PCT/US2019/035888

1/11

WO 2019/236921

IO

2u§ang prjos

%

%

w\\\\\\é \\x\\\\\\\\\ \\\\\\\\\ *— juaseai Svy-nuy

SN

Cam——

o

-

Y
.

U
i
Apoquue d-puy \\\\

L

Pqe| 3qeRq

doeang prjos

PHQAY VNYIS — QAL Pa33e],

AP P P ey iy

\\\\\\\ )

{7
Vs o i

Cm—— - S

o

Aednluod yNYIS-qV

SUBSTITUTE SHEET (RULE 26)



WO 2019/236921 PCT/US2019/035888

2/11

1008
- ' _ - &0 VHR? = 0.9975)
ZT:_t : R} e 2 2= .
B0 s+ 28 niv{R? = 0.9896)
2 1 s 12,5 nM(R? = 0.9990)
§ 1660+ ¥ OB25 nM (R =0.9971)
2 ;
& .
e B B4 o

19 w NUNNRNRIINARRR— _—

SRS B R 1 10 NG HNG 1NN

JABGR1 antibody-siRNA conjugate] ngimb

FIG. 2A

HHNO0Hy _
-~ 1 w380 nhi{R? = 0.9998)
:IE TN A(RZ =
35, TORE0 s 200 N (R = 0.9997)
8 ; ws~ 100 nh(R? = 0.9993)
& 1000, < 50 oM (R? = 0.9997)
oy _
S S < S

T e

Bt 04 4 8 160 1000 10000
[ASGR1 antibody-siRNA conjugate] ngfmi.

FIG. 2B



WO 2019/236921

3/11

100000
El
5. 10000y
p 3
@ -
g_ %{}3{37
o 3 w“":
e ” ";\% "o
o 100 ¥

W\
16 TIERY R Y ¥ ¥ D
881 83 1 18 i8¢ 1600 100060

[ASGR1 antibody-siRNA conjugate] ng/mL

1000000

100000

10000

1000

MSD response

100

FIG. 2C

L%
®E
24

o B

g

$§§§

10 4—rr

0.1

1

10 100 1000 10000 100000

[ARC] (ng/mL)

FIG. 3A

g @

PCT/US2019/035888

mouse serum (R? = 0.9988)
-¥- mouse liver (R? = 0.9956)

bn-TFO(T2)-25B3 RAR1
bn-TFO(T2)-25B3 RAR2
bn-TFO(T2)-655 RAR1
bn-TFO(T2)-655 RAR2



WO 2019/236921 PCT/US2019/035888

4/11

400000 4
e bn-TFO(T2)-25B3 RAR1
bn-TFO(T2)-2583 RAR2
s bn-TFO(T2)-655 RART
¥ bn-TFO(T2)-655 RAR2

300000

7 B bt

Q
]
e
Q
& 200000
g
]
1]
=

100000 %
0 ﬁ § T T 1
0 10000 20000 30000

[ARC] (ng/mL)

b-TFO(T2)-25B3 RAR1] bn-TFO(T2)-2553 RARZ| bn-TFO(T2)-655 RART| bn-TFO (12)-655 RAR2
7.717 £ 0.04818 10.66 + 0.186 6.306 + 0.04549 8.077 + 0.2206
FIG. 3B
100000+
3 ¢ bn-TFO(HPRT)-25B3 RAR1
N
@ 10000- i ® bn-TFO(HPRT)-2583 RAR2
g 8 §  bn-TFO(CO11)-25B3 RAR1
Q.
2 1000 o & bn-TFO(C911)-25B3 RAR2
oy &
& &
2 100, & " o s ¥
é sadoeee®™®
104

0.1 1 10 100 1000 10000 100000
[ARC] (ng/mL)

FIG. 4A



WO 2019/236921

5/11

PCT/US2019/035888

80000
-o~ bn-TFO(HPRT}-2583 RAR1
@ 60000~ - bn-TFO(HPRT)-25B83 RAR2
§ - bn-TFO(CY11)-2583 RAR1
g 40000+ -¥- bn-TFO{C911)-25B3 RAR2
Q
(23
= 20000+
0 ey t » ]
] 10000 20000 30000
[ARC] {ng/mL)
bn-TFO(HPRT)-25B3 RAR1 bn-TFO(HPRT)-25B3 RAR2 | bn-TFO(C911)-25B3 RAR1 bn-TFO(C911)-25B3 RAR2

0.002591 3 0.0006742

0.003465 3 0.0004385

1.179 + 0.01785

1.8+ 0.0179

FIG. 4B




PCT/US2019/035888

WO 2019/236921

SO

aoeINg pIjoS

m m ﬂ , «——— upnarydang

¥ unog
%—UOA‘:‘.:-& Uhlmﬂ—-fw

.

