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(57) Abstract: It is disclosed a method for treating hepatitis B virus infection or hepatitis B virus / hepatitis delta virus co-infection,
the method comprising administering to a subject in need of such treatment a first pharmaceutically acceptable agent that comprises
at least one phosphorothioated nucleic acid polymer and a second pharmaceutically acceptable agent that comprises at least one nuc-
o leoside / nucleotide analog HBV polymerase inhibitor.
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METHODS FOR THE TREATMENT OF HEPATITIS B AND HEPATITIS D VIRUS
INFECTIONS

TECHNICAL FIELD

[0001] The present description relates to methods of treating a subject with
hepatitis B virus (HBV) infection or HBV / hepatitis delta virus (HDV) co-infection
comprising administering a first pharmaceutically acceptable phosphorothioated
nucleic acid polymer formulation and a second pharmaceutically acceptable

nucleoside/nucleotide analog formulation that inhibits the HBV polymerase.

BACKGROUND ART
[0002] HBV afflicts 400 million individuals worldwide and causes an estimated

600,000 deaths each year from complications arising from HBV infection. While
several antiviral treatments are approved for use, none of these is able to elicit a
therapeutically effective immune response capable of providing durable control of

infection except in a small fraction of patients undergoing treatment.

[0003] HBYV infection results in the production of two different particles: 1) the
infectious HBV virus itself (or Dane particle) which includes a viral capsid assembled
from the HBV core antigen protein (HBcAQ) and is covered by the HBV surface
antigen (HBsAg) and 2) subviral particles (or SVPs) which are high density
lipoprotein-like particles comprised of lipids, cholesterol, cholesterol esters and the
small and medium forms of the HBV surface antigen (HBsAg) which are non-
infectious. For each viral particle produced, 1,000-10,000 SVPs are released into the
blood. As such SVPs (and the HBsAg protein they carry) represent the
overwhelming majority of viral protein in the blood. HBV infected cells also secrete a

soluble proteolytic product of the pre-core protein called the HBV e-antigen (HBeAg).

[0004] HDV uses HBsAg to form its viral structure (Taylor, 2006, Virology, 344:
71-76) and as such, HDV infection can only occur in subjects with concomitant HBV
infection. While the incidence of HDV co-infection in asymptomatic HBV carriers and
chronic HBV-related liver disease is low in countries with a low incidence of HBV
infection, it is a significant complication in HBV-infected subjects in countries with a
high incidence of HBV infection and can increase the rate of progression of liver

disease to liver cirrhosis. The unmet medical need in HBV infection is even more
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pressing in HBV/HDV co-infected subjects; there is no specific approved agent that
directly targets the HDV virus and patient response even to combination therapy with
approved agents for HBV treatment is poorer than in patients with HBV
monoinfection (Wedemeyer et al., 2014, Oral abstract 4, 49" Annual Meeting of the

European Association for the Study of the Liver, April 9-14, London, UK).

[0005] The current approved treatments for HBV include interferon-a or thymosin
al-based immunotherapies and the suppression of viral production by inhibition of
the HBV polymerase by nucleoside / nucleotide analogs. HBV polymerase inhibitors
are effective in reducing the production of infectious virions but have little to no effect
in reducing HBsAg or only very slowly reduce HBsAg with long term treatment in a
limited number of patients (Fung et al., 2011, Am. J. Gasteroenterol., 106: 1766-
1773; Reijnders et al., 2011, J. Hepatol., 54: 449-454; Charuworn et al., 2014, Poster
abstract 401, 48" Annual Meeting of the European Association for the Study of the
Liver, April 24-28, Amsterdam, The Netherlands). The primary effect of HBV
polymerase inhibitors is to block the transformation of pre-genomic viral mMRNA into
partially double stranded DNA, which is present in infectious virions. Interferon based
immunotherapy can achieve a reduction of infectious virus and removal of HBsAg

from the blood but only in a small percentage of treated subjects.

[0006] HBsAg in the blood can sequester anti-HBsAg antibodies and allow
infectious viral particles to escape immune detection which is likely one of the
reasons why HBV infection remains a chronic condition. In addition HBsAg, HBeAg
and HBcAg all have immuno-inhibitory properties as discussed below and the
persistence of these viral proteins in the blood of patients following the administration
of any of the currently available treatments for HBV as described above likely has a
significant impact in preventing patients from achieving immunological control of their
HBV infection.

[0007] Although the three primary HBV proteins (HBsAg, HBeAg and HBcAgQ) all
have immuno-inhibitory properties (see below), HBsAg comprises the overwhelming
majority of HBV protein in the circulation of HBV infected subjects and is likely the
primary mediator of inhibition of the host immune response to HBV infection. While
the removal of HBeAg, appearance of anti-HBe or reductions in serum viremia are

not correlated with the development of sustained control of HBV infection off
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treatment, the removal of serum HBsAg from the blood (and appearance of free anti-
HBsAg antibodies) in HBV infection is a well-recognized excellent prognostic
indicator of antiviral response on treatment which will lead to control of HBV infection
off treatment (although this only occurs in a small fraction of patients receiving
immunotherapy or HBV polymerase inhibitors). Thus, while reduction of all three
major HBV proteins (HBsAg, HBeAg and HBcAQ) may result in the optimal removal
of inhibitory effect, the removal of HBsAg is essential and its removal alone is likely
sufficient to remove the bulk of the inhibition of immune function in subjects with HBV

infection.

[0008] Another critical feature of chronic HBV infection is the establishment of a
stable reservoir of HBV genetic information in the nucleus of infected cells called
covalently closed circular DNA (cccDNA). cccDNA exists in multiple copies within the
nucleus as an extrachromosomal episome which functions as the transcriptional
template for the production of mMRNA encoding all viral proteins and immature
genomes (pre-genomic mRNA) for the production of new virions. After encapsidation
in the cytoplasm, the immature pre-genomic mRNA is converted into a mature,
partially double stranded DNA genome by the HBV polymerase (which is co-
encapsidated with the pregenomic mRNA), thereby rendering the mature HBV
genome competent to establish or replenish a cccDNA reservoir in naive or
previously infected cells. The end of the infectious process consists of the delivery
of this partially double stranded genomic HBV template into the nucleus and its

conversion to cccDNA.

[0009] cccDNA can be replenished in the nucleus of infected cells via nuclear
import of HBV capsids containing mature HBV genomes which replenish the cccDNA
copy number. This nuclear cccDNA replenishment is accomplished by two
mechanisms: direct nuclear import of assembled capsids from the cytoplasm or re-
infection of previously infected hepatocytes with subsequent shuttling of the
internalized capsids into the nucleus (Rabe et al., 2003, Proc. Natl. Acad. Sci. USA,
100: 9849-9854). The transcriptional inhibition or elimination of this genomic HBV
reservoir in the nucleus is critical to the establishment of long term control of HBV

infection following treatment.
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[0010] Long term treatment with nucleoside/nucleotide HBV polymerase
inhibitors can reduce cccDNA copy number within the nucleus, consistent with the
ability of HBV polymerase inhibitors to block replenishment of cccDNA by nuclear
import of capsids containing mature HBV genomes. However, while the cccDNA
copy number per hepatocyte is reduced, it still remains transcriptionally active thus
HBsAg levels remain largely unaffected (Werle-Lapostolle et al., 2004,
Gastroenterol., 126: 1750-1758; Wong et al., 2013, Clin. Gastroenterol. Hepatol., 11:
1004-1010; Wong et al., 2014, Poster abstract 1074, 49" Annual Meeting of the
European Association for the Study of the Liver, April 9-14, London, UK). cccDNA
can be transcriptionally inactivated by immune-mediated processes (Belloni et al.,
2012, J. Clin. Inv., 122: 529-537) but the ability of the immune response to provoke
cytokine responses required for cccDNA inactivation is likely blocked by persistently
circulating HBsAg as described in U.S. 2014/0065102 (which is incorporated herein
by reference in its entirety) and is consistent with the ineffectiveness of

immunotherapies in treating HBV infection.

[0011] As such, there exists a clear unmet medical need for a treatment regimen
which can elicit a durable immunological control of HBV infection in a large

proportion of patients receiving this treatment.

SUMMARY

[0012] In accordance with the present description there is now provided a
composition comprising a first pharmaceutically acceptable agent which comprises
at least one phosphorothioated nucleic acid polymer and a second pharmaceutically
acceptable agent which comprises at least one nucleoside/nucleotide analog HBV
polymerase inhibitor for treating HBV infection or HBV / HDV co-infection in a

subject.

[0013] It is also provided a composition comprising a first pharmaceutically
acceptable agent which comprises a chelate complex of at least one
phosphorothioated nucleic acid polymer and a second pharmaceutically acceptable
agent which comprises at least one nucleoside / nucleotide analog HBV polymerase

inhibitor for treating HBV infection or HBV / HDV co-infection in a subject.
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[0014] It is further provided the use of a first pharmaceutically acceptable agent
which comprises at least one phosphorothioated nucleic acid polymer and a second
pharmaceutically acceptable agent which comprises at least one
nucleoside/nucleotide analog HBV polymerase inhibitor for treating HBV infection or
HBV/HDV co-infection in a subject.

[0015] It is additionally provided the use of a first pharmaceutically acceptable
agent which comprises at least one phosphorothioated nucleic acid polymer and a
second pharmaceutically acceptable agent which comprises at least one nucleoside
/ nucleotide analog HBV polymerase inhibitor in the manufacture of a medicament

for treating HBV infection or HBV / HDV co-infection in a subject.

[0016] It is further provided the use of a first pharmaceutically acceptable agent
which comprises a chelate complex of at least one phosphorothioated nucleic acid
polymer and a second pharmaceutically acceptable agent which comprises at least
one nucleoside / nucleotide analog HBV polymerase inhibitor for treating HBV

infection or HBV / HDV co-infection in a subject.

[0017] It is additionally provided the use of a first pharmaceutically acceptable
agent which comprises a chelate complex of at least one phosphorothioated nucleic
acid polymer and a second pharmaceutically acceptable agent which comprises at
least one nucleoside / nucleotide analog HBV polymerase inhibitor in the
manufacture of a medicament for treating HBV infection or HBVY / HDV co-infection in

a subject.

[0018] In another embodiment, it is provided a composition comprising a first
pharmaceutically acceptable agent which comprises a chelate complex of one or

more nucleic acid polymers selected from the following:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence AC;
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a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT;

and a second pharmaceutically acceptable agent which comprises one or more of
the following:
[amivudine;
adefovir dipivoxil;
entecavir;
telbivudine;
tenofovir disoproxil fumarate;
entricitabine;
clevudine;
besifovir;
tenofovir alafenamide fumarate;
AGX-1009;
elvucitabine;
lagociclovir valactate;
pradefovir mesylate;
valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase

for the treatment of HBV infection or HBV / HDV co-infection.

[0019] In an embodiment, it is provided the use of a first pharmaceutically
acceptable agent which comprises a chelate complex of one or more nucleic acid

polymers selected from the following:

SEQ ID NO: 2;
SEQ ID NO: 10;
SEQ ID NO 13;
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SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT;

and a second pharmaceutically acceptable agent which comprises one or more of
the following:
[amivudine;
adefovir dipivoxil;
entecavir;
telbivudine;
tenofovir disoproxil fumarate;
entricitabine;
clevudine;
besifovir;
tenofovir alafenamide fumarate;
AGX-1009;
elvucitabine;
lagociclovir valactate;
pradefovir mesylate;
valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase,
for the treatment of HBV infection or HBV / HDV co-infection.

[0020] In another embodiment, it is provided the use of a first pharmaceutically
acceptable agent which comprises a chelate complex of one or more nucleic acid

polymers selected from the following:

SEQ ID NO: 2;
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SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT;

and a second pharmaceutically acceptable agent which comprises one or more of
the following:
[amivudine;
adefovir dipivoxil;
entecavir;
telbivudine;
tenofovir disoproxil fumarate;
entricitabine;
clevudine;
besifovir;
tenofovir alafenamide fumarate;
AGX-1009;
elvucitabine;
lagociclovir valactate;
pradefovir mesylate;
valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase,

in the manufacture of a medicament for the treatment of HBV infection or HBV / HDV

co-infection.
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[0021] In another embodiment, the nucleic acid polymer comprises a
phosphorothioated oligonucleotide from 20-120 nucleotides in length comprising

repeats of the sequence AC.

[0022] In another embodiment, the nucleic acid polymer comprises a
phosphorothioated oligonucleotide from 20-120 nucleotides in length comprising the

repeats of the sequence CA.

[0023] In another embodiment, the nucleic acid polymer comprises a
phosphorothioated oligonucleotide from 20-120 nucleotides in length comprising the

repeats of the sequence TG.

[0024] In another embodiment, the nucleic acid polymer comprises a
phosphorothioated oligonucleotide from 20-120 nucleotides in length comprising the

repeats of the sequence GT.

[0025] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises at least one 2’ ribose modification.

[0026] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises all riboses having a 2° modification.

[0027] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises at least one 2° O methyl ribose modification.

[0028] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises all riboses having the 2° O methyl modification.

[0029] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises at least one 5methylcytosine.

[0030] In another embodiment, the phosphorothioated nucleic acid polymer

further comprises all cytosines present as 5’methylcytosine.

[0031] In another embodiment, the phosphorothioated nucleic acid polymer
further comprises at least one 2’ ribose modification and at least one %

methylcytosine.
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[0032] In another embodiment, the phosphorothioated nucleic acid polymer
further comprises all riboses having the 2° O methyl modification and all cytosines

present as 5’methylcytosine.

[0033] In another embodiment, the nucleic acid polymer is selected from the
group consisting of SEQ ID NOs: 1-20.

[0034] In another embodiment, the nucleic acid polymer is prepared as an
oligonucleotide chelate complex comprising an oligonucleotide selected from the
group consisting of SEQ ID NOs: 1-20.

[0035] In another embodiment, the nucleic acid polymer is an oligonucleotide
consisting of SEQ ID NO: 2.

[0036] In another embodiment, the nucleic acid polymer is prepared as an

oligonucleotide chelate complex comprising SEQ ID NO: 2.

[0037] In another embodiment, the nucleic acid polymer is an oligonucleotide
consisting of SEQ ID NO: 10.

[0038] In another embodiment, the nucleic acid polymer is prepared as an

oligonucleotide chelate complex comprising SEQ ID NO: 10.

[0039] In another embodiment, the nucleic acid polymer is an oligonucleotide
consisting of SEQ ID NO: 13.

[0040] In another embodiment, the nucleic acid polymer is prepared as an

oligonucleotide chelate complex comprising SEQ ID NO: 13.
[0041] In an embodiment, the chelate complex is a calcium chelate complex.

[0042] In another embodiment, the chelate complex is a magnesium chelate

complex.

[0043] In an additional embodiment, the chelate complex is a calcium /

magnesium chelate complex.

[0044] In a further embodiment, the first and second pharmaceutically acceptable

agents are formulated within the same pharmaceutical composition.
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[0045] In a further embodiment, the first and second agents are formulated within

separate pharmaceutical compositions.

[0046] In a further embodiment, the first and second agents are formulated for a

simultaneous administration.

[0047] In a further embodiment, the first and second agents are formulated for an

administration by a different route.

[0048] In a further embodiment, the first and second agents are formulated for an
administration using one or more of the following: oral ingestion, aerosol inhalation,

subcutaneous injection, intravenous injection and intravenous infusion.
[0049] In a further embodiment, the nucleic acid polymer is at least one of:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQ ID NO: 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT.

[0050] In a further embodiment, the following nucleic acid polymers can be further

formulated as an oligonucleotide chelate complex:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;
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a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG; and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT.

[0051] In another embodiment, the nucleoside/nuclectide analog HBV
polymerase inhibitor comprises one or more of the following:

[amivudine;

adefovir dipivoxil;

entecavir;

telbivudine;

tenofovir disoproxil fumarate;

entricitabine;

clevudineg;

besifovir;

tenofovir alafenamide fumarate;

AGX-1009;

elvucitabine;

lagociclovir valactate;

pradefovir mesylate;

valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase.

