/H DV infection in three Austrian patients with compensated
with the small and large isoforms of HDAg results in inhibition of HDV RNA replication and or AV BLV and pegIFN BLY Stop e Add sop Stop . .
° ° § cirrhosis and CSPH.
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