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» Achieving a functional cure from Hepatitis B is rare with Analysis Methodology
current therapy_ Nucleic acid p0|ymerS (NAPS) are a new Three HBSAg kinetic patterns IdentlfiEd Anti-HBS SeroconverSion highly aSSOCiated Wlth
class of antiviral drugs (Fig. 1) which, when used in - HBV DNA was not analyzed since it reached <2.1 log  Three HBsAg kinetic patterns were found NR (n=4), monophasic decline (n=12), HBsAg monophasic decline pattern
combination therapy, result in HBsAg loss with high rates of lU/mL in 19/20 participants during TDF monotherapy and and biphasic decline (n=4). (Figure 3) . Early anti-HBs seroconversion (14=+5 wk) accompanied
functional cure [1,2]. remained low/undetectable throughout triple therapy. . HBsAg decline was delayed in NR (92 wk) relative to monophasic and biphasic 1j out pf 12 HBsAg monophasic responders and 1 of 4
* The interplay among serum hepatitis B surface Antigen » Distinctions between HBsAg phases were defined as at declines (3+3 wk, p = 0.001). biphasic responders.
f(li_lnz?iﬁ\g)(,jjr?;léii;l?iggt?giq:eer2$r\:\i’t[\algslifl?’rgjgéﬁ\h;)or Iea.st a 2-fold change. In slope. | | « Rate of HBsAg decline in monophasic patients was 0.52+0.22 log IU/mL/week,
_ » Asingle-phased decline was defined as monophasic, and all reaching <LLoQ by week 18 £8. ALT flares coincided with HBsAg monophasic
REP 2165-Mg, pegylated interferon alpha-2a (IFN) and two-phased declines were defined as biphasic L . - -
tenofovir disoproxil fumarate (TDF) has not been ana|yzed | | | | ' |  The 1st phase of decline in biphasic participants (025i015 |Og IU/mL/week) decline pattern
in detail. *  Patients with an overall reduction from baseline in HBsAg was slower (p=0.02) relative to monophasic participants, followed by a second . ALT flared to a 12.0+ 10.4-fold peak above mean
. Clinical markers for tracking and predicting the probability <1 log at EOT were defined as non-responders (NR). ﬁ?aas: dfflljngoftoé%%TiO.OZ log IU/mL/week with only one patient reaching baseline, Coi-nciding with HBSA_g decli.ne and anti-HBs
of successful treatment need to be identified. SAY SLLOME ' seroconversion (for monophasic declines).
* There were no difference in kinetic patterns between REP 2139-Mg and REP 2165-Mg.
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Figure 1: Mechanism of NAPs-based antiviral drugs. NAPs block the production and AC KN OWLE DG E M E NTS shown in Figure 3. -'GEJ :
;e;itg'?: g:csuul;);'i';i'_ particles {SVPs) by hepatocytes, significantly reducing the amount of This research was supported by National Institutes of Health (NIH) « Positive and negative predicted values (PPV and NPV) associated *é A
grants R01-Al144112 and R01-Al146917. with a monophasic viral kinetic pattern, and functional cure (FC) at 4 3
follow-up are shown in Table 1 S >
M ETHODS * 100% of patients who exhibited FC had a monophasic HBsAg = 1 .
Twenty chronic HBV-infected, HBeAg negative REFERENCES kinetic pattern (NPV) 0
articipants received 24 weeks of tenofovir disoproxil . | i | - Biphasic Monophasic Non-responder
partelp P 1] Bazinet et al., Gastroenterology 2020 Jun:158(8):2180-2194. Monophasic patients with FC had shorter (p=0.065) mean P P P

fumarate (TDF) monotherapy. | time to HBsAg LLoQ (17 wk) compared to monophasic non-
» Participants then received 48 weeks of triple therapy 2] Bazinet et al., Journal Viral Hepatitis 2021 May;28(5):817-825. FC patients (27 wk).

including REP-2139-Mg or REP-2165-Mg, pegylated Cure, VR = Virological Rebound
interferon alpha-2a (IFN), and TDF as described in [1]. _— Specificity

« Serum HBsAg (Abbot Architect) and anti-HBs (Abbot
Architect) were measured every two weeks, and serum CONTACT IN FORMAT'ON 67% 100% 100% 67%

ALT was measured weekly. Andrew Valillant: availlant@replicor.com; Table 1: Positive predictive values (PPV) and negative predictive values (NPV) for the probability

* PartiCipantS received fO||OW-Up teSting for 48 weeks after Harel Dahari: hdahari@luc edu that a monophasic HBsAg kinetic pattern during NAPs triple therapy results in functional cure
end of therapy (EOT). ' ' after 48-week follow-up.

Figure 3: Distribution of outcomes for each HBsAg kinetic pattern. FC=Functional Cure, P=Partial