BRIEF DESCRIPTION OF THE DRAWINGS

[0052] Fig. 1 illustrates the synergistic effect of combination therapy with the NAP
REP 2055 (SEQ ID NO: 2) and entecavir (ETV) on the reduction of serum levels of
HBsAg.
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[0053] Fig. 2A illustrates the antiviral activity of NAPs administered to infected

Pekin ducks as calcium chelate complexes with DHBV measured by monitoring
serum DHBsAg at the end of treatment by ELISA

[0054] Fig. 2B illustrates the antiviral activity of NAPs administered to infected
Pekin ducks as calcium chelate complexes with DHBV assessed by monitoring liver
DHBV DNA at the end of treatment by quantitative PCR.

[0055] Fig. 3A illustrates the levels of DHBV DNA in the serum of ducks treated
28 days with normal saline at: A) pre-treatment, B) when treatment is half completed,
C) end of treatment, D) one month after treatment and E) two months after
treatment. The lower limit of quantification (LLOQ) is 3.1 x 10 VGE / ml. Values <
LLOQ were set at 3 x 10° VGE / ml. VGE = viral genome equivalents.

[0056] Fig. 3B illustrates the levels of DHBV DNA in the serum of ducks treated
for 28 days with tenofovir disoproxil fumarate (TDF) at. A) pre-treatment, B) when
treatment is half completed, C) end of treatment, D) one month after treatment and
E) two months after treatment. The lower limit of quantification (LLOQ) is 3.1 x 10*
VGE / ml. Values < LLOQ were set at 3 x 10° VGE / ml. VGE = viral genome

equivalents.

[0057] Fig. 3C illustrates the levels of DHBV DNA in the serum of ducks treated
for 28 days with REP 2139-Ca at: A) pre-treatment, B) when treatment is half
completed, C) end of treatment, D) one month after treatment and E) two months
after treatment. The lower limit of quantification (LLOQ) is 3.1 x 10* VGE / ml.

Values < LLOQ were set at 3 x 10° VGE / ml. VGE = viral genome equivalents.

[0058] Fig. 3D illustrates the levels of DHBY DNA in the serum of ducks treated
for 28 days with REP 2139-Ca and TDF at. A) pre-treatment, B) when treatment is
half completed, C) end of treatment, D) one month after treatment and E) two
months after treatment. The lower limit of quantification (LLOQ) is 3.1 x 10* VGE /

ml. Values < LLOQ were set at 3 x 10° VGE / ml. VGE = viral genome equivalents.

[0059] Fig. 3E illustrates the levels of DHBYV DNA in the serum of ducks treated
for 28 days with REP 2139-Ca, TDF and entecavir (ETV) at. A) pre-treatment, B)

when treatment is half completed, C) end of treatment, D) one month after treatment
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and E) two months after treatment. The lower limit of quantification (LLOQ) is 3.1 x
10* VGE / ml. Values < LLOQ were set at 3 x 10° VGE / ml. VGE = viral genome

equivalents.
DETAILED DESCRIPTION

[0060] It is provided herein a combination therapy against HBV infection which
consists of administering a first pharmaceutically acceptable agent capable of
removing HBsAg from the blood and a second pharmaceutically acceptable agent
which inhibits the HBV polymerase. Such a combination treatment allows recovery of
host immune function (by removal of serum HBsAQ) which in turn leads to the
immune-mediated transcriptional inactivation of cccDNA and or reduction of cccDNA
copy number in infected hepatocytes while simultaneously blocking replenishment of
cccDNA via nuclear import of capsids containing mature HBV genomes or the
production of infectious virus (by inhibiting the HBV polymerase). The combined
synergistic effects of these two agents can accelerate the antiviral response to
therapy and or the elimination of cccDNA from infected cells, thus shortening the
time of therapy required to obtain sustained suppression of infection off treatment.
Importantly, these effects can be achieved in the absence of immunotherapy. This
combination treatment will be effective in HBV monoinfection and HBV/HDV co-

infection.

[0061] HBsAg plays a key role in HBV infection and HBV/HDV co-infection. Aside
from its role as an essential structural component for virion formation, HBsAg is also
released in large amounts into the blood of infected subjects in the form of subviral
particles (SVPs), which lack the viral capsid and genome and which appear to
function primarily to deliver HBsAg into the blood. SVPs are secreted from infected
cells in 1,000-10,000 fold excess over virus secretion which allows SVPs to
effectively sequester HBsAg antibodies (anti-HBs) so that HBV or HDV virus in the
blood can escape recognition by adaptive immunity. Several studies have also
suggested that HBsAg may also function to directly block activation of adaptive and
innate immune responses to HBV infection (Cheng et al.,, 2005, Journal of
hepatology, 43:4 65-471; Op den Brouw et al., 2009, Immunology, 126: 280-289;
Vanlandschoot et al., 2002, The Journal of general virology, 83: 1281-1289; Wu et
al., 2009, Hepatology, 49: 1132-1140; Xu et al., 2009, Molecular immunology, 46:
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2640-2646). The presence of this functionality in human HBV infection and its impact
on the activity of immunotherapeutic agents and the additional applicability of these
antiviral effects in HBV/HDV co-infection has been previously described in US
2014/0065102 A1, which is incorporated herein by reference in its entirety. Although
HBeAg and HBcAg have also been shown to have immuno-inhibitory properties
(Kanda et al., 2012, J. Inf. Dis., 206: 415-420; Lang et al., 2011, J. Hepatol., 55: 762-
769; Gruffaz et al., 2013, J. Hepatol., 58 (supp1), p s155, Abstract 378), these are
likely of minimal impact given the very small proportion of HBeAg and HBCAg in
relation to HBsAg in the blood.

[0062] Nucleosid /nucleotide analog inhibitors of HBV polymerase (NRTI’s) are a
well-known class of antiviral agents whose activity against HBV infection occurs by
the same mechanism of action: this class of compounds act as immediate or delayed
chain terminators by competing with natural nucleotide substrates during elongation
of the DNA chain (Menendez-Arias et al., 2015 Curr. Op. Virol. 8: 1-9). This class of
compounds can retain the fundamental core nucleotide / nucleoside core structure
consisting of a nitrogenous base and sugar or can be acyclic nucleotides or can lack
the sugar or pseudo sugar ring or can have a phosphonate group replacing the o-
phosphate and can have many other additional modifications present as described in
Michailidis et al., 2012 Int. J. Biochem. Cell. Biol. 44: 1060-1071 and De Clercq et
al., 2010 Viruses 2: 1279-1305.

[0063] Duck HBV virus (DHBV)-infected ducks are an accepted model of HBV
infection and have been used in the evaluation of several HBV NRTIs currently used
to treat human patients (Schultz et al., 2004, Adv Virus Res, 63:1-70; Foster et al.,
2005, J Virol, 79:5819-5832; Nicoll et al,. 1998, Antimicrob Agents Chemother.,
42:3130-3135). Nucleic acid polymers (NAPs) that are phosphorothioated have been
shown to have antiviral activity in DHBYV infected ducks (Noordeen et al., 2013 Anti-
Microb. Agents Chemother. 57: 5291- 5298 and 5299 — 5306) which is not derived
from any direct immunostimulatory mechanisms. Moreover, therapeutic intervention
with the NAP REP 2055 (SEQ ID NO:2) in previously established DHBV infection in
vivo, REP 2055 led to the clearance of serum duck HBsAg (DHBsAQ) which was
accompanied by transcriptional inactivation of cccDNA and reduction in cccDNA
copy number (Noordeen et al., 2009, Abstract 88 HEPDART meeting Dec 6 — 9, HI,
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USA). This inactivation and elimination of cccDNA is caused by removal of DHBsAgQ-
mediated repression of the host immune function, which can then inactivate and
clear cccDNA from infected cells by recognized, immune-mediated mechanisms
(Levrero et al., 2009, J. Hepatol., 51: 581-592; Belloni et al., 2012, J. Clin. Inv., 122:
529-537).

[0064] NAPs effectively remove HBsAg from the blood of human patients are as
described in US 2014/0065102. In an accepted preclinical model of HBV infection
(duck HBV infected Pekin ducks), NAP treatment resulted in the elimination of serum
duck HBsAg (DHBsAgQ) and the restoration of immune function in the absence of
serum DHBsAgQ was able to both transcriptionally inactivate and eliminate cccDNA
from infected hepatocytes (Noordeen et al., 2009, Abstract 88, HEPDART meeting
Dec 6-10, HI, USA). Thus, removal of HBsAg from the serum of HBV infected
patients is expected to have the same effect on cccDNA inactivation in infected

human hepatocytes in situ.

[0065] Therefore, it is described herein an effective means for more rapidly
establishing control of serum viremia or for establishing durable control of cccDNA
activity and or its elimination from HBV infected hepatocytes which consists of a
novel combined approach whereby HBsAQ is reduced or eliminated from the blood
by the use of a pharmaceutically acceptable phosphorothioated NAP formulation and
replenishment of cccDNA and production of infectious virus is blocked by a second
pharmaceutically acceptable nucleotide/nucleoside analog formulation inhibiting the
HBV polymerase. This combined approach has the following novel and important

benefits:

1) it combines the ability of an improved host immune function (caused by
removal of serum HBsAg) to transcriptionally inactivate and or reduce
cccDNA copy number within the cell with the blockade of cccDNA
replenishment (by preventing capsids containing mature genomes from
entering the nucleus (by inhibition of HBV polymerase activity) or production
of infectious virions (my preventing the transformation of pregenomic RNA
into partially double stranded DNA within the HBV capsid;
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2) it has a synergistic effect on reducing the duration of treatment required to
remove, eliminate or establish transcriptional suppression of cccDNA or
control of serum viremia from infected hepatocytes in the liver because of the

overlapping effects of said two pharmaceutically acceptable agents; and

3) it does not require the use of an immunotherapy (as taught to be
specifically required in U.S. 2014/0065102) to achieve sustained control of
HBV infection after treatment which would be an important therapeutic

improvement, given the poor tolerability of immunotherapy in many patients.

[0066] The improved antiviral effects with methods described above will have the
same therapeutic benefit in patients with HBV mono-infection and HBV/HDV co-
infection as HDV infection cannot exist in the absence of HBV infection as described

above.

[0067] Therefore, in the absence of any current treatment regimen which can
either eliminate or establish durable control of cccDNA activity without the use of
immunotherapy in a large proportion of patients, it is provided herein for the first time
an effective combination treatment against HBV infection and HBV/HDV co-infection
which simultaneously reduces or clears HBsAg from the blood and which blocks
cccDNA replenishment in the nucleus of HBV infected cells. These effects can be
achieved by the use of a pharmaceutically acceptable phosphorothioated NAP
formulation used in combination with a pharmaceutically acceptable nucleoside /

nucleotide analog HBV polymerase inhibitor.

[0068] This novel combination approach is effective in the absence of
immunotherapy, which has the important advantages of improving the tolerability of
treatment and reducing the incidence of hematological and other side effects known

to occur with immunotherapy.

[0069] The term oligonucleotide (ON) refers to an oligomer or polymer of
ribonucleic acid (RNA) and/or deoxyribonucleic acid (DNA). This term includes ONs
composed of modified nucleobases (including 5methylcytosine and 4’thiouracil),
sugars and covalent internucleoside (backbone) linkages as well as ONs having
non-naturally-occurring portions which function similarly. Such modified or

substituted ONs may be preferable over native forms because of desirable
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properties such as, for example, reduced immunoreactivity, enhanced cellular
uptake, enhanced affinity for the nucleic acid target (in the context of antisense ONs,
siRNAs and shRNAs) and / or increased stability to nuclease-mediated degradation.
ONs can also be double stranded. ONs also include single stranded molecules such
as antisense oligonucleotides, Speigelmers and aptamers and miRNAs, as well as
double stranded molecules such as small interfering RNAs (siRNAs) or small hairpin
RNAs (shRNAs).

[0070] ONs can include various modifications, e.g., stabilizing modifications, and
thus can include at least one modification in the phosphodiester linkage and/or on
the sugar, and/or on the base. For example, the ON can include, without restriction,
one or more modifications, or be fully modified so as to contain all linkages or sugars
or bases with the recited modifications. Modified linkages can include
phosphorothioate linkages and phosphorodithioate linkages. While modified linkages
are useful, the ONs can include phosphodiester linkages. Additional useful
modifications include, without restriction, modifications at the 2’-position of the sugar
including 2’-O-alkyl modifications such as 2’-O-methyl modifications, 2 O-
methoxyethyl (22 MOE), 2-amino modifications, 2’-halo modifications such as 2’-
fluoro; acyclic nucleotide analogs. Other 2° modifications are also known in the art
and can be used such as locked nucleic acids. In particular, the ON has modified
linkages throughout or has every linkage modified, e.g., phosphorothioate; has a 3’-
and/or 5’-cap; includes a terminal 3-5 linkage; the ON is or includes a concatemer
consisting of two or more ON sequences joined by a linker(s). Base modifications
can include 5’methylation of the cytosine base (5 methylcytosine or in the context of
a nucleotide, 5 methylcytidine) and/or 4’thioation of the uracil base (4’'thiouracil or in
the context of a nucleotide, 4’'thiouridine). Different chemically compatible modified
linkages can be combined where the synthesis conditions are chemically compatible
such as having an oligonucleotide with phosphorothioate linkages, a 2’ ribose
modification (such as 2'0O-methylation) and a modified base (such as
5methylcytosine). The ON can further be completely modified with all of these
different modifications (e.qg. each linkage phosphorothioated, each ribose 2° modified

and each base being modified).
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[0071] As encompassed herein, the term “nucleic acid polymer’ or NAP is any
single stranded ON which contains no sequence specific functionality, either to
hybridize with a nucleic acid target or adopt a sequence specific secondary structure
which results in binding to a specific protein. The biochemical activity of NAPs are
not dependent on Toll-like receptor recognition of ONs, hybridization with a target
nucleic acid or aptameric interaction requiring a specific secondary/tertiary ON
structure derived from a specific order of nucleotides present. NAPs can include
base and or linkage and or sugar modifications as described above. NAPs require
phosphorothioation to have antiviral activity. Exemplary antiviral NAP compounds

are listed in Table 1;
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Table 1

Examples of antiviral NAPs which can be useful in the current disclosure.

Nucltt;::eacld Sequence (5’ - 37) Modifications
(dAdC)z .
DNA (SEQ ID NO: 2) All linkages PS
(dCdA)x .
DNA (SEQ ID NO: 1) All linkages PS
(dA-5’MedC)y .
DNA (SEQ ID NO: 3) All linkages PS
(5’'MedC-dA)x .
DNA (SEQ ID NO: 4) All linkages PS
RNA (AC)20 All linkages PS
(SEQ ID NO: 5) All riboses with 2’0OMe modification
RNA (CA)0 All linkages PS
(SEQ ID NO: 6) All riboses with 2’0OMe modification
(dTdG)20 .
DNA (SEQ ID NO: 7) All linkages PS
(dGdT)20 .
DNA (SEQ ID NO: 8) All linkages PS
RNA (5’MeC-A)20 All linkages PS
(SEQ ID NO: 9) All riboses with 2’0OMe modification
RNA (A- 5’MeC)2 All linkages PS
(SEQ ID NO: 10) All riboses with 2’0OMe modification
, All linkages PS
RNA /DNA (A5 Medc_)2° All riboses on riboadenosine are 2’0Me
(SEQID NO: 11) .
modified
All linkages PS
RNA (A-5'MeC)yp All riboses with 2’OMe modification
(SEQID NO: 12) except riboadenosines at positions 13
and 27 (which are 2'H)
All linkages PS
RNA (A-5'MeC)20 All riboses with 2’0OMe modification
(SEQ ID NO: 13) except riboadenosines at positions 11,
21 and 31 (which are 2'H)
RNA (A-5'MeC)yo All linkages PS
(SEQ ID NO: 14) All 5’MeC riboses are 2’OMe modified
(dA-5'MeC)20 All linkages PS
RNA /DNA (SEQ ID NO: 15) All 5'MeC riboses are 2'OMe modified
(5’MedC-A)z All linkages PS
RNA/DNA (SEQ ID NO: 16) Al A riboses are 2’OMe modified
All linkages PS
RNA (5’MeC-A)20 All riboses with 2’0OMe modification
(SEQID NO: 17) except riboadenosines at positions 14
and 28 (which are 2'H)
All linkages PS
RNA (5’MeC-A)20 All riboses with 2’0OMe modification
(SEQ ID NO: 18) except riboadenosines at positions 10,
20 and 30 (which are 2'H)
RNA (5’MeC-A)20 All linkages PS
(SEQ ID NO: 19) All 5’MeC riboses are 2’0OMe modified
(5’MeC-dA)z All linkages PS
RNA /DNA (SEQ ID NO: 20) All 5'MeC riboses are 2’0Me modified

dA = deoxyadenosine, A = adenosine, dC = deoxycytidine, C = cytidine, dT = deoxythymidine, dG =
deoxyguanosine, PS = phosphorothioate, 2’0OMe = 2’ O methyl, 5’MeC = 5’methylcytosine-modified
cytidine, 5’MedC = 5’methylcytosine-modified deoxycytidine

[0072] In the present disclosure, the term “ON chelate complex” refers to two or

more ONSs linked intermolecularly by a divalent or multivalent metal cation and can
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occur with single or double stranded ONs. ON chelate complexes neutralize the
inherent chelation properties of ONs which can contribute to administration-related
side effects with these compounds. The administration of ON chelate complexes is a
method of administering an ON to a subject where administration-related side effects
associated with un-chelated ONs (which are ONs administered as sodium salts as is
commonly used in the art) are mitigated as described in U.S. 8,513,211 and
8,716,259, which are incorporated herein by reference in their entirety. These side
effects may include shivering, fever and chills with intravenous infusion or induration,
inflammation and pain at the injection site with subcutaneous administration. The
administration of ON chelate complexes does not interfere with the biochemical
activity of ONs when used normally as sodium salts. Thus any NAP described herein
can be optionally prepared as an ON chelate complex without affecting its

biochemical activity.