S

6/11

adeyIng pIjog

— m ﬂ ﬂ ﬂ . ﬁmﬁm\rﬁaﬁoham

unotg

poquue df-nuy S G

e

\

OdL —NVOMNN,H_
“, “, # g

S

ednluod yNYIS-qV

SUBSTITUTE SHEET (RULE 26)



WO 2019/236921 PCT/US2019/035888

7/11

100000
¥ dig-TFO(T2)-25B3 RART

(12)-
e dig-TFO(T2)-25B3 RAR2
s dig-TFO(T2)-655 RAR1
«  dig-TFO(T2)-655 RAR2

-
(=
[~
[=d
(=]

MSD response
=
<
[

100

0.1 1 10 100 1000 10000 100000
[ARC] (ng/mL.)

FIG. 6

13000, ~s Assay format 2 RAR1
~s~ Assay format 2 RAR2Z

L 10000y
g -~ Assay format 1 RAR1
o

B 1000~ ~@ Assay format 1 RAR2
é 3

0 e
3 §\\W§W\\\X\\\‘§“ SN
a8t 41 ki fH 106 1000 D

[ARC] (ng/mL)

FIG. 7



WO 2019/236921 PCT/US2019/035888

8/11

1000+
&
1Fas
v
Q
&
© 1004
@
o .
m E
§ b
L e 1 I R L T kL e 222 11 S

0.1 1 10 100 1000 10000 100000
ARC {ng/mlL}

FIG. 8

5 B -+~ Ab-siRNA 30 mpk SC

ié = Ab-siRNA 80 mpk 5C
£ 8 . - Ab-siRNA 30 mpk IV
¥ e - GalNAC-SIRNA 5 mpk SC
o
& !ﬁ
¥
¢ > Y
5 9 AN 4
*"“' Q) \x\ A \\ N .}\ — \\\\\§

w §:\: ] ) \\t&o‘“\\“\\\

g {} X ~ ¥ ¥

o & 0 18 28

Time {days)

FIG. 9A



WO 2019/236921 PCT/US2019/035888

9/11

== Group A: 30 mg/kg SC Total
8= Group B: 60 mg/kg SC Total
s Group C: 30 myg/kg IV Total
=¥ Group A: 30 myg/kg SC Intact
100000 «%+ Group B: 60 mgrkg SC Intact
N -+ Group C: 30 mgrkg IV Intact

N
Nl
N \\\\§\\\\\\\\\\\\\\\\\\\\\\\ B
‘\\ S D NN
=
N

N ) N \\
N .
100y %o W

. S
B R N s
LA )

N . N
o %‘\' T TR TR
= k RN ;
N
¢ Y

N
A

\\\\\“\\\\\\\\\
SR = N :
RN .\“\\\\\\\\\\\\\\i

h

=
“

Concentration (ng/mL)

0 100 200 300 400
Time (hr)

FIG. 9B



WO 2019/236921 PCT/US2019/035888
10/11
Total Drug Measurement
EICH
O e Ab-sIRNA 30mpk SC
§ ' A AbsiRNA 60mpk 8C
= W o Ab-siRNA 30mpk 1V
& .
5 . ~+ 25B3-antibody 0.5 mgikg (scaled)
g 4 \\K \\\:‘N}‘\\'\Qb y
g Sl
& A
8
L &
8.1 ¥ ¥ ¥
& 5 19 18
Time {days)
FIG. 9C
Intact Drug Measurement
10 ~s Ab-siRNA 30 mpk SC
g& i Ab-siRNA 80 mpk SC
35 s Ab-siRNA 30 mpk iV
E 44 3 - GalNAc-siRNA 5 mpk 5C
5 3 ~¢- PBS Vehicle
=
£ Ay
b2 X T
£ - §\ i
e \
S 3 o § \\\\\\\\&\\ \M\\QQ\§
& v : o
o § W 1

Time {days)

FIG. 9D



WO 2019/236921 PCT/US2019/035888

11/11
radbesiRNA duplex
3

/

158588

mdbesIRNA triplex

/

1654587
172338
100000 120000 140000 160000 180000 200000
...................................................... {}{m@m{&umémﬁqs {{}a}
158579
: A & PR 3§ Y -y on
100000 120000 140000 160000 180000 200000

Devonvoluted mass {Da)

FIG. 10B

SUBSTITUTE SHEET (RULE 26)



