day0 7 14 21 — (.39% NaCl(n=8)

10‘_l l l l ~=Compound | 10mg/kg (n:B}:I.
==Compound 1 20mg/kg (n=8)

10

-l

=
)
1

HBsAg (IUiml}
2

-y

=
]
1

107 T T T T T T i
0 1 2 3 4 5 & 7
Time post first drug dose (weeks)

B
dayG¢ 7 14 21 = 0.9% NaCl(n=8)
108 l l l l ===Compound 1 10mq/kg (n=ax] }.
me=Compound 120mg/kg (n=8)
E
&
o
a
(=]
2
g
0 1 2 3 4 5 & 7
Time post first drug dose (weeks)
C
Campound |
m NaCl A Compound |
' 10mg/ke 20me/ke
-
“e
3
7 400 100m 100um
HBcAg, IHC, 200X
D Compound 1  Compound 1
09%NaCl  10mghg  20mghyg
RC | — -
-~ Intrahepatic HBV DNA
Southem blot

Figure 1

1/9



day0 7 ¥4 —— 0.9% NaCl (n=8) ]ﬂ
1WL l l l —— Compound | 10mgfcg (n=7)
¢ —— TDF 53mgkg{n=5) 1
2;-. 80 —_— Cumpoundl1m,g,kg ]n
%5 + TDF 53mg/kg (n=7)
5 2 60
tm
°
1T 40
4
s & 20
] —— :

g 14 2 3 4 5 6 7
Time post first drug dose Gaeehs)

dayd 7 4 2 —— 0.9% MaCl(n=8)
1001 .1 l l —=— Compound 1 10mg/kg §n=7) n:‘.
—~ TDF 53mgkg(n=5) aea
_II Compound 1 Oyl ]za

+ TDF 53muy/kg (n=7}

g & & B

4

Mice with detactable
serumHBY DNA (%)

o ] 1 L] ] I=
0 1 2 3 4 5 6 7
Time post first drug dose (aeeks)

Figure 2

2/9



C57/BL&+pAAV-H BVI.2, Compound | 0rmg/ka{n=3)
100+

- AT
. AST

N

Mean serumiliver
enzye activity (U/L)

B3

=]
I

Hon-HBV Oh 12h 2h 48h
Thre post frst drug dose (hours)

Compound 1 {10mgfiag, IV

C5/BLE+pAAVHBV1 2

C57/BLE+DAAV-HBV1.2, Compound 1 10mgikg IV, HE staining, 400X _

C57/BLE+rAAVE-HEY 014! 51387 20mglkg iv 12h, 660X

Figure 3

3/9



A B
g 4+ P=0.0426 20~ « PoiBASB _
£ £
Eg 3 g 15 §
E" L] o
Lux 2 -T— E - 8
g.‘s (- T (o~
58" 2 5 8
E (& O
L | :
09% NHaCl Compound 1 0.9% Kalf Compound 1
C
1.0+ 2 5
_ P=0.0079 *s P=0,0079
~ 0.8 | -
é E.E 20 &
% 061 2 151 ¥
g 2 8
T 044 1.0 =
P L &
& 924 - 0.5 =
0.0 T 0.0 | .
0.9% NaCl  Compound 1 4.9% NaCl Compound 1
D
0.8 -
™ P=0.0079 - * P=0.0347
% 067 = 08 =
2 & 0] 5
S 0.4 B o ;
% o 3
+ 344
£ oz —— i L &
£ o L £
= 02 =
0.0 L} .
0.9% MaCl  Compound 1 0.9% NaC| Compound 1
Figure 4

4/9

* P=0.0299

=] o o =
o ;] =] Q
i i L 1

o
ka
1

0.9% NaCl

Compound 1

* P=0.0159

=]

o
o

-
=)

@
ta

b
i

=
C

=)
b

0.9% NacCl

Compound 1

* P=0.0317

T

o
®

0.9% NaCl Compound 1



Serum HBsAg (IU/mIL)