[0073] ON chelate complexes may contain diverse multivalent metal cations
including calcium, magnesium, cobalt, iron, manganese, barium, nickel, copper, zinc,
cadmium, mercury and lead. It is further demonstrated that chelation of these
multivalent metal cations results in the formation of ON chelate complexes
comprised of two or more ONSs linked via metal cations and occur with ONs greater
than 6 nucleotides in length, and in the presence of ONs with either phosphodiester
or phosphorothioate linkages. ONs can optionally have each linkage
phosphorothioated. Chelation also occurs with ONs containing 2" modifications (such
as 2° O methyl) at the ribose or containing modified bases such as 5’ methylcytosine
or 4-thiouracil. These 2’ modifications can be present on one or more or all riboses
and modified bases can be present on one or more bases or be universally present
on each base (i.e. all cytosines are present as 5'methylcytosine). Additionally, the
ON chelate complexes can comprise ONs which contain multiple modifications such
as each linkage phosphorothioated, each ribose 2° modified and each base modified.
ON modifications compatible with ON chelate complex formation are further defined
above. Moreover, the chelation of the metal cations is not dependent on the
sequence of nucleotides present but instead relies on the physiochemical features

common to all ONs.
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[0074] While the formation of ON chelate complexes can be achieved with any
divalent metal cation, ON chelate complexes intended for use as medications should
preferably contain only calcium and or magnesium but could also contain iron,
manganese, copper or zinc in trace amounts and should not include cobalt, barium,

nickel, cadmium, mercury, lead or any other divalent metal not listed herein.

[0075] As described in U.S. 2014/0065192, the removal of HBsAg from the blood
of infected patients by phosphorothioated NAPs results in a partial restoration of the
immune response which in turn removes HBV e-antigen (HBeAg) from the blood and
results in substantial reduction of levels of virus in the blood during treatment but
these antiviral effects are not maintained in most patients after treatment is stopped.
While this partial restoration of the immune response (in the absence of HBsAg and
other viral antigens) can lead to the establishment of durable immunological control
of HBV infection after treatment is stopped in a small proportion of patients, it is
desirable to establish durable immunological control of infection in an even larger
proportion of patients. An improvement in the proportion of patients that achieve
durable immunological control after treatment can be achieved by using
phosphorothioated NAPs in combination with other antiviral agents to improve the
speed and potency of antiviral response to treatment. It would be desirable to avoid
the use of immunotherapies as such as interferon-based treatment or other
immunotherapies as these are typically associated with side effects which make

therapy more difficult to tolerate for patients.

[0076] The term “removal of HBsAg from the blood” as used herein means any
statistically significant reduction of the concentration HBsAg in the blood relative to
pre-treatment HBsAg blood concentrations as measured by the Abbott Architect™
quantitative HBsAg assay or other clinically accepted quantitative measure of serum
HBsAg.

[0077] Exemplary effective dosing regimens for phosphorothioated NAPs follow
those typically used for other phosphorothioated ONs (such as antisense
oligonucleotides) as described in U.S. 2014/0065102; the routine use of weekly
parenteral administration of 100-500 mg of compound is well established in the art to
result in the achievement of therapeutically active levels of these compounds in the

liver as described for the NAPs in example | below and for a phosphorothioated
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antisense ON causing the degradation of a liver specific mMRNA (for apolipoprotein
B100) as described in Akdim et al. (2010, Journal of the American College of
Cardiology, 55: 1611-1618).

[0078] Therefore, according to the disclosures presented herein, it is useful to
treat a subject with HBV infection or HBV/HDV co-infection with a pharmaceutically
acceptable phosphorothioated NAP formulation combined with a pharmaceutically

acceptable nucleoside/nucleotide HBV polymerase inhibitor.

[0079] It is also useful to administer both pharmaceutically acceptable agents in
the same pharmaceutical composition or to administer both pharmaceutically
acceptable agents in separate pharmaceutical compositions at the same time or at
different times.

[0080] It is useful to administer the pharmaceutically acceptable agents by the

same or different routes of administration.

[0081] In order to provide the best possible antiviral response in a subject, it may
be necessary to use more than one HBV polymerase inhibitors to maximally block
the HBV polymerase and thus have maximal greater effect on blocking the
replenishment of cccDNA. Thus one or more HBV polymerase inhibitors can be

selected from the following nucleoside analogs:

[amivudine;

adefovir dipivoxil;

entecavir;

telbivudine;

tenofovir disoproxil fumarate;
entricitabine;

clevudineg;

besifovir;

tenofovir alafenamide fumarate;
AGX-1009;

elvucitabine;

lagociclovir valactate;

pradefovir mesylate;
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valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase

[0082] The compositions described herein may be administered by any suitable
means, for example, orally, such as in the form of tablets, capsules, granules or
powders; sublingually; buccally; parenterally, such as by subcutaneous, intravenous,
injection or infusion techniques (e.q., as sterile injectable aqueous or non-aqueous
solutions or suspensions); by inhalation; topically, such as in the form of a cream or
ointment; or rectally such as in the form of suppositories or enema; in dosage unit
formulations containing non-toxic, pharmaceutically acceptable vehicles or diluents.
The present compositions may, for example, be administered in a form suitable for
immediate release or extended release. Immediate release or extended release may
be achieved by the use of suitable pharmaceutical compositions, or, particularly in
the case of extended release, by the use of devices such as subcutaneous implants
or osmotic pumps. Thus, the above compositions may be adapted for administration
by any one of the following routes: oral ingestion, inhalation, subcutaneous injection,

, intravenous injection or infusion, or topically.

[0083] The present disclosure will be more readily understood by referring to the

following example.

EXAMPLE |
Effect of combination NAP / ETV therapy on serum HBsAg

[0084] A pharmaceutically acceptable formulation of the NAP REP 2055 (SEQ ID
NO: 2) was administered to a patient with chronic HBV infection by once weekly IV
infusion of 400mg. The serum HBsAg response in this patient was monitored real-
time each week using a qualified, on-site qualitative ELISA. This ELISA method is
very sensitive to low levels of HBsAg but cannot accurately quantify any significant
HBsAg concentration in the blood. Although no detectable reduction in serum HBsAQ
was observed using this HBsAg assay during REP 2055 monotherapy (Fig. 1,
squares), this patient experienced a very mild (~ 1 log) drop in serum virema (serum
HBV DNA), indicating that some sort of antiviral response had occurred. Therefore,

after 29 weeks of REP 2055 monotherapy, this patient received HBV polymerase
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inhibition therapy in addition to the existing REP 2055 therapy which consisted of

0.5mg of entecavir taken orally every day.

[0085] Immediate reductions in serum HBsAQ were detected by the qualitative
assay within two weeks of starting combination REP 2055 / ETV therapy and serum
HBsAg became undetectable in the qualitative ELISA within 4 weeks after starting
combination treatment (Fig. 1, squares). This synergistic control of serum HBsAQ
with combined REP 2055 / ETV treatment was maintained over many weeks of

treatment.

[0086] To confirm the synergistic activity of combination REP 2055 / ETV therapy
on suppression of HBsAg, serum samples from this patient were re-analyzed using
the IMPACT platform to accurately quantitate serum HBsAg levels as described in
de Neit et al. (2014, Antiviral Ther., 19: 259-267). This quantitative analysis revealed
an initial ~ 2 log reduction of serum HBsAg occurred with REP 2055 monotherapy
(Fig. 1 circles), which was not detectable by the qualitative ELISA and which was
likely the cause of the observed ~ 1 log drop in viremia on REP 2055 monotherapy
described above. Importantly, serum HBsAg reduction in this patient reached a
plateau where significant serum HBsAg was stably present starting from 10 weeks of
REP 2055 treatment until the start of combination REP 2055/ETV therapy at 29
weeks of treatment. With the onset of combination REP 2055/ETV treatment, the
quantitative analysis of serum HBsAg demonstrated an almost identical and rapid
reduction in serum HBsAgQ as observed with the onsite qualitative test, with these
additional reductions exceeding 1.5 logs which were also accomplished within 4
weeks after the start of combination REP 2055/ETV treatment.

[0087] The persistence of low levels of serum HBsAgQ in the presence of REP
2055 monotherapy is an indication that cccDNA was still present in the liver of this
patient which was transcriptionally active. The very rapid additional clearance of
serum HBsAg with the addition of ETV to existing REP 2055 therapy is an indication
that a synergistic effect on cccDNA transcriptional control and or elimination had
occurred. Importantly, the development of this additional control of cccDNA occurred
much more rapidly than observed with HBV polymerase inhibitors used in
monotherapy, requiring only 4 weeks to achieve. Therefore, these observations are a

demonstration of the novel, synergistic antiviral effect of serum HBsAg reduction (in
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this case achieved using the NAP REP 2055) when combined with an HBV

polymerase inhibitor (in this case entecavir).

EXAMPLE I

Antiviral effects of various NAPs in DHBYV infected Pekin Ducks

[0088] Various NAPs comprising different nucleic acid modifications were tested
in DHBYV infected Pekin ducks to establish their antiviral activity. These NAPs are
REP 2055 (SEQ ID NO: 2), REP 2139 (SEQ ID NO: 10), REP 2163 (SEQ ID NO: 11)
and REP 2165 (SEQ ID NO: 13). Table 2 provides a chemical description of these
NAPs.

Table 2

Description of NAPs used in Example Il

NAP Sequence Oligonucleotide modifications present
(SECI?TDZIC\)ISOS' 2) (dAdC)2o Each linkage is phosphorothioated
REP 2139 (A, 5MeC) Each linkage is phosphorothioated
(SEQ ID NO: 10) : 2 Every ribose is 2’0 methylated
REP 2163 Each linkage is phosphorothioated

(A, 5'MedC)s0

(SEQ ID NO: 11) Only the riboses in adenosine are 2’0 methylated

Each linkage is phosphorothioated
(A, 5MeC)2 Every ribose is 2’0 methylated except adenosines at positions 11,
21 and 31 where riboses are 2’0H.

REP 2165
(SEQ ID NO: 13)

dA = deoxyriboadenosine

dC = deoxyribocytidine

A = riboadenosine

5'MeC = ribo-5" methylcytidine
5'MedC = deoxyribo=5" methylcytidine

[0089] Three-day-old Pekin ducklings were infected with 2x10'" viral genome
equivalents (VGE)/ml of DHBV. NAP treatment was started 11 days later after
infection had become established. NAPs were administered via intraperitoneal
injection with 10mg/kg of NAPs (formulated as calcium chelate complexes) 3
times/week for three weeks followed by analysis of antiviral effect at the end of
treatment. A control group was treated with normal saline via the same route of
administration and with the same dosing regimen. Antiviral activity was assessed by
monitoring serum DHBsAg by ELISA (Fig. 2A) and liver DHBV DNA by quantitative
PCR (Fig. 2B).
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[0090] All NAPs resulted in reductions in serum DHBsAQ and liver DHBV DNA,
demonstrating that different NAPs containing diverse oligonucleotide modifications
will have comparable antiviral effect. This in turn indicates that the synergistic
antiviral activity observed with the use of a specific NAP and one or more nucleoside
analog based HBV polymerase inhibitors (as observed with REP 2055 and entecavir
in Example | above) will occur with any other phosphorothioated NAP and also with
any said phosphorothioated NAP formulated as a chelate complex (as described in
U.S. 8,513,211 and 8,716,259).

EXAMPLE Il
Antiviral effects of NAPs in combination with TDF and ETV in DHBYV infected
Pekin Ducks

[0091] The antiviral effect of combined treatment with the calcium chelate
complex of REP 2139 (REP 2139-Ca) and TDF or REP 2139-Ca and TDF and ETV
in DHBV infected Pekin ducks was examined by assessing changes in the levels of
serum and liver DHBV DNA during and after treatment by quantitative PCR. Infection
of ducks was carried out as described in Example Il except that treatment was

started one month after infection. Treatment regimens were as follows:

1) Normal saline given by IP injection 3 times per week for 4 weeks

2) TDF, given 15 mg / day by oral gavage for 28 days

3) REP 2139-Ca, given 10mg/kg by IP injection, 3 times per week for 4 weeks.

4) REP 2139-Ca and TDF (as dosed above)

5) REP 2139-Ca and TDF (as dosed above) and ETV given 1 mg / day by oral
gavage for 28 days.

[0092] Serum DHBV DNA was assessed pre-treatment (time point A), at day 14
of treatment (time point B), at the end of treatment (time point C) and one and two

months after treatment was stopped (follow-up, time point D and E).

[0093] In the normal saline treated group, no control of DHBY DNA was observed
during treatment, although DHBY DNA became spontaneously controlled in 3 ducks
in this group during the follow-up (Fig. 3A). In the TDF-treated group serum DHBV
DNA was reduced in all ducks but control was not achieved in all ducks until the end
of treatment. DHBV DNA rebounded in all ducks in this group during follow-up (Fig.
3B). In the REP 2139-Ca treated group, no change in DHBV DNA was observed in
two ducks throughout the study, DHBV DNA was controlled at the end of treatment
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in only two ducks and became spontaneously controlled in two additional ducks
during the follow-up (Fig. 3C). When REP 2139-Ca was combined with TDF control
of DHBV DNA occurred in all but one duck halfway through treatment and was
generally more rapid than the control achieved in the groups treated with either REP
2139-Ca or TDF alone. When REP 2139-Ca was combined with TDF and ETV,
DHBV was controlled in all ducks halfway through the treatment (Fig. 3E). The
proportion of ducks that maintained control of serum DHBV DNA during follow-up
was greater with combined REP 2139-Ca and TDF (or TDF and ETV) than with TDF
or REP 2139-Ca alone (Figs. 3D and E).

[0094] These observations teach that the on-treatment antiviral response in HBV
infection can be improved synergistically by combining REP 2139-Ca and TDF or
TDF and ETV and can lead to improved sustained virologic response off-treatment
compared to that achieved with REP 2139-Ca or TDF alone. The synergistic activity
seen in the above example can be reliability expected to occur with any NAP active
against HBV as described herein and with any nucleotide / nucleoside analog based
HBV polymerase inhibitor as described herein. Further, NAPs used in combination
with more than one nucleoside / nucleotide HBV polymerase inhibitor can also be

used with similarly productive synergistic antiviral effect.

[0095] The synergistic effects of combined NAP / TDF / ETV treatment led to the
improved speed of antiviral response, demonstrating the potential for shorter
treatment regimens capable of achieving sustained virologic response off-treatment.
This potential could also be realized with any combination of NAP and nucleotide /

nucleoside analog HBV polymerase inhibitor treatment as described herein.

