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REP 2139 blocks HBV subviral particle assembly and hepatitis delta antigen function At least 8 weeks of REP 2139-Mg therapy have been completed in all 15 patients. Extension of therapy > 48 weeks is currently underway in two patients (see Patient 1 Rwecks no therapy Patient 2
(see poster 1461), driving HBsAg loss in HBV infection and HBsAg / HDV RNA loss in Figure 1). REP 21300 R > REP 213901 R >
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HBV / HDV co-infection. Compassionate access to REP 2139-Mg is being provided REP 2139-Mg administration has been well tolerated, with transient grade 1 erythema. An ALT flare > 5X baseline occurred in 1 patient. ALT has normalized 1.E+04 - (v curel -7 1E+06 o e 7
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under the Replicor Compassionate Access Program (RCAP, NCT05683548). The safety 7/8 patients with HDV RNA decline > 2 log,, IU/mL from baseline at week 25-48 of therapy. No liver decompensation or REP 2139-Mg related AEs have been 16403 @ = [oE IES ] e U/mi oL 6
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and efficacy of weekly SC injection of REP 2139-Mg in combination therapy is observed. Transition to IV infusion occurred in 1 patient at week 2 due to poor SC tolerability and in 4 patients (at weeks 19-24) to improve the speed of £ ::? T TBVDNA —<-HDV RNA DRl mom e 3
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currently being assessed in cirrhotic patients with chronic HBV / HDV co-infection antiviral response. Three patients did not receive peglFN and 2/3 experienced stable depression in platelet counts (< grade 1). Platelet declines (grade 1-3) £ 1 E+00 et e o[4S Eree ] -<--HDVRNA [ 4 T
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after taiiure on pegiriv ana or bulevirtiae ' occurred in all 12 patients receiving peglFN. PeglFN therapy was removed in one patient at week 56 (anemia), another at week 4 (tolerability) and a third at 101 5 1E01 ] 8
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week 8 (petechial hemorrhages), all self-resolving with continued REP 2139-Mg exposure. 1E-03 | _ _ : ™ 1T el ™D 1
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Withdrawal of REP 2139-Mg + peglFN has occurred in two patients (Figure 1). Undetectable HDV RNA and HBsAg and HBsAg seroconversion have been stable 3 ——ALT 3 ——ALT
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after withdrawal of REP 2139-Mg and peglFN for 10 and 6 months. One of these patients has now had TDF withdrawn with HBV DNA remaining additionally " ——GGT @ ——GGT
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Compassionate access to REP 2139-Mg has been approved by the ANSM in 15 5 2% 5
patients (See Table 1) with compensated cirrhosis at baseline who had either no HDV RNA and HBsAg response (> 50% decline from baseline) is currently observed in 12/15 patients. Additional details are presented in Table 2. In the 9 € 100 € 100 ﬁ ; ;“g @ ; o
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response or viral escape of HDV RNA during 2 or 10mg BLV. Existing TDF was patients with > 24 weeks of therapy, 7 have > 2 log,, decline in HDV RNA (all with normal ALT) with 5 having undetectable HDV RNA. Of these 5 patients, 3 01 . : . . 03 - - - - - ~ ”
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supplemented with 48 weeks of QW SC 250mg REP 2139-Mg and 90 ug peglFN. have undetectable HBsAg and 2 have anti-HBs seroconversion. An additional patient under extension therapy (who became HDV RNA undetectable at week Weeks Weeks
Weekly safety evaluations were accompanied by virologic assessment every 4 weeks. 20) has now achieved undetectable HBsAg at week 68 of therapy (see Figure 2). Early strong HDV RNA and HBsAg declines are observed in the patient with Figure 1. Antiviral response in patients completing therapy.
HBsAg and anti-HBsAg were determined using Abbott Architect or Alinity S platforms, HBV / HDV / HIV with HIV viral load remaining undetectable (Figure 3). HBeAg loss with anti-HBe seroconversion has occurred in 2/3 patients HBeAg positive
HBV DNA was assessed using the Roche COBAS platform, HDV RNA was assessed at baseline.
using the Eurobio EBX-004 assay and HBcrAg was assessed using the Fujirebio
Lumipulse platform. Table 2. Virologic response during therapy AP/ BIC FTC ‘ Patient 3 Patient 4
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AlieRg Siile 2t el S IR, & PRI * One patient with HDV RNA TND (Week 20) but clearance of HBsAg had not occurred at 48 weeks, Figure ZI:IBA\;‘tI‘:r;\IIre:F:Snse .mfa F:.atlent with Figure 3. Antiviral resbonse in batients with therapv extended bevond 48 weeks
10 genotype 1 HBsAg loss occurred at week 68. / / co-intection. g ’ P P Py y ’
HDV genotype 2 genotype 5 One patient with increased dosing with > 2 log,, decline of HDV RNA with detectable HBsAg at week 48.
(Done centrally at Hoptial Avicenne) 1 genotype 7 HDV RNA loss occurred with HBsAg XXX at week 71.
2 genotypes to be assessed
HIV co-infection 1 CO N CLUS I O N S
HDV RNA (1U/mL) 3.17 x10° : : : : . . : : : : : :
(295-1.68x107) 1. Subcutaneous REP 2139-Mg is safe, and effective against HBV and HDV infection in combination with TDF and low dose pegIFN in patients with compensated cirrhosis.
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2. REP 2139-Mg can achieve HDV cure and functional cure of HBV in this patient population.
HBY DA (1U/mi) = 8 PArIEnt Pop CONTACT

ALT (U/L) 97.2 3. REP 2139-Mg can salvage poor HDV virologic response to BLV or HDV viral rebound during BLV therapy.
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Bilirubin (umol/L) (éf‘gi) 4. REP 2139-Mg is effective against HBV and HDV infection in the presence of HIV co-infection. Andrew Vaillant: availlant@replicor.com