Serum HBeAg (COIl)

10000+

-~ A:0.9%Nacl
1000 -~ B:Compound1 10mg/kg
100- -~ C:IFNa-2a
10- =0~ D:Compound1 +|FNa-2a
1-
0-1- --------------------------------------------------
0.01 T T T T T
1 4 7 14 21
Days after hydrodynamic injection
Figure 5A
-o—- A: 0.9%Nacl
150+ -e- B: Compound 1 10mg/kg
-o- C:IFNa-2a
100y e~ D: Compound | 4|FNa-2a
50-
0

1 4 7 14 21
Days after hydrodynamic injection

Figure 5B

5/9



Mice with detectable

Mice with detectable

Serum HBsAg (IlU/mL)

1004 —— - —— A:0.9%Nacl
—— B:Compound1 20mg/kg ¥ ns
< —— C:birinapant 20mg/kg
2
o 50-
I
E
=
o
0
B ] T ] T 1
0 1 2 3 4 5 6
Weeks post first drug dose
Figure 6A
100 —— A:0.9%Nacl
@ =t B:Compound 1 20mg[kg
= - C:birinapant 20mg/kg
3
T 50+
E
~
o
n
0 T [] )
0 1 2 3 4 5 6
Weeks post first drug dose
Figure 6B
100000+
-o- A:0.9%Nacl
10000+
-o— B:Compound 1 20mglkg
1000+
-e- C: Birinapant 20mg/kg
1004
10-
1_
0.1
0.01

T T T ]

1 2 3 4 5
Weeks post first drug dose

[=E"

Figure 6C
6/9



Serum HBeAg (COI)

Mice with detectable

Mice with detectable

serum HBsAg (%)

serum HBeAg (%)

60+

-o- A:0.9%Nacl

-e— B:Compound1 20mg/kg

-o- C: Birinapant 20mg/kg

Weeks post first drug dose
Figure 6D
= A:0.9%Nacl
100 =i B:Compound 1 J* J
: ns
80 = (C:anti-PD1antibody }ns
60 =i= D:Compound 1 +anti-PD1antibody '
40
204
0 L] L] L] L)
0 1 2 3 4 5 6
Time post first drug dose (weeks)
Figure 7A
—— A:0.9%Nacl
100 ~i— B:Compound 1
80+ -~ C:anti-PD1antibody S
60 ~4= D:Compound I +anti-PD1antibody
40 I
204
o T L) L] L)
0 1 2 3 4 5 6

Time post first drug dose (weeks)

Figure 7B
7/9



Serum HBsAg (IU/mL)

Serum HBeAg (COI)

10000+

-~ A:0.9%Nacl
1000+ -e~ B:Compoundl 20mg/kg
100+ —o— C:anti-PD1 antibody
104 ~e— [ :Compound I+anti-PD1 antibody
14
0.14
0.01 T
0 1 2 3 4 5
Weeks post first drug dose
Figure 7C
60- =0.029
i ~— A:0.9%Nacl
-o— B:Compound 1 20mg[kg
40+ —o— (:anti-PD1 antibody
—o— [ :Compound 1+anti-PD1 antibody
204
0 L] T L

0 1 2 3 4
Weeks post first drug dose

Figure 7D

8/9



100000+

-o— A:0.9%Nacl
100004
—_ @i~ B:Compound 1 20mglkg
T 1000-
5 -+ C:SF18
— 1004
&  10-
(7]
g o
0.1- ..................................................
0.01 T T T T T
0 1 2 3 4
time post first drug does(weeks)
Figure 8A
4000+
-o- A:0.9%Nacl
3000- -@- PB:Compound1 ° zomg[kg

-+ C:SF18

HBeAg(COl)
S
S

1000+

0 1 ] T ':‘

0 1 2 3 4
time post first drug does(weeks)

Figure 8B

9/9