[0096] Therefore, these observations teach that any pharmaceutically acceptable
phosphorothioated NAP formulation which reduces or removes HBsAg from the
blood (as described in U.S. 2014/0065102 and U.S. 8,008,269, 8,008,270 and
8,067,385) could be combined with any nucleoside/nucleotide HBV polymerase
inhibitor as listed above and be expected to achieve a synergistic effect on the speed
with which control of serum viremia can be achieved and or the transcriptional
inactivation and or elimination of HBV cccDNA. The synergistic effects observed also
teach that lower doses of said pharmaceutically acceptable agents could be

combined and still achieve a synergistic activity with a useful antiviral effect.
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[0097] Given the synergistic antiviral effects observed above with one
phosphorothioated NAP used in combination with one nucleoside/nucleotide HBV
polymerase inhibitor, a superior synergistic effect could also be achieved with one or
more phosphorothioated NAPs used in combination with one or more

nucleoside/nucleotide HBV polymerase inhibitors as described above.

[0098] The above description is meant to be exemplary only, and one skilled in
the art will recognize that changes may be made to the embodiments described
without departing from the scope of the invention as defined by the appended claims.
Still other modifications which fall within the scope of the present invention, as
defined in the appended claims, will be apparent to those skilled in the art, in light of
a review of this disclosure, without departing from the scope of the invention as

defined by the appended claims.
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WHAT IS CLAIMED IS:

1. A composition comprising a first pharmaceutically acceptable agent which
comprises a chelate complex of at least one phosphorothioated nucleic acid polymer
and a second pharmaceutically acceptable agent which comprises at least one
nucleoside / nucleotide analog HBV polymerase inhibitor for treating HBV infection or
HBV / HDV co-infection in a subject.

2. A composition comprising a first pharmaceutically acceptable agent which
comprises a chelate complex of one or more nucleic acid polymers selected from the

following:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT;

and a second pharmaceutically acceptable agent which comprises one or more of
the following:

[amivudine;

adefovir dipivoxil;

entecavir;

telbivudine;

tenofovir disoproxil fumarate;

entricitabine;
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clevudine;

besifovir;

tenofovir alafenamide fumarate;
AGX-1009;

elvucitabine;

lagociclovir valactate;
pradefovir mesylate;
valtorcitabine; and

any nucleoside / nucleotide analog which inhibits the HBV polymerase,

for the treatment of HBV infection or HBV / HDV co-infection.

3.  The composition of claim 1 or 2, wherein the nucleic acid polymer further

comprises at least one 2’ ribose modification.

4. The composition of any one of claims 1-3, wherein the nucleic acid polymer

further comprises all riboses having a 2’ modification.

5. The composition of any one of claims 1-4, wherein the nucleic acid polymer

further comprises at least one 2° O methyl ribose modification.

6. The composition of any one of claims 1-5, wherein the nucleic acid polymer

further comprises all riboses having the 2° O methyl modification.

7. The composition of any one of claims 1-6, wherein the nucleic acid polymer

further comprises at least one 5methylcytosine.

8. The composition of any one of claims 1-7, wherein the nucleic acid polymer

further comprises all cytosines present as 5’methylcytosine.

9. The composition of any one of claims 1-8, wherein the nucleic acid polymer
further comprises at least one 2° O methyl ribose modification and at least one &

methylcytosine.
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10. The composition of any one of claims 1-9, wherein the nucleic acid polymer
further comprises all riboses having the 2° O methyl modification and all cytosines

present as 5’methylcytosine.

11. The composition of any one of claims 1-10, wherein the chelate complex is a

calcium chelate complex.

12. The composition of any one of claims 1-10, wherein the chelate complex is a

magnesium chelate complex.

13. The composition of any one of claims 1-10, wherein the chelate complex is a

calcium / magnesium chelate complex.

14. The composition of any one of claims 1-13, wherein said first and second
pharmaceutically acceptable agents are formulated within the same pharmaceutical

composition.

15. The composition of any one of claims 1-13, where said first and second
pharmaceutically acceptable agents are formulated within separate pharmaceutical

compositions.

16. The composition of any one of claims 1-13, wherein said first and second

pharmaceutically acceptable agents are administered simultaneously.

17. The composition of any one of claims 1-13, wherein said first and second

pharmaceutically acceptable agents are administered by a different route.

18. The composition of any one of claims 1-17, wherein said first and second
pharmaceutically acceptable agents are administered using one or more of the
following: oral ingestion, aerosol inhalation, subcutaneous injection, intravenous

injection and intravenous infusion.

19. Use of a first pharmaceutically acceptable agent which comprises a chelate
complex of at least one phosphorothioated nucleic acid polymer and a second

pharmaceutically acceptable agent which comprises at least one nucleoside /
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nucleotide analog HBV polymerase inhibitor for treating HBV infection or HBV / HDV

co-infection in a subject.

20. Use of a first pharmaceutically acceptable agent which comprises a chelate
complex of at least one phosphorothioated nucleic acid polymer and a second
pharmaceutically acceptable agent which comprises at least one nucleoside /
nucleotide analog HBV polymerase inhibitor in the manufacture of a medicament for

treating HBV infection or HBV / HDV co-infection in a subject.

21. Use of a first pharmaceutically acceptable agent which comprises the chelate

complex one or more nucleic acid polymers selected from the following:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from 20-120 nucleotides in length
comprising repeats of the sequence TG and

a phosphorothioated oligonucleotide from 20-120 nucleotides in length

comprising repeats of the sequence GT;

and a second pharmaceutically acceptable agent which comprises one or more of
the following:

[amivudine;

adefovir dipivoxil;

entecavir;

telbivudine;

tenofovir disoproxil fumarate;

entricitabine;

clevudine;
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besifovir;

tenofovir alafenamide fumarate;
AGX-1009;

elvucitabine;

lagociclovir valactate;
pradefovir mesylate;

valtorcitabine; and

PCT/CA2015/050626

any nucleoside / nucleotide analog which inhibits the HBV polymerase,

for the treatment of HBV infection or HBV / HDV co-infection.

22. Use of a first pharmaceutically acceptable agent which comprises the chelate

complex of one or more nucleic acid polymers selected from the following:

SEQ ID NO: 2;

SEQ ID NO: 10;

SEQID NO 13;

SEQID NOs: 1, 3-9, 11, 12 and 14-20;

a phosphorothioated oligonucleotide from
comprising repeats of the sequence AC;

a phosphorothioated oligonucleotide from
comprising repeats of the sequence CA,;

a phosphorothioated oligonucleotide from
comprising repeats of the sequence TG and
a phosphorothioated oligonucleotide from

comprising repeats of the sequence GT;

20-120

20-120

20-120

20-120

nucleotides

nucleotides

nucleotides

nucleotides

length

length

length

length

and a second pharmaceutically acceptable agent which comprises one or more of

the following:
[amivudine;
adefovir dipivoxil;
entecavir;
telbivudine;

tenofovir disoproxil fumarate;
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entricitabine;

clevudine;

besifovir;

tenofovir alafenamide fumarate;
AGX-1009;

elvucitabine;

lagociclovir valactate;
pradefovir mesylate;

valtorcitabine; and

PCT/CA2015/050626

any nucleoside / nucleotide analog which inhibits the HBV polymerase,

in the manufacture of a medicament for the treatment of HBV infection or HBV/HDV

co-infection.

23. The use of any one of claims 19-22, wherein the

comprises at least one 2’ ribose modification.

24. The use of any one of claims 19-23, wherein the

comprises all riboses having a 2’ modification.

25. The use of any one of claims 19-24, wherein the

comprises at least one 2° O methyl ribose modification.

26. The use of any one of claims 19-25, wherein the

comprises all riboses having a 2’ O methyl modification.

27. The use of any one of claims 19-26, wherein the

comprises at least one 5’methylcytosine.

28. The use of any one of claims 19-27, wherein the

comprises all cytosines present as 5’ methylcytosine.

29. The use of any one of claims 19-28, wherein the

nucleic acid polymer further

nucleic acid polymer further

nucleic acid polymer further

nucleic acid polymer further

nucleic acid polymer further

nucleic acid polymer further

nucleic acid polymer further

comprises at least one 2° O methyl ribose modification and at least one 5

methylcytosine.
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30. The use of any one of claims 19-29, wherein the nucleic acid polymer further
comprises all riboses having the 2° O methyl modification and all cytosines present

as 5’'methylcytosine.

31. The used of any one of claims 19-30, wherein the chelate complex is a calcium

chelate complex.

32. The use of any one of claims 19-30, wherein the chelate complex is a

magnesium chelate complex.

33. The use of any one of claims 19-30, wherein the chelate complex is a calcium /

magnesium chelate complex.

34. The use of any one of claims 19-33, wherein said first and second
pharmaceutically acceptable agents are formulated within the same pharmaceutical

composition.

35. The use of any one of claims 19-33, wherein said first and second agents are

formulated within separate pharmaceutical compositions.

36. The use of any one of claims 19-33, wherein said first and second agents are

formulated for a simultaneous administration.

37. The use of any one of claims 19-33, wherein said first and second agents are

formulated for an administration by a different route.

38. The use of any one of claims 19-37, wherein said first and second agents are
formulated for an administration using one or more of the following: oral ingestion,
aerosol inhalation, subcutaneous injection, intravenous injection and intravenous

infusion.



WO 2016/004525 PCT/CA2015/050626

1/5
Fig. 1

1.E+05 5 1 - 5.E+03

1
1
1
1
1
1
1
1
1
1
1
1

1.E+03 A - 5.E+01

1.E+02 - 5.E+00

Serum HBsAg (OD)

Serum HBsAg (IU / ml)
(IMPACT - Quantitative)
(Local ELISA - Qualitative)

1.E+01 A - 5.E-01

=@=quantitative serum HBsAg
O qualitative serum HBsAg

_________.n__________

1.E+00 T T T F 5.E-02
0 10 20 30 40 50

Weeks of treatment

*below cut-off for serum HBsAg detection in local ELISA (HBsAg negative)



WO 2016/004525

2/5
Fig. 2A

123 45|12345|123425|1232425|1234

REP 2055 REP 2139 REP 2163 REP 2165 normal

saline

Fig. 2B

(VGE / ml)

liver DHBV DNA

9.1E+11
8.1E+11
7.1E+11
6.1E+11
5.1E+11
4.1E+11
3.1E+11
21E+11
1.1E+11

1E+10

Duck

Group

- | I_- - m

123 45|12345|1231425|1231425|1234
REP 2055 REP 2139 REP 2163 REP 2165

normal
saline

PCT/CA2015/050626




WO 2016/004525 PCT/CA2015/050626

3/5
Fig. 3A
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SEQ ID NO:2;

SEQ ID NO:10;

SEQ ID NO:13;

SEQ ID NO:1.3-9.11.12F114-20;
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ZHE
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B o
6. A ZER1-6AE— TR KA 590, o Frid IR R S e & HA72” O BB Y
FIT AT 1%

TSCRIBER 16— TFTIA RO AL & 0 HE R A B 2 M B s TR
8. URIBER 17— SUFFAR UL 0, o T R R 4 PO 0 2 05 S S
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AEAER BT AT s i

9. BRI E SR 18— TR I G4, Kb TR R IR R S5 2 /0 —Fh2’ 0 %
FEAE AN 22 /D — s B L s e .

10 BRIV E R L -ME— TR A A, Hp TR IR E S ia 8 & B A2 0F &4
(A R AN Db FR i 3 W A7 (1) Pl A B i

L1 AR R 1-10E— TR A4, Kb ik B S B 5V 2B 555
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29 BURN BLR 19-284T— T FT IR 1) & , o rp i A% 1 R A ik A &5 &2 /b —Fh 2 O FF i
S AN 2 D> —Fh5 " FE e .

30 BURN B R 19-294F — TUBT IR 19 s , o op Brid % 1 SR A i 05 KA 2 O A& i
() BT R R A5 R B e A7 AE 1) T AT B e

3L BURIEER19-30fF — T FT ik (1) g, b rid B S BE AW BB Z AW

32 BUREE R 19-30fF — T BTk (1) s, b iR B A E AR BB A E 5

33 BRI R 19-30/T — TR 0 g, b Irid B A B AW RS/ BEAE 5.

34 BURNEE R 19-334T — T FT ik 1 A ads , Sorp T b 85 — 227 bl B2 I 2RI R TiA 58 —
295 A4S 25 55 R C 7 AH [F 25 S

35 BURIEL R 19-3 34T — Tk 1 FH e , F v BT I 85— 245 750 R0 i okt 38— 245 7749 T ol 72 2R
MY A

36 . BRI EE R 19-334T — Tk 1 A ads , 2L rp i 3 5 — 24 550 R0 i ik 38— 245 79t c vl FH T
7] B e FH

37 BURNEL R 19-334T — Tk 1 A ads , FLwp B I 5 — 245 55 R0 B ik 88 — 245 7R e ol FH T
T ASF & A2t H

38 BURNEE R 19-37T4F — Tk 1) e, F6wp B ot 85 — 245 550 R0 ik 88— 24 79 e il FH T
5 VAR I — Rl 22 Pdh AT e F - 28 VBRI AV MR B2 T VR e i v e R e Bk A
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yATrBRURT ZEANDBY AT X e S R M 73 0%

B AR Sus;

[0001]  AHEARH MG 7 B A BRIAF 45 EF (HBV) IR YLEHBY /JF 4 895355 (HDV) LB 4L ) %F
BTk, HESE T H— 2% bl B2 A IR Be AL 7% B2 56 5 W) #1| A A IR HBVER &
BRI 58 2527 BT Eesz A%/ A IR ISA ) #1157)

BRER

[0002]  HBVfy % 4=t SR 442Nk, I S EURFAEAG THA 600, 00015 [RIHBVIZ G 51 RE Y I K HE Y
T AR Ol — L s 5007 LT T (R IR By 97 BR A —/NER 4r 2 vy 7 B B DA
AR TR 51 R RE 8 F (LIRS G i 15 A F5 M R VR 97 A7 R0 S 03 S L

[0003]  HBVIg 4y T 8™ A4 P9 P A [R] (0 0K < 1) K G PEHBV R 5 A% & (BB KL (Dane
particle)) , HALHE MHBVAZ LR 85 1 (HBcAg) ZH 3% H EHHBVER [ B )5 (HBsAg) 78 75 1) /v B¢
A%, FN2) I EE R (BUSVP) , Ho ALK G /o AL A IR ] s 05 A 5L A = R e e ) v /N 2
TR HBVR M 4705 (HBsAg) HY e 5 52 T 2 9 R SIURE o o) T P 7 A O A — Mo 2RA00KE , 1, 000
210,000 SVPHRE BRI I o PR B, SVP CRIHL 575 T HBsAg B ) 3R LR HH K 26K 2 3
JP3EE R 1 o HBVIERZL I 41 ot 20 WARR AHBY e~ Jid (HBeAg) FHIT 1% 0o B (1 1 AT VA PR 2R 1 7K i
/B

[0004]  HDV{# FIHBsAgIF il Hw 75 4584 (Taylor,2006,Virology,344:71-76) , H.IK I, HDV
YL AT AN AEH A A BEHBVIB R % G Hp R AR o BROOR TR IR HB VA 7 2 A P HBVAH ¢ 1) B 7
HH T HD VAL S 4% 1) s 22 78 H A IRHBVIB G s 22 1 [ X b 341G, (H A LA s HBVIER L K
9 22 1) ] 5 P FEHBV IS L (0 0 G o S 28 O AOE HL ] 3N 95 22 S48 A0 1 3 ok 22 . 7
HBV/HDVAL B GL IR ok G v, HBVIEK % (1) AR V6 /2 1A 1 7 75 SR L 22 B8 B 38 s ANAFAE B ER A HDV
g 13 1 B AR 2 fHE e R 25 77, LS RSO0 T AT HB VYR 7 I e v 24 70 i 2 97 V1 I
Nt L 78 ELA HBV B 4 B e [ s 1) e B 22 (Wedemeyers ,2014,0ral abstract 4,49
Annual Meeting of the European Association for the Study of the Liver,April9-
14, London,UK) .

[0005]  H i HEAE R EFXTHBVIR VR ST G T TR —a B R = a L ey 7 ik, Al i 4%
H /1% B TR IS A i HBV 5 5 Wl A A7 ]9 25 7 A2  HBV 3R & I 60 55 P A7 28k A I e P o
BRI A AHN Rk /A HB s Ag B /D B 22 3 A RUR , BRANAE A IRAECE 1Y 3 #EAT KRy S iR
28 )8 /D HBsAg (FungZE,2011,Am. J.Gasteroenterol.,106:1766—-1773;Rei jnderss,
2011, J.Hepatol.,54:449-454;Charuworn®s,2014,Poster abstract 401,48"™ Annual
Meeting of the European Association for the Study of the Liver,April 24-28,
Amsterdam, The Netherlands) HBVEE A B0l 701 3= ZEAE A2 BEL W 7 22 D5 41 975 #E mRNAFL
AR 8 43 UEE (I DNA 5 IZDNATAE TR GL PR B AR b o B T4 3 1 5 ve 97 vl DA SE TR
PRI 73 DD A MLV 25 BRHBs Ag , (HANZE /N B 73 BE I 32 36097 RO R SE B

[0006] Iy H THBsAg ] B a4 HBs Ag Hridds L 5o VI % 1 9 B3 MR 06 38 Sy Aar I , 3X 7] R
FEHBVIE YR R 18 PR E Y LK 2 — . A4, IBsAg HBeAg FIHBcAg R H A5 LA R Frid i1 4%
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4 o, HAETE A e (T 5 HBVE B 5 mT ST R M — D 2 e, IR R ER
TE S R 547 B8 mT RE T Bl Lk A8 3 s B L HBVIE G 1) oy 35 1| LA B 28 o

[0007] & =3 LEHBVER H (HBsAg.HBeAgHNHBcAg) R A Syl il 14 51 (0K 30 ,
{HHBsAg 7EHBVIE Y 1 X G B A b o HBVER 11 1) 26K 22 880, FF AT Re 2 # il 7 32 X HBV /g e
1) 5 9% S L) A3 S HBe Ag ) 2B  IrHBe [ H BB L 775 975 5 MURE 1 ek /D> 5 7045
1EVATT FEHBVIBE YL i) H5 S 458 il (1) K AN A , {HAEHBV I e b 1L 7B HBsAg A LR ) 2B (R
B HUHBsAgHUAA (1) tH W) A2 Va7 I B 85 SORE I 2 AR R TG Fa b, HAE 4= 1IEVR T 5,
FEOC HBV I G i1 45 1] (BRI ANAE —/INER 70 4552 e 5 Vi 7 BICHBV 2R & i A1 7| 70 A S 3 vh
A o BRI, BRI = Fh E 2EEHBVER B (HBsAg HBeAg AIHBcAg) FY I /b P 3 35047 | A% SR ) e
fEERR , HHBsAgI®) £ B3 /2 TR I, HLH 5ph 225 AT BE 2 DA 25 b HLAT HB VI Be 1) %) R o o 47
P2 Ty RE R R 73 6 o

[0008] 15 [ HBV/ZE LK) T3 — IC BEAFAIE A £ /2% G 1) 4 o i) 400 i i v 2 SEHBVIE A% /5 B 2
TENEATPE (reservoir) , HAEFR NI 15 FOIRDNA (cceDNA) o cceDNAFE Jy %t AA A1 i 15
PLZ A8 DIAEAE T 4B Az i, He AR T 7 A g BT A 8 5 2 1 B mRNARR) 2 A AR A
TP A o B A I R R 2 LR 2 (R 2 (R L mRNA) o 75 20 e 5T AR 524k I K R e 24 ) B
R D 2 mRNAGE 3 HBV 5 25 il (CHL Rl 32 D) 4L mRNAS [7] 48 52 4k ) 6 Ay B3 1) 385 93 XUREDNA J
DRIZH., AT 5 J58 46 20 B B0 51 T J G P 248 i mh fSf il AHBV 22 DR 20 A5 8 77 2 S BRURR 78 cc cDNAi
A7 o JER Yot R 1) 465 o El 3% 308 49 XU 2 DR ZEL HB VA AR B 325 22 4 A v DA S HL 864K Ay cceDNA
Hpo

[0009] A ZE A48 2k L 4 MU i) 2 i A v 22 Wb A I R B N 25 b T cc cDNAFS DUER ) R HBV
BRI ZH (T HBV AR 5% S 4 78 cccDNA o 1% ZH MU A% cc cDNAKI 78 A S i DA R il S SR « DA 200 e 5
HEMMAZ M NG A LR, B GL J A & g 0 T4, BB J5 A0 A AR 52 2 4R 22 40 i
b (Rabe%,2003,Proc.Natl.Acad.Sci.USA, 100:9849-9854) , 41 i 4% % JL K ZH HBV fi
AT P2 14 2 SR 31 B T B V8 97 5 4 STHB VI [ K R il i B o0 F B2 o

[0010] M FAIAZH /2% H BRHBY 58 G g 1 | 54 AV 97 7] ik 2D 40 A% N 1) o cDNAE DLAY, 3X
HMTHBVER & B 11 751 B 2 BEL BT ¢ c  DNAE Tk 240 i A i N 25 A5 R A HBV 22 DR 20 () AR e I b 78—
B SR, B SR cocDNAFE DUEL/ Mo ek /D, AR AT CR IR 26 SR vis 14, DA G HB s Ag 7K S AE AR K
JE AR (Werle—Lapostolle®s, 2004 ,Gastroenterol ., 126:1750-1758;Wong%s,
2013,Clin.Gastroenterol .Hepatol.,11:1004-1010;WongZs,2014,Poster abstract
1074,49*" Annual Meeting of the European Association for the Study of the
Liver,April 9-14,London,UK) . A] PLiE it 4% A 5 103 FE K cccDNAKS 3% 2R 7% (Bel loni &,
2012,J.Clin.Inv.,122:529-537) , {H Gy S NIHUK JyeccDNAJKRIE BIT /5 HO 40 i PR B2 2 Y
BE IR AU, S.2014/0065102 Gl 51 4 N A0 v piridk i ik 57 226 PR HBs Ag ok R
Wr, 3 H -5 BT VAR IR ST HBVIE AL I Je s e — 3o

[0011] PRI, PR 57 b WA TR 22 R] DA AE KB 4] [ 422 52 3 i o7 1K) S8 38 v 51 K HBVIE 4L 1) 7
AT A RIRIR ST T %

EZHAAE
[0012] % BEARIR , BLAE R AL T 7 % R b R HBV IR Qe BRHBV /HDVAL IR QL (A1 54, HL
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z5

G R 2% L2 20, % 24 8 5 20— PR A IR B AL L IR R A4 s e =24
2 BRI A R A S B MR /R RIS HBY B A g 4 1 7

[0013] 42t FHT-¥G Y7 % G HH K HBV /R QL B HBY /HDVAL R G H 54, A& 8 — 2% b
A2 2 %A RS B D — MR AR R B L R IR R A B B 5 AW FIEE 252
BRI B0 2 AR R D B /A% TR S AU BV IR A B AT R

[0014]  gt— DR AL 5 2 /b — PIERACEE R IR AL AL R IR S 55 — 252 Bl 52 I 2455
AL E & /b — Mz /1% BRI HBY 3R Sl 1l AU 55 252 BRT B2 25 0
J7 %5 G T HBV I YL S HBY /HDV AL B e 1) A& o

[0015] Dy Ah4 (AT 2 48 /b — B AR R R AL AZ PR 55 A WO B — 245 b m 352 (1) 25 77 A
A5 &b — PR /% RIS IHBV IR & B A 50K 85— 24 % b n] sz i 25 5046 il % H
TIGI7 R BV YL B HBY /HDV LB G i 2 vh 1) il

[0016]  gt— ARG 2D — PR REE LR R SN E S E AN S %% b
AIEESZ I 2GRN B 2 /D — P /1% 1 BRI VOBV IR & B A0 85 — 24 Bl ez
(124570 F T30 7 6 % BBV S B HBY /HDV AL I G 1) T3 o

[0017] oM fit A& 2 b — MR AR R B L ZR K A M E S E S E— 2% ]
B2 25 MR, & 2 /b — Bl /12 IR AU BV IR & Bl 4RI 38 — 245 B2 i
ZIFAE hl 2 TR TR b (T HBVIE JLBIHBY / HD VAL K GL 1 2510 Hh 1) FH ik

[0018] 7% F— a7 o, 34t H T-¥R T HBVIB BL B HBV /HDV AL B e e A4 LA 5%
Fyre BRI AR 2 A E A R LTI R SN E S E A
[0019] SEQ ID NO:2;

[0020] SEQ ID NO:10;

[0021]  SEQ ID NO:13;

[0022] SEQ ID NO:1.3-9.11.12H114-20;

[0023] A& FEAACH) B2 1Y K E N20-1 20 M % BRI I A Uk PR BE AL A% 7 1R

[0024] A& P 3 CARY) BB 1K JE N20-1 20 M % H BRI I A Sk PR BE AL SR AL H 1R

[0025] A5 FEHITCH) B H I KB N20-1 20 MEEF BRI B A C i BR s AL LA 1R 5 A1

[0026] A& FEAGTH) B2 B K E N20-1 20 M % BRI I A Uk PR BE AL A% 1R

[0027]  AHEE 2% BRI 2], A A S UL —PhE 2

[0028] kK5 (lamivudine) ;

[0029]  Fu[fEitE 51 (adefovir dipivoxil) s

[0030] R # £ (entecavir) ;

[0031]  #EkK5E (telbivudine)

[0032] & L& MEEES (tenofovir disoproxil fumarate) ;

[0033] B HlifthiE (entricitabine) s

[0034] i3k K5E (clevudine) ;

[0035]  DIHf4E T (besifovir) ;

[0036] & L& iEtEF Y (tenofovir alafenamide fumarate) ;

[0037]  AGX-1009;

[0038] Y RAthiiE (elvucitabine) ;
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[0039]  FiEvsF Lhiftbdr (lagociclovir valactate) s

[0040]  HEHERMAH 48T (pradefovir mesylate) ;

[0041]  fRFEfhiE (valtorcitabine) ; fll

[0042]  NIHHBVER S BRI T RAZ T/ % BRI o

[0043]  FESjifa 7y AU, SRALEE — 255 L2 2GRN 88— 25% Enl 2 2RI TR
ST HBVIE YL BLHBY /HDVAL B GL i) Flig % 38— 242 B2 2 e &k g bA T i — ez
MIZRE SN ESREEW:

[0044]  SEQ ID NO:2;

[0045]  SEQ ID NO:10;

[0046]  SEQ ID NO:13;

[0047]  SEQ ID NO:1.3-9.11.12F114-20;

[0048] 405 HIACHK) T A [ 20— 1 20 K% PRI BR AR T IR S Ak S A2 1 B

[0049] 405 HCARK T (B 20— 1 20 K TR I BR AR IR S Ak S A2 1

[0050] 4 7 HITGHI B A 1K 201 20N H BRI BRAC IS BR IS AL SEAZ H7 IR 5 0

[0051] 405 FIGTIR B A 1K 3 20— 1 20 K% PRI BR AR T R S Ak SR A2 1 1

[0052]  FHiZEE 2% BRI 2R B 5 LA B — FhE Z Fi:

[0053]  FioKF5E s

[0054] [ ek 4 5 B

[0055] RE+F;

[0056] bt FKE;

[0057] ‘& EH R A AR IERKER

[0058]  JE i 5

[0059] i okIsE s

[0060] DIt

[0061] & By B v A o SR M Mg s

[0062]  AGX-1009;

[0063] 3L F A s

[0064] 7 i FLhi fth s

[0065]  HH T PR MA S 2 A 5

[0066]  fRFTAhIEE ; Al

[0067]  MHIHBVER S B T REAZ T/ % BRI

[0068]  7F 53— Askht s, RO 2925 LRI AZ M 2 RIRN 58 292 BT HeR2 1 245 )
TEH £ TR YT HBVIE L BUHBY /HDVAL I S I 254 1 FH O i 38— 2405 T2 I 25 716
THEA T — M EZZRESYNESE M.

[0069]  SEQ ID NO:2;

[0070]  SEQ ID NO:10;

[0071]  SEQ ID NO:13;

[0072]  SEQ ID NO:1.3-9.11.12F114-20;

[0073] 408 HIACH) A (1K 20— 1 20 K% IR I BR AR T IR S Ak S A2 1 1
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[0074] 404 FHICAR T A 1K B 201 20N T BRI TR AT IR S Ak SR A% I

[0075] A0 P ANTGH) B A B E N 20-1 20/ 1% H ER K B A BR R A0 S A% 12 5 A

[0076] A% 7 FGTHY B 52 1 B 20— 1 204 2% 8 B 1) A U 1 B A S A2 T T

[0077]  FNZEE 2% Ll 952 (25 5708 & DL (0 —Phal 2

[0078]  FiKK5E;

[0079]  PA] 7t =5 B 5

[0080] RAH KT

[0081]  FLbKiE;

[0082] & ELERES VAR LIRS

[0083] & iz s

[0084]  FiskIE;

[0085] Dl Hfit&Es

[0086]  ‘m ELER v A 5 S P M s

[0087]  AGX-1009;

[0088] LA

[0089] i # i T PLA AT 5

[0090]  FR T A o7 F AR =

[0091]  fRFTAhEE ; Al

[0092]  HlIHIHBVER GBI AL A% 1/ A% H RIS

[0093]  7& 5 —ANsiitr U IR E A A AR & P FIACH) B Z K E N 20-120 M %
PRI IRAC T IR B L A% IR

[0094]  7E 5 —ASLita 7y b AR R AW AR 5 P I CAR B 2 1K S N 20-120 M %4
PRI B A PR IR AL A T R

[0095] 7% 55— A seiti 7y P R R AW AAEE 5 R I TCH) R FI K 20120 %1
PR B A PR R AL S AL T IR

[0096]  7& 5 —ANsitJr U IR R A B R A & P FIGTI E 2 1K 20-120 M %1
PRI TR AR PR B L A% TR

[0097] 7% 5 — st 77 20, AR R BR AL IZ IR R S i 0 & /b —Fh 2 i B 1 .
[0098]  7E 53— NsuitaJr =0, AR BR BRI A% B 3R S e 0 2 oA 2 B A BT B A%
[0099] & 5 — sy b IRACEBE R B AL AZ R R A e B & 2 /b —Fh2’ OF B Z &
i o

[0100]  7E 5 — ALy b AR IR B AL AZ IR R S i B8 o 2 O R4 10 BT B
%

[0101]  #85—NsjE /20, IRABE BR BR AL I B SR S i 0 3 28 /b —Fh5” FF L s e
[0102] 75 5 —ASLila Jy b BRATEBR B AL AZ R R A Wi 5 1B 5 FF 2 s g A7 7R 1)
By s g

[0103] 7% 5 —AsLii 7 b AR BR (L IZ IR A I B & 2 /b —Fp2 s i fn &
5 B R I

[0104]  7E 5 —Asuil )y :Urh , AR IR B AL IZ IR R S i B8 o 2 O R S 1M 1K Fr B

10
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PRI g5 F I A g 5 A7 (14 P A5 T W o

[0105]
[0106]

FE 75— AT b IR R G W) H SEQ 1D NO: 1-20,
FE 5 — A SERETT A R BRI A WA % B S I FISEQ TD NO: 1-20 X IR

MEZHRESE Y.

[0107]
[0108]
a0,
[0109]
[0110]
“.
[0111]
[0112]
“W.
[0113]
[0114]
[0115]
[0116]
.
[0117]
[0118]
[0119]
[0120]

105 — ATy R, R ER T A IR SEQ 1D NO: 24 B SR IR «
10— NSy R LR A W ) 4 L AT SEQ D NO: 20 SERR T IR B A 8

1E R — L)y b, IR R GV HSEQ 1D NO: 104 Bl SEAZ H IR
TEF— 7 P, IR E A W% Hl 2 i 2 SEQ 1D NO: 10/ R H IR EE &

R

FE 53— AL N, IR R A/ HHSEQ 1D NO: I3ZH A SEAZ H R
T Ty —ANSEt 7 Rk, R A % AL AT SEQ 1D NO: L3I SR IR B & 5

fE—AsEftdr b AR AMRSEAE AW,

LR —KIETT A B AR GMEBRESE G

FE NS b, A R MR/ AR 5.

FERE— IS 3 b, S5 — ANEE 2427 bRl A2 (0 2550 Rl AE AR R 25 M 4L &

FERE— DRI SIETT S, 55— Z50R SR 25 RC AR R AR 2 A B
FERE— A SE T A, 35— 2 5RRER — 24 045 i A T (R 1

TERE— DI Sty 2, 85— 240 7RI S8 2 70 T 1) FH T B8 o A T) 4 3 A0t P
FERE— D SE it 7 2, 88— 2 7RSS 2 I ) A T L R I — AN B A

BEAT I FH « 22 VBRSOV VRN B TS V5 i DRV S P fok v

[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
a:
[0131]
[0132]
[0133]
[0134]
[0135]

FERE— R SERE Ty A, IR SR LR 2= D —Fi

SEQ ID NO:2;

SEQ ID NO:10;

SEQ ID NO:13;

SEQ ID NO:1.3-9.11.12F114-20;

AL PP FIACH) B (14 S 2201 20 B BRIK B AT IR BB A0 S5 1% H IR

AL P B CAR HL A2 (14 S 2 201 20 BRIV B A T R TR Ak S2 A% 1 1R

A FITGH) HA R K201 20 M AT R BRACTE R BR AL ZEAZ T IR »

AL PP AIGTI B A [0S 20-1 20/ % H IRV B AR IR R AL S5 1% H R o

FERE— B ISR 30, N H IR R ST D SRR SR HIRE AR

SEQ 1D NO:2;

SEQ ID NO:10;

SEQ ID NO:13;

SEQ ID NO:1.3-9.11,12F114-20;

B 7 FIACK) B K201 20 BRI A B IR IR L S A 1Y IR 5

11
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[0136] 02 5 HICARI B (1K 20— 1 20 M T BRI IR AC TS BR BE AL A% 1 1R
[0137] A4 FHITCH) B A 1K B 20~ 1 20N 1 BRI B A s R TS 1b SEAZ A 2 5 AN
[0138] A4 FHIGTHI B A (K H20-1 20/ M E T BRI BRAC I IR IS L S R 1 I
[0139]  £E 5 —ANsiii 77 AU, A%/ BRI AU HBV SR A Bl 4 157 0 5 R A ) — Rl 2
Ziip

[0140]  FioKFK5E s

[0141]  FAJflitE F5 6 s

[0142]  RB#E 9

[0143] Lk e

[0144] = HER% vh a3 IMEAKES;

[0145]  F&L iy fhy5e s

[0146]  BiokKIE s

[0147]  Dl¥rtsE;

[0148] ‘& E IR A AE = X hi % s

[0149]  AGX-1009;

[0150] 3 ReAthise

(01511 Hi B L hr At s

[0152]  FR T ERTH$ F54E 55

[0153] (R FTAEE ;s Al

[0154]  HIfHBVER A BT AL/ H BRI .

Ft =35 BA

[0155] & 147~ A FINAP REP 2055 (SEQ 1D NO:2) FE &K+ ETV) (L& 1597 #FHBsAg
(149 MIL375 7T B ARG 14 P ) 28R o

[0156]  E2ARRENEE G R AW T #EDHBVIE AL 5THY (Pekin duck) FINAPHI BT
R P, HOE R e VG 7 45 R A @ 1 ELTSA WA I 1fL /75 DHBs Ag ># il &

[0157]  [&|2B WA S BB A W4 T 1 DHBVIEK e (1) b 57 e (R NAP R 0975 2595 12k, Hoam
TEAE G745 AR 8 I 5E EPCRIA I AFDHBY DNASKYEA

[0158] &I 3A 7N 75 LA T B () ) A A 28 R /K V697 28 K B B9 L3 - DHBY. DNAZK S : A) ¥R T
AIB) 29697 SER— 10 O YRIT &5 AT D) Y697 e — A A FIE) 3697 E A H 2K TR
(LLOQ) 43. 1 X 10*VGE/m1 o /NF-LLOQII{E 3 58 7E3 X 10°VGE/m1 » VGE = 5 13 3 [ 2 S5 540 o
[0159]  [&I3BE 7~ A5 LA B ) A FH & - 12 42 v 4 = LR IS (TDF) ¥R 97 28 K 1 5 1ML 35
DHBV DNAZKF-: A) YR J7 R A B) ¥R 9T Seli— 1 L) W67 &5 R D) Y697 Ja — > HHIE) 1697
JEEAS A BAL R (LLOQ) 243. 1 X 10*VGE/ml « /N T-LLOQIKIHE 1% 5E 7E3 X 10°VGE/m1 . VGE=
Jp3 B AL R L 2550

[0160]  [&]3CE R~ 7E L T I [AF] FHREP 2139—-Cath T 28K S I j& H DHBV DNAZK S : A) ¥6
JTHTB) 2VAIT 5E i — 2wt L) VRIT S R D) ¥ 7 o — AN HFIE) 67 A H. =4 iR
R (LLOQ) SA3. 1 X 10*VGE /m1 » /NT-LLOQIIAE 1% %€ 7E3 X 10°VGE /m1 » VGE = 95 5 J2 K 20 <5 34040
[0161]  E3DERAELL N AR FHREP 2139-CaFITDFYAE YT 28K (18 I J75 H1DHBV DNAZK S

12
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A) YEITRTB) V697 se 30 ) Y T S5 R D) 69T Ja — A ARIE) ¥ T 5 A H. =14k
R BR (LLOQ) 3. 1 X 10*VGE/m1 o /N T-LLOQIIAEL 15 58 £E3 X 10°VGE /m1 . VGE = Jp5 55 Jk K] 4H &5
.

[0162]  [&3E &~ 7ELL T F FHREP 2139—-Ca. TDFFIE # K5 (ETV) 397 28 K [ 4 1 75
HIDHBYV DNAZK - : A) Y& 97 1 \B) VAT 58— FI \C) ¥aIT 45 RN D) Ve 9T fa— A~ HHIE) ¥R
TR H B4R TR (LLOQ) 3.1 X 10*VGE/ml o /N T-LLOQIKI B 14 58 7E3 X 10°VGE/m1 . VGE
= 3 13 DR 41 S 24

BRI

[0163]  ARSCHRUEHNHTHBVIE YL A 41697 , Ho HH i FH B8 0% M\ LYK 22 B HBsAg M 88— 2%
A2 I 25 AN FHIHBV S & B 58 2522 Ll B2 (U 25 I Al - IXFE I A B9 97 e vir T
FRE RIS Gl % B MLIEHBsAg) , HL4k iy 515 5% N T 1 c c e DNA R #% 3% 2 3% FER
JB % [ BT 20 M o ¢ c cDNAPE DL i 2L, () s 48 Eby 4 I A2 o N5 A i R IIB V 3 R 4 1) AR 7
7 AR R L F GBI P HIHBY SR &) FH W cc cDNAFKFR 78 o 3 T Fh 24 4 11 20 & 1) T3 151 20 52
AT VR ST ) B ps B S S F BV 3 Sk L 4 BRI e cDNA , AT 4 R A5 5 LBV 9T 5 3R 3 4t
(RS2 40l BT 75 BV TN W) o B S 2, IR G A0 R AT DA AEANAFAE S B ¥ T T I SEBN  IX Pl 2l A
YR TT N X HBV R 4l e ATHBV /HDV L e A 4K

[0164]  HBsAg/EHBV/Z HL AIHBY /HDVAL YL bt 78 S8 A H o BR T HBsAgHE iR BRAA T Rl
WA ELZE R A3 (R AE LA A, HoAl LSS5 B2 30RE (SVP) 1B 20K SR T30 28 i S e ) 0o 42 174 1
TR, X Bk R = 995 B A 0 AN (R 4H HF HLILALLT- 3= B TR HB s Ag ik 22 i b o sk gk 4
Mo LA 7 75 it & 1,000-10, 00015 43 4ASVP , AT 0 VRSVPAT 25 kg 45 HBs AgFrifA (THB) ,
A5 M (R HBVESCHDV s 25 1 DRIE S 4 2 1T 8k 3R 1] — LS A 70 R B, HBsAgie Al H
oK B 42 FE W HB Vg G 11 3 B 1 A 5 2R e 9% S BL I 35 4k (Cheng®%,2005, Journal of
hepatology,43:4 65-471;0p den BrouwZE, 2009, Immunology,126:280-289;
VanlandschootZ,2002,The Journal of general virology,83:1281-1289;Wu%%, 2009,
Hepatology,49:1132-1140;Xu%¢,2009,Molecular immunology,46:2640-2646) .i%IhRE Mk
TE N FEHBV IS S o [ A7E 00 G0 028 Y6 977 70 10 3 P 1D 32 Wi R 2 95 B3 20 AR 7E HBV /HDV A
JE& Y o () 4 Al PR GG AT O REIR AEUS 2014/0065102 AL, HUE I 5] 48 AR .
FIRHBeAg fITHBcAgt O s 7 HY L AT 4 % 41l V£ it (Kanda®%,2012, J. Inf.Dis.,206:415-
420;Lang®¥,2011,J.Hepatol.,55:762-769;Gruffaz%,2013,J.Hepatol.,58 (suppl) ,p
s155,Abstract 378) , fHJ& % T MLV P S5 HBsAg AH K (K HBeAg RIHBe A AR H /NI 43, 1%
Al e B A /NI

[0165]  HBVEE Al (NRTI) HIAZ H /1% 1 B A 1 1) 2 24 R 28 AL (1) B 257, AT
HBV Ik G f 3 12k 30 5 A R AE FATL R AR < 3 A ) i sk AEDNARE (K 3 7] 5 R A% R IS
W ve 41 70 24 BB B 2B IR FE 2K 1 7] (Menendez—-Arias®E,2015Curr.0p.Virol.8:1-9) (iX2K
A AT AR B8 BH 2 U RO 2 Rl W R AR O IR/ R A% O 451 BT DL 2 eI %
TR, B3 AT DA /D BABORE B8, BT AL A BT 52 B 1) B 2 15 6k 2] HL T A7 A2 1 2
s &5 40 (K484, W AEMichailidis®,2012Int. J.Biochem.Cell.Biol.44:1060-1071FDe
Clercq®:,2010Viruses 2:1279-1305FiA
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[0166]  EYHBVYpIE: (DHBV) JE % [ 519 A2 A A HBVE et A, 320 A -T97A5 B 8 FH Ti897 A
K EE W FHBY NRTI (Schultz%,2004,Adv Virus Res,63:1-70;FosterZE,2005, ]
Virol,79:5819-5832;Nicol 1%£.1998,Antimicrob Agents Chemother.,42:3130-3135) .
O R A CBE AR BB L IO A% R 3% A ) (NAP) 7EDHBV/EK S () 19 b A HUR E235 7 (Noordeen
& 2013Anti-Microb.Agents Chemother.57:5291-5298and 5299-5306) ,iX JfAEVE TAE4]
B % BN o A, 76 DA RT 4 571 44 Py DHBV S 4L o R FINAP REP 2055 (SEQ 1D NO:2)
HHATIRIT /NG REP 2065T] {515 LG R9HBsAg (DHBsAg) » X A4 cc cDNA) % 35 2 3if AllcccDNA
¥ DLEL ) /b (NoordeenZE, 2009, Abstract 8S8HEPDART meeting Dec 6-9,HI,USA) .
cceDNAR X g KRNV 4 8 DHBsAg /3 1) 1 3= S % Dhse il i 22 % SIS , R 5 m] BLd i
OB G A T AL D I 15 R B 4l B [ cccDNA (Levrero®E, 2009, J . Hepatol . ,51:
581-592;Belloni%,2012,].Clin. Inv.,122:529-537) .

[0167] M35 I LA R % FRHBsAgHINAP, WIUS 2014/0065102H BTk o 7E A TA K I
PRATHBV S Ye A 7 (BSHBVIE e 11 Ik 5T ) v, NAPYA YT 7] Y 4 L5 ¥ HBsAg (DHBsAg) , I H.7E
M5 DHBs A AN A7 AE T H 1 Dh 8 1Y Pk 2 68 08 % 36 2R 3 I 1 o 124 4 1 FHF 41 B2 19 c c ¢ DNA
(Noordeen®,2009,Abstract 88,HEPDART meeting Dec 6-10,HI,USA) . K, Fiiit MHBV
JECL ) £85I LTS 22 PR HBs Ag o) JEL A7 /2% % 1 A -4 e 1) e c e DNAZK V6 B A7 4 [R) T 802R
[0168]  [A| Ik, A SCHEIAR FH T BRUael 4 7 100 75 9 753 AMRE 9 4% 1 B30 FH T 28 37.c c e DNAVE T4 (1) F
A5 AN B BR HBV IS (1) I 41 B2 1) c c o DNAF A %0 TF B, i F B W T Bl &5 7 VA4 k-
o Jm A R 25 5 b n] 252 1 B A ol B2 T4 AL NAP i) 770 A JIIL 98 9k 2L B 2 5 HB s Ag A1 3 3zt 4171 1]
HBVER A Wi 1) 85 2427 b mT 2 52 I AZ IR / 1% 1 AU 1l 77 FEL T ¢ c c DNAR %1 78 A 2 P g
B 7 AR IR PR B 77 2 B AT DL T B RUR B (AR A

[0169] 1) H&ALLTEE /7 208 1 & Dige (FH MG HBsAg Y 225 1) LA 5% 25 3% 41
JHL P 1) ¢ c cDNAFHER sk 2D 41 B P4 1) c c cDNAHE DUER, FFE Wi c c cDNAR #h 78 GE It By 1k 25 Rl
FEDR 2 0 A 72 3 N 2 Az G ok 11 i HBV 56 A i vt 14 ) B0 % Ak B4 11 7= AR Gl ik 7 LB i
HE PRI ZH RNAZEHBY AR 55 N #4407 BUFEDNA)

[0170]  2) FLHH T B il PR Rh 24 2 b v 482 52 1) 245 79 %) L 288 00 i 0 98 2D | B v e 4 4 i
(255 - TH B BUEE V7 c c cDNAFR) A% S5 411 B I35 o 25 MIURE 1 4% 1l BT 75 I Y6 7 R [a) B A By
A 285 BA S

(01711  3) HEFE HAZIRIT A FAEU.S.2014/0065102 BARFT ) , AAEIRIT G
18 BIHBVIB S i R s il , %8 T ¥R IT ARV 2 B i 52 PREC 2 , 305 2 B B HIVR IT L
i+

[0172] R F F 3 77 VA K B s 55 00UR 78 B A HBY B 4 Ji Y FIHBY /HDV AL I GL [ B 2 vh
B B A MEIREIT AL, RNAE FIAIDVIER YL AN AFAE T, HDVIE YL AN 1] 47 AE o

(01731 DAl itk , 7877 LAAE KR 81 1Ay 5885+ 31 B BOEE 7. o  DNAYTS P2 (1 55 A 4% 11 i A0 75 458 P 4
PEIRIT BAEART A RIVRIT T RfAAFAET , AR — IR SR AR PTHBV IESL FIHBY /HD VAL B L (1)
A AT, B e 43R 77 [RI i 2D B ok LV R HBs Ag HL HAE HB VB % 1) 41 Ffa 11 41 ff A% v
FE T cccDNARR 78 o 3% 6 2 SR AT DL b A 5 2452 b a2 32 B /A% R S HBY 5 & 1
FOH TR A58 A 24 27 b m] 1252 IR B A sk 2 T35 AL NAP 1] 771 SH SE R

[0174]  ZH WA G TIIEAL RS ITAAFAE T 2 H W), Fo B A UGS 6 77 i 52 1 F e 2

14



CN 106659730 A Ww BB 10/18 T

)G 5 697 A AR 40 4 M 2 AN L e sV E G A 3R 1 B B A 45

[0175]  ARIEBZEZEE (ON) LIS MZ IR (RNA) F1 /51 2 B (ONA) F{E R R4
W o G ARAVEAL G B AS A AZ B, ((0 455 FF 3 fl s g 14 B FR W ) B A AN R e 1) (32
BE) FRAE RLIION, B K A 4R R ARAFAE 300 11 T 88 AL ON IX FE M B ERAR (¥ ON T DA FH
FAE WA S ER G M SO A T B AR T K B, G s PR B 4 R B i 4 A TR
SEARIK S A F738 50 (75 SLON. s iRNAFIshRNATKI 1 006 ) Rl /BN A R B A 5 1 B (1) F e
PR3 & ONHL AT DL SURE (1) - ONH AL B 23, 1 W U SEIZ TR - Spe i ge Imers FIE B A4
FlmiRNA, PA KBS 53, W /N THERNA (siRNA) B /N JERNA (shRNA) o

[0176]  ONTW] DAL $5 25 A it , 4] an A& e 46 1, 35 BN M T DAAE R 1 — Wi e vp R/ Ik 6 4
/B AL G F D — RS U ] T, ONFT L FEAEAS R T, —RhEk £ Bivis it , 3] 58 445
TR CAE & A7 B Pk BB G A S R BB - 28 1B A A i ] DA R B A Tl s s A
TRARTE IR S M B Y A IR, ONAT UL FR T BR R BIAM A R BEREH
AR T fERE 2 A7 BB, 452" -0 B B , W W12 -0-F A& 1fi . 2" 0-F A L 2.3
(2°MOF) 2" & IEABMi . 2" — % RABM , N2 5 TIZH IR o Ho A2 " 45 i th & A 43
b BN T BRI DA A v B A R - B AR HE  ONEL AT 1 2 - ab M & B i s s L &
A BEANBE , T, BRAR B R TG s A3 8 Al /35" -8 s 8 K v 3" -5 4 s ONJ2 B AL 45 H
PN B2 A AR 45 O 8 — S (KON F AL R 1) 22 BERAAR o Bl A8 1 ] 0, 6 PR e e i 3k 1157
FAJEAL (57 FF L s g B/ AZ AT BRI A 0 R 5 FF SR ) /B R B e B (1 4 IR A E (47
T R W e B AEAZ T BRI A L N 4 B IR T o 6 SR 2 AL A 1, ] 41 A AN [ () 4k 2
AR S MR B, B an B A A TR A PR ES 5 . 2" B MHE i (] an2” 0-FF B 4b) Fn& &4t
T2t (15 " FR 36 M ) 11 SR A IR o 1T R FH I A 3 S A () PR A& A (491 g 1 4 Tl PR I
Al VEEAN2 S ) K% R RIS AB R (K B ) 33— 25 58 418 10N,

[0177] AR SCHTRGE K, RIE IR AW BINAP & A & A 5% IR E bR A8 BUR H 51
5 A4 G0 7 HEE P R4 I P B S T T BE PRI AT — SR BEON NAP IR A= 4L
S5 T I AE B R T-ONII To 1 1AE B2 A4 R 1) 5 AR SE 4% 1 BRIV 24 28 BB R U T A7 AR A%
T P 45 5 ML ) 5 52 )/ = 0% ON 5 ) 14D 335 I A4 AH FLA'E FH o NAP AT A 45 1 i s 1) i 2
SETHEAS 1 - NAP 5 ZLARAC M IR B 4k LA H A B 5535 M o8 Bl PR UR BENAPAL B 51 TR L
W

[0178]  £#5l

(01791 m] F-T-AA FF 1 U978 SENAP T SE 4]
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(dAdC)y

DNA Frf % PS
(SEQ ID NO: 2)
(dCdA)

DNA P fi 88 PS

(SEQ ID NO: 1)

(dA-S ? MedC)zU

DNA Fi 448 PS
[0180] (SEQ ID NO: 3)

(5"MedC-dA )

DNA B 52 PS
(SEQ ID NO: 4)
(ACh P8 Ps

RNA
(SEQ 1D NO: 5) BB 2°OMe 121
(CA)2 ,

RNA P52 PS

(SEQ ID NO: 6)

16
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[0181]

i i B 2°20Me 1210

(dTdG)p

DNA Fr4{% PS
(SEQ ID NO: 7)
(dGdT)ag

DNA B4 PS
(SEQ ID NO: 8)
(5"MeC-A)sp 1 8 PS

RNA )
(SEQ ID NO: 9) B W BAT 2°OMe 1810
(A-5"MeC)zo Hra 4 pS

RNA
(SEQ 1D NO: 10) A B E A 220Me 121
(A=5"MedC)s FiA7 %8 PS

RNA/DNA
(SEQID NO: 11) R R e aead 2 OMe 24
(A-5"MeC)u PR PS

RNA s Yo s : r ;

.y . HiE RS 2oMe 151, B TALE 13 M

(SEQIDNOIZ) | o oy o by e et 2. 41
(A5"MeChy A 2 PS

RNA N . .

e i s B 2°OMe 181, BT E 1.

(SEQIDNO:I3) o) sy (Hy 2'H) ORI 2 4
(A-5"MeC)ap Frfi g PS

RNA
(SEQ ID NO: 14) T4 5°MeC %8431 2°0Me 141
(dA-5"MeC) P se PS

RNA/DNA
(SEQ ID NO: 15) B 5"MeC BT 2°0Me &1
(5"MedC-A)y 52 PS

RNA /DNA ,
(SEQ ID NO: 16) it A BT 2°OMe #&1iH
(S?MGC—A)ZO

RNA P4 PS

(SEQ 1D NO: 17)

17
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ek s =R 2’0OMe &M, BT g 14 M
28 (o 21 AIRTT 2 o

(5"MeC=A)g FiA 5 PS
o By BOAELAT 2OMe ot 18 TR 10,

SEQ ID NO: 18 Rabiy
10182] (BEQ )| 20 A1 30 (U 2°TY) RO 2 4
(5"MeC-A)zg P4 § PS

RNA
(SEQ ID NO: 19) Bif 5'MeC %) 2°OMe 210
(5"MeC-dA)sp Frfi8& PS

RNA/DNA | -
(SEQ 1D NO: 20) AT 5" MeC BIREZEIE 2°0Me 1416

[0183]  dA=MR4AMRT , A= 4F, dC= AU , C= i, dT= WM, d6= A 5,
PS=HRACTERRES , 2" OMe=2"0FF 3£, 5 MeC="5" F 5k o mas g A& i ) B 7, 5" MedC="5" F ik fify
WA A ) JI S T

[0184]  FEARRNFH, Ri& “ONESE AW LW TE 2 ANES FIRED M2 i 4
JE T B % 3 L] AF BB O ON R B A [ ON » ONEE & 5 4 b FION ) [ 45 B4 1k 7 L X
A BT R B X 4k A P ) 5 it FEAE G 1 814 F o ONZE 25 52 5 W 10 e FH 2 1) %o %2 e FHONT
J7i2:, Horp 5 R B A ON QLA AR A AR 453a o i G0 B0 56 >R it FH 10 ON) A 9 B A4 e FH AH DR ) &1
1 A g, nu.S. 8,513,211 /18,716, 2599 Bk , Hol ik 51 4 AR SC X S g 1
FH AT AL FEAE UK PN 0y SRR 45 1 1 JEY L R IR IEYS (70 J2 1 i FH T 193 55587 1 8 iE A
PRI - ONES 25 52 5 W0 it AT T8 VB R B Sk AT FH S I AS T HONIK A= A 2238 P o DR Bt AR S
JITIR (R AEATTNAP ] DA A5 3th 4k 1] 45 B ONZE 25 4 A W T AS B He A Ak 23

[0185] ONE&GHE AR LLEH Z AR M 240 &8 H &, AR VB Bl 2k .
BB VB RSB BRI, X 2N S RIS I E S AR A SR L
AN 4 JE P B IE I ONI ONES & 1 A, FLAEAK OB 1L 64N 42 7 BRI ON R e LA 1
PR — TR ORI A T R TR B 1T ONAT-AE R R AR - ONT] DUAT 3% b B AT RN A PR R AL 1) B8 B
WAERZRE AL S A 2 81 (N2 OFF J88) B3 8 MR K i , 015 B S5 Mt s e B 4T R TR e 1Y)
ON'F KA o X 2 A& n] AT AE T — AN Z AN BT A 20 L, BB ] AR R T —
ANBEL AT b B i A7 AR T RN b (R, T 1) s g 4 g5 P 2 s g A7 AE) o
AL, ONEE A B A8 & 2 AMBHE , WiAF A ER BE AL 1 5 L4428 1 1) A2 0 A
FEAMB I TRIE KON 5 ONEE A5 B A W AR ZR K ONIB A 75 L S idt— 20 2 S Ik, &2 )8
BHES 110 2 A I AR BT BT A7 A5 IO A% 7 BR 1K 3 270 10 A2 AT B A ONEE [7) (1) S AL R AIE
[0186]  ESSRONE A& & AW TE B mT FIATART A 45 JE8 BH 8 S B, AEL 2 B Ak AR 25 1Y ON
BAE YN RSB , (H AT DU S R 0Bk A0 AR E e HOAS N A5
BB R VY BRAR SCR B B AT e i &) .

[0187]  #1U.S.2014/00651927 Frid , i L AR A B AR R AL NAP MU Gk 5B 35 1MLV 25 1B sAg
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{F45 B4V A 4 T8 2, MTTT M LYK 22 B HBV e 370 Jii. (HBeAg) , 3 AT 4875 YA Y7 47 7] if 5 vh
(993 B 7K1 56 BB FEAIG, (H2 X BeHUm B AR VR T 12 AL IS £ K 2 80U 35 b ARG BI4EHF .
JUE )% R R IX A R (FEHBsAg R L B B U EANAFAE ) Rl AE 4 Ik ¥Ry T e 7 —
AINER A BB R ST HBV IR 1) 1R A G i 2 g ], (H BA SR AR L A T O 3 BB s v L Y
FF A G 22 ] AEVR YT 5 17 A G 5 S i 1 2 38 1 e A1 () g mT BAJE I DA R RS2 5
H e Pu B 25 4L A0 A IR AR BR IS AL NAP SR U3 X V6 7 10 o 25 s L 1 33 S AN 77 . 7]
SR B A [0 I 2 TR IR 9T 55 S YR T Bt B VR T, PR X YR T 5 AT
AR T IHE LA 52 v 97 R R AR .

[0188] AL HT A TE “M LK 2 B HBsAg” J& 48 AH XS T-V6 J7 B ML H HBsAg ¥ ¢ E HBsAg
MR T HBsAgIK B M ATAT e 1 2 0 2 B AR, i@t Abbott Architect™5E EHBsAg % Hr BRI
TEHBsAg ) HoAthllm PR P 7)== 0 & 01

[0189] At B ATk & iR AL NAP ) 7 Y0 P AT A1) 45 25 77 S8 U . S . 2014/0065 1027 Firidk
(I8 T HARGR A B BRI ON (1 SUSEAZ TR (1) B s A4k 78 73 1 S 4 Ja W 18 &b
Jite FH100-500mg Ak & #0055 ;A3 F 5 DAAE B A SEIIX S84k A0 ¥ T 736 T ACE g R BA R
SEJite 49 Trp (P NAP FIET X 51 368 4 S P mRNA T B fide ) B A BR B 1k S LON Ot T3 B B A
B100) AFik , Akdim% (2010, Journal of the American College of Cardiology,55:
1611-1618) Frik .

[0190] (A Uk, WA SCH I 2 AT WE, M HE 255 L2 B 1 /7% 1 BRHBVE
BB A 2 A 1 255 AT S2 B R AR IR BiR AL NAP i1l 751 ¥6 T H A HBVIg G B HBV /HDV JL /&
P G H H .

[0191]  FE[FE—Z9W 2 & ¥ b it P AP 222 ] 8252 10 25 I BAE sl i 25 0 240 5 ) vh [
I BCAE AN RIS [) it FH PR Bl 2] 25 b mT 45252 (1 245 2 A I

[0192] it AHIRI B AN R (1 it FH & 428 0t 28 2 L nl B2 M 25 7le A A

[0193] 5 1 AEXT G 41 e n] B8 B B0 55 O RL, 7] BE A 6 AT —Fh DA L T HBV SR A5 I
O] 351 A e R 5 s BEL I HBY 5 Aty » EL D1 I 5 B T c c cDNAR) b 78 B A e KRR » IR L, —
Fhas 22 PRHBVER Al 1 75 AT e B BA R R 28U «

[0194]  FikR5E;

[0195] [ flitE =5 s

[0196] RE&+F;

[0197] Bk FKE;

[0198] ‘& E IR A 45 IERKER

[0199] R fihis s

[0200] 7ok 5E s

[0201]  Difrt&E

[0202] & L v A R S H I i s

[0203]  AGX-1009;

[0204] 3 RAhIE;

[0205] i i T35 FL A AT ;

[0206]  HH T PRMAHr 2 AR 5 5
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[0207]  fRFTAh I ; Al

[0208]  HlIHIHBVER GBI AL A% 1 /% RIS

[0209] A SCHTIAR 40 A W]l AT AR A 3E 1 T BOR TR L B30, 200, an bl ) e 2 L R
BB KL EE T 880 i B A, wid st 52 E bk RS B R (9, BLIETE
AL VES K BCEE K IE BRI D) s RN B30, WL FL B SR B e B E W »
AT A S T BRE RS S T 3K 785 A T s MR 2 2% b T 12 52 (1) 38 A Bl A 88 7R 140 770 2 B A )
A A, AT LASE T 57 B RE K () R R T 2 FH AR & o T s A A S 25
A DB R T A A S K R T AR O SR S I T B N AR AN BB i AR S A ST
S7 RURR FRCE A K )RR 8o (R L, o 4 A ] 3 T PR 3 A2 (R — AN Rt FH - 2 11 3%
HU RN B2 T VRS S F Ik A 3 S B S BRI

[0210]  JEIEZE T HEF A E R S HE AN F A

[0211]  sEjfa 1

[0212]  ZH A NAP/ETVIR YT X MLIEHBsAg I AR

[0213] @4 JE— IR IVERTE400mg I NAP REP 2055 (SEQ 1D NO:2) f24 %% Al 432 52 1
7t FH 25 LA 18 PEHBV B (1) F 3 o A8 A 4% I I3 8 PEEL TSATRE J&] S iy i a2z 28 3 v 14 1
TGHBsAg I L o IZELTSATT V23X HBsAg AR AK S {0 S50, (ELAS B A i b 5 & I V3 A (1) A AFT S
ZFIHBSAgIE - ERSRTEREP 20555 —897 (K1, 1E 75 TE) HA )+ 8 H HHBsAg 73 #T AR WL 2 2]
LA HBsAg 1) AT AS U [ B ALK , AHRS % 3 2 10 T I 99 25 IUAE (YA HBY . DNA) 1 3B 5 iR AT
(Z1110g) TP, XK T4 H I Lo bR B B R IE , 7E29 I TKIREP. 2055 88 —897 )5 , 1%
BEER T HBERIRO. 5mg B & R FRAMMIIAREP 20553477 LLAMNEZSZHBV IR A B filva
7o

[0214]  7EV AW AT G2 A REP 2055/ ETVIRYT N B I 5 14 43 A6 0 21 M 75 HB s Ag 57 B ik
b, B LG HBsAg fE IR 2H AV 9T o A JE W AE 8 PEELTSA R AR 15 AN 21 (B 1, BT TB) 4t
Y2 FAIGYT , B4 A FIREP2055 /ETVIR Y754 1% FilfiL & HBs Ag () B [ 42 il 15 LA 4EHF

[0215]  JHIESEZHAREP 2055/ETVIRYT A 4 HBsAg 1 W] vi& M , 487 FH IMPACT >~ 5 .35 43
Wiz B3 0 M5 A o DR LV HBsAg ZK S HE#f 2 &=, Wlde Neit%§ (2014,Antiviral Ther.,
19:259-267) FTik o X P g & 40 A 27~ F FHREP 2055 58— 36597 & AR B LI HB s Ag IR AT 4R £
2loghl/> (ELIEE) , X 58 HEEL TSAE e iEAE M1 I HiX I A& 78 FIRREP 20558 —h
I7 I T A S B (K98 B LLAE N B 201 Log I SR IR o TR0 42 , 1% R T (1) LIS HB sA g /b 72k 31 °F
& 1, Ho LOJERIREP 20557697 HF 4 H BI7E 29 VR I TI FF 4R 2 A REP 2055/ETVIRYT , &
1M JEHBs Ag S 4 SE AEAE N o FE PR ZH A REP 2055/ETVIGYT T, MLIEHBsAg I & &4 # 7 B
LA HBsAg JL-F-AHIR H PR gk 2D, a0 IR 37 5 P S0 22 20 1), HLX Se R4 1) 982 e it
1.5log, XMW AFEF UL EREP 2055/ETVIRYT fa 194 P9 2T

[0216]  7EREP 20558.—8 Y7 A71/E T I ML HBs Ag R /K P B FF 2 Mk B /n A 86 s R
cccDNATYRAFAE TiZ B B B . B R B REP 20553A 97 FR A INE TV ML 7S HBsAg i 4E
PR A SMEBR 1878 % o cDNAKE 35k il 19 BIp [R] 280 M2 AN S ) AR Y Bk o B 21 A , DR 9 44 il
[ ccc DNAFR R A= 1 H Boze ozt R T 7 B8 — ¥R 97 o B (38 FH R HBVER & i 400 11570 T Pr I 82 21 1S
Fo R T EAJE RS o DR I , 36 e 452 &4 FRAIE B 24 S5 HBV 5 2 Bl #1057 (R R o0 F RS
F2) AT, XS M5 HBs Ag s 2> B AT 8 # Wh [R] i 5 AR (FEX il O 1 4% FINAP REP 2055
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SEF) o

[0217]  skjafs) 1T

[0218] X FFNAPFEDHBV/ZE e () b st B v (1) B 254 3

(02191 7EDHBV I JL it At 5T G mp 60, 5 A [F) A% BR B T 1) 25 FNAP > 2 37 FL 30 ms 89 M o
IXEENAPEREP 2055 (SEQ ID NO:2) JREP 2139 (SEQ ID NO:10) \REP 2163 (SEQ ID NO:11)
FIREP 2165 (SEQ ID NO:13) o 7 242 fLIX EENAPIAL 2 3R o

[0220] %2

[0221] ATt 1 1T R NAPH Hk

REP 2055

(dAdC)x B TRACER ER T

(SEQ ID'NO:; 2)

REP 2139 AL B BRI
(A, 5" MeCao ‘ _

[0222] (SEQ ID NO: 10) BAME M 270 Bk
REP 2163 A RLE IR RER R L
‘ (A, S’Med[‘)ga ‘
(SEQ ID NO: 11) B P R 2 2°0 Bt

AR AR R B

(A MO | ggrigizzit 20 Bibth, BT HHBBE 20H
11, 21 /1 31 4 B AR 2 4

REP 2165

(SEQ ID NO: 13)

[0223]  dA= S AZRE IR

[0224]  dC=M-A % HER T

[0225] A=FZFEIREF

[0226]  5’MeC=#ZH-5" H JEMF

[0227]  5’MedC= R Z M =5" FF L

[0228]  Fi2 X 10" AN # E R L 55 20 (VGE) /m 1 [ DHBV/E e = H 8 (1 AL T4 . L2 607
TR JG L LR JGFRURNAPYR I o 48 BB JE 3IR I I P 3 5 10mg / kg NAP (FE IS 2 A 2 &
W) 3k = Ja it FHINAP , B 5 AE YR T 45 SR 20 B B s 25 201 o 1) FH AR 28 R 7K 28 H A 1) (19 e FH s
% HR) P AHIR B 25 25 77 2 A0 38 0 RE 41 o 3 S EL T SA W U I /5 DHBsAg (€] 2A) Al i 52 EPCRIA
JUHFDHBY DNA (1 2B) SKVFAN P im B3 1

[0229] A5 NAPYS 531 jE DHBsAg FFDHBY  DNAMKI IR/ , iX 36 BH & %2 PAS [B] (1K) B2 A% 1 1
B I AN RINAPKG LA A 224 PR 470995 B3 AN o 3 SR FF A A 52 (INAP RN 3 T — Phal &2 Rl 7
AL AT HBY SR A5 T 1) 770 00 2 280 1) Bt 70 e o B9 12k Cnn R A IR S ] TR O REP 20551
B RFHWE RN B TAT L e A BRERALNAP T tH BT HAREFL il s B A B 51
AEA] P A PR R AL ONAP T HH 3L (U S. 8,513,211 818,716, 259+ Firik)

[0230] skt ] 1ML

[0231]  NAPTDFFIETVI#) 4 & 7EDHBVIEE SR 1) b 5T B v 11 40958 2 XA
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[0232]  Jd sk A2V T IR M VR 97 fa i 58 S PCRVFA L5 A IEDHBY . DNA K 7K 1 (1) A2
1k, K BEREP 21391945 245 &) (REP 2139-Ca) MITDFELREP 2139-CafITDESETVIAH &
1697 FEDHBV I G 11 b 5% B H 1 7095 B3 280 o 0 SISt A9 11 Hp B ok S R Xy e, RO VR 9T AE
YL fE— A HFF UG 8T TR

[0233] 1) A= LK, WIS IPYESIES T, 5 JE 3 vk AR Fr4

[0234]  2) TDF, @it 28 [ 5 & HE Bk 45 T 16mg /K , (REF28KR

[0235]  3)REP 2139-Ca, L IPYESS4, T 10mg/ ke , B & 3V, AR FF4 S o

[0236]  4)REP 2139-CafITDF (fn -45%%)

[0237]  5) REP 2139-CaflITDF (1 E4524) , AIETV, ik £ 10 B B ES T ing/ K (-7
28K

[0238]  7EVAITHT (A IE) AA) SAEVRIT ISR 14K (18] 55B) FEIRTT 45 AR () &5.0) AEYR
JrAE IR SR R — AR H (B8 15, B[R] sDFIE) AN LS DHBY DNAG

[0239]  fEARFE Eh KGRI A, FEVR YT JHIF 3 A WSS 2IDHBY  DNARK) 48 i , {EL 75 Bt U5 J1H 7] 48
X H 3 HEGHDHBY DNAZRAS [ i 132 44 il (B 3A) o 7ETDFYR YT 2, i/ DHBYV  DNATE fIr
ARG R A BT > A0 B BVE T 4 WA T G v SRR ) o 72 BE U A 1R 2 i BT A R
HDHBV DNAES [z 34 (I3B) o £EREP 2139-Caifyy 2l v , 78 3E AN 7 34 18] 76 7 R g o 98 47 )
%Z3DHBV DNAZZ AL, DHBV DNAZTE YR &5 AR N AL P AN B 45 314 il ¢ EL7ERE 17 BH R 72 7 R
AN B F AR 15 1 A2 ] (B30 o 24 KREP 2139-Ca 5 TDFZL 4B , DHBY  DNAF 4% i £E
YRITBEAT B AR R — RS LU B AR o kA2 Hd s BT A2 R F A BMREP . 2139-CaBl
TDFIG YT B 2H ik B (1) 4 ] 244G REP 2139-Ca 5 TDFAIETVEAL & I , Al AE 67 #EAT — PN £
P B T 45 I DHBY (3E) o F| FHZH A HIREP 2139-Ca S TDF (BTDF A2 ETV) bk i FH 8 00 TDF B
REP 2139-Caft:R8 15 #7114 17 ML I DHBV - DNA 28 il frTHIS (1) LE 451 K

[0240] X UEARELE S, 5F H B PUREP 2139-Cabk TDFSL IR AHLL , HBVE Ye vh [ 6 7 1ok 72
e 0 B O A I 45 A REP 2139-Ca N TDF B TDE FIET VR P[] # i3k 3 HL AT S 804 152
1EVR T FE O R B2 98 B 22 RO o 7E 3R S 491 v U 82 381 1 B [R) 75 R T A AT SE b i E )
WA ST IR B AE AT NAPHUHBY Y& PR AR A 40 AR SC BT ik 6 B T ARAT A% IR / A% 5 AL HBY 58
BB AT R A IE AN, B S — R A B A/ A% FRHBV SR & B #0177 40 A4
[FINAP , For ELA A0l 7 A P B R s B R R

[0241]  4H A FINAP/TDF/ETVIG YT B B IF) A58 AT e 3o s 25 e B2 1) 3 &2, IX R B T 4 i
W 74T IEYR T SR L 90 B 2 IROSLIRVR T 7 R IV 77 6 %308 1] Rt A SRR 1)
NAPHIZ A R / 4% 7 AU HBY 5 & Bl 40 1l 7RV 97 R AT AT 2 Ak S B

[0242] [, IR HE 845 AT, IV HH i /D B BREBs Ag IR AR ART 2 2% B ] 4252 (B AR
TR S AL NAPEIF7] (W1U. S.2014/0065102F1U.S.8,008,269.8,008,270F18,067 , 38591 fir ik
() FT LA 5t b3 B 51 S AR A 1/ A R HBV R & It 300 1 700 264 5 L Fta ] ko ] 458 i) i
T P8 B IUE (1) 38 B AN BCHBY  cocDNARK) B 53 5 3% RN BT ok S TR B[R 20 o i AR 252 211 i R 2%
MABECG, 7] DU ABAR A= TR 2% L rr B2 0457, 9 B A SeBL P RIVE PERL o
R PR ERUR .

[0243] 2T 5 —PiZ 8 /A% BRHBVER A B0 1l 77 20 A AT FH ) — P A QR B2 I AL NAP
76 bSO B0 F B R BUm s RUR RS 0 b SR (19— PhER 2 Bl iz 1/ 1% H ERHBV R A ity
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FIIFAILL A A5 PR — PhEi 22 Al U IR iR AL NAP T SEELE 57 1) WP FR) AR o

[0244] | [T 83 SR s BIPE R, I HAS USSR GeRE A TR R0 i S8 it
41t S i AN P 5 B PR SO 5K S SO AR B (K T o AR U AR AR B AR e B
SRR TV NI B ASUR B R E SR A A B AR 1 B 2 9 R L EAB T T AN 18 i i 7
BRI EESR 5 S AR W v
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R IES

110> B FIRH A RR 2 7

<120> JH97 BRYFF 28 FIDT i 98 T YR ) 7 v
<130> 05016051-40PCT

<150> 62/022,846

<151> 2014-07-10

<160> 20

<170> FastSEQ for Windows Version 4.0
210> 1

211> 40

<212> DNA

Q213> NP7

{220

223> SEATACHEERESL

<400> 1

cacacacaca cacacacaca cacacacaca cacacacaca 40
<210> 2

211> 40

<212> DNA

213> N7

{220>

<223> REP 2055, SEAMACHEERESIL

<400> 2

acacacacac acacacacac acacacacacC acacacacac 40
<210> 3

211> 40

<212> DNA

213> NP7

<220>

<223> REP 2148, oW EL, C =5
R fu

<400> 3

acacacacacC acacacacac acacacacacC acacacacac 40
<210> 4

211> 40

<212> DNA

213> NP3

<220>
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223> e RN, C = 57 RN

<400> 4

cacacacaca cacacacaca cacacacaca cacacacaca 40

<210> 5

<211> 40

<212> RNA

213> NTLJ731

<220>

<223> REP 2153, TAMAVERE L, a4t 27 0 FAEZRE
<400> b5

acacacacac acacacacac acacacacac acacacacac 40
<210> 6

<211> 40

<212> RNA

213> N7

<220>

223> TEARAREL, ©agd 20 0 FHEZRE
<400> 6

cacacacaca cacacacaca cacacacaca cacacacaca 40
210> 7

<211> 40

<212> DNA

213> NLJF31

<220>

<223> REP 2033, SeABi UBEERNG Ik

<400> 7

tgtgtgtgte tgtgtgtgty tgtgtgtgtg tgtgtgtgte 40
<210> 8

<211> 40

<212> DNA

213> NLJPF

<220>

223> SEATAVHRER

<400> 8

gtgtgtgtgt gtgtgtgtgt gtgtgtgtet gtgtgtegtgt 40
<210> 9

<211> 40

<212> RNA

213> NLJF3

W
Parind
=

i

W&
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<220>

223> SEAMARES L, TELL 27 0 FRZE I,
BN E 2255 Ak

<400> 9

cacacacaca cacacacaca cacacacaca cacacacaca 40
<210> 10

<211> 40

<212> RNA

213> NP7

<220>

<223> REP 2139, SEamAUHIREMN, Tasd 27 0

RO RZORE T, B 220t F L

<400> 10

acacacacac acacacacacC acacacacac acacacacac 40
<210> 11

<211> 40

<212> DNA

213> NP3

<220>

<223> REP 2163, SE&BAUEIRERIL, B mngsnt 5 Bl
<220>

<221> misc_feature

<222> 1,3,5,7,9,11,13,15,17,19,21,23,25,27,29,31,33, 35,
37,39

<223> 27 0 HEAZHAS

<400> 11

acacacacac acacacacac acacacacac acacacacac 40
<210> 12

<211> 40

<212> RNA

213> NLF7

<220>

<223> REP 2164, SEAMABEIRERIL, Mgt 57 B
<220>

<221> misc_feature

<222> 1-12, 14-26, 28-40

<223> 27 0 FRRZHE S

<400> 12

acacacacac acacacacac acacacacac acacacacac 40
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<210> 13

<211> 40

<212> RNA

213> NLF7

<220>

<223> REP 2165, SEA&BABEIREEL, B eEsd 57 Fifl
<220>

<221> misc_feature

<222> 1-10, 12-20, 22-30, 32-40

<223> 27 0 FERH S

<400> 13

acacacacac acacacacacC acacacacacC acacacacac 40
<210> 14

<211> 40

<212> RNA

213> NP7

<220>

<223> REP 2166, SE&MACBEEREEIL, T Humsng2eid
5 FRELALAD 200 FF RS

<400> 14

acacacacacC acacacacac acacacacacC acacacacac 40
<210> 15

<211> 40

<212> DNA

213> N7

<220>

<223> REP 2167, 58 &= R IR, gt 57 A L
<220>

<221> misc_feature

<222> 2,4,6,8,10,12,14,16,18,20,22,24,26,28,30,32,34
36,38,40

<223> 27 0 HEZA B

<400> 15

acacacacac acacacacac acacacacac acacacacac 40
<210> 16

<211> 40

<212> DNA

213> NLF7

<220>
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223> FEABABERERL , B M msnE 22505 FF B4k

<2207

<221> misc feature

222> 2,4,6,8,10,12,14,16,18,20,22,24,26,28,30,32,34

36,38,40

<223> 27 0 F RS

<400> 16

cacacacaca cacacacaca cacacacaca cacacacaca 40
210> 17

211> 40

<212> RNA

213> NP7

<220>

<223> SEAMMACHEERERIL, oM 25’ B A4k
<220>

<221> misc feature

<222> 1-13, 15-27, 29-40

<223> 27 0 HEAZHEAE

<400> 17

cacacacaca cacacacaca cacacacaca cacacacaca 40
<210> 18

<211> 40

<212> RNA

213> NLF7

<220>

<223> SEATMAATEIRERL , B Mumsne 435 AR L
<220>

<221> misc_feature

<222> 1-9, 11-29, 21-29, 31-40

<223> 27 0 FERZAEZI

<400> 18

cacacacaca cacacacaca cacacacaca cacacacaca 40
<210> 19

<211> 40

<212> RNA

213> NP7

<220>

223> SEATANHIRERL, A Huming it

5 FEALAD 270 F RS
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<400> 19

cacacacaca cacacacaca cacacacaca cacacacaca 40
<210> 20

<211> 40

<212> DNA

213> NLJF31

<220>

223> EAAIR BRI, B g Znl 5’ /4L
<220>

<221> misc feature

222> 1,3,5,7,9,11,13,15,17,19,21,23,25,27,29,31,33,35,

37,39
<223> 27 0 FHE:ZE &M
<400> 20

cacacacaca cacacacaca cacacacaca cacacacaca 40
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: O e HBsAg o ********* -
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i

B H M

3/4 I

I ml)

# DHBV DNA (VGE

iy

1. E+10 »

1.E+09

TDF

= G35
oo G AT
=538
—fy— 939
—8— 940
—— 041
- 042

e G 44

== 049
=053
= =1LLOQ

1.E+08

1.E+08 s

P

i

«!.4

)

sa“s
2

1.E+06 =

1. E+05

1.E+04 -

1.E+03

B

c

RN ] 51
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e G 71
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B

¢
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REP 2139-Ca + TDF

O 64
— BEE
{074
e G814
—8— 556
—— 551
- - LOQ

& B G D

HUREIS JH] f5
KE3D

REP 2139-Ca + TDF + ETV
1.E+09 - _ —s A7
S - G TG
—{—980
—re G835
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-G89
- 592
e G54,
- - L LOG

S 4 E+08 o
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