WO 2020/086406 1/23 PCT/US2019/057033

Q :
2 o T: - }foigezavw
C .
&’ = te P« fE£0OZZOVW
1 :
3 § ™ sHHe. - 20SSZavW
@) + . . 3
@ £ HH levszavw
O & % . 3. =6.ySZavwW 0b
2 qé)DI . i -608zZavW -
» S g1 =GSszavw
c S :
5 Dot =G08ZZdvw
= L} - /6VSZAVW
* o -GE0ZZaVW
-3 -sad
©c ©o o o o
N - < N

(BHww) 2411°Se8Vyqg uesy 2-¢ Aeq



2/23 PCT/US2019/057033

WO 2020/086406

(9=u) By/Bw oG £cozzZavW
(g=u) BY/Bw gz cozzavw
(9=u) By/Bw ¢ gcozzavw

(p=u) Bx/Bw | ecozeavw
(g=u) By/bw gz |onu0o adAios! 6]

S

——
¢
—O0—
——

¢ ‘34

(sAep) swiy
(T4 02z Sl oL g 0 *
] 1 ] ] ] ] c—\—\ M
1] JIRaRER AN -
‘ e X @
<\‘< R X ,ri\ A' AV ﬁ“ Wl ir4? S
L7 o1 ,..'o.u.’ \‘-‘-"- \ 5
i ¥ @
T rocl £
®
3
3
oVl @

ainssald poo|g 21|0}sAS



3/23 PCT/US2019/057033

WO 2020/086406

(9=u) By/Bw G ££0ZZavw
(g=u) BY/Bw gz £cozZavw
(9=u) By/Bw g £c0zzZavW

(y=u) By/Bw | ecozzavw
(g=u) By/Bw Gz |o43u0o adAjos] 96|

T

——
VAN
—0—
——

€ ‘314

(sAep) awi ]
14 0¢ Gl ol S

ainssaid poojg dljojseiq

o
0

T
(=)
(=2}

-001

I
o
-
-

(BHww) ainssald poojg Jljolseiq



4/23 PCT/US2019/057033

WO 2020/086406

A

0¢

¥ 314

(sAep) awiy
Gl ol

(9=u) BY/Bw oG £c0zZzZavW -
(G=u) By/Bw GZ ££0ZZavW
(9=u) B¥/Bw G £cozZzZavw

(y=u) B/Bw | €e0zzavw
(g=u) BY/Bw Gz |0.3u0o adAjosi yOB)

ajey pesH

(1[04

-00S

T
(=]
(=
©

-00.

(Wdg) e1ey ypeaH



5/23 PCT/US2019/057033

WO 2020/086406

T4

G ‘314

(sAep) awi)
0C Gl oL G

(9=u) By/Bw 0G ££0ZZaAVW
(g=u) By/bw gz ££0zzavW
(9=u) By/bw G £cozzZavW

(y=u) bx/Bw | geozzavw
(g=u) By/Bw gz |043u00 adAjos] OB

2.Inssald |el1dly Ues|\

06 =
o
-
>
~001 m.
5
-
-0LL 3
n
7]
£
-0ZL °
3
3
I
-0€lL @



WO 2020/086406 6/23

.H.|. . |
|
o o|e|2g
. .|_}|.

T
[=4
o
-—

(1M) swnjo 21j03seIq PUT

|
<

e} L
®

o

o
0 ©0

1204

PCT/US2019/057033

Fig. 6B

Fig. 6A



7/23 PCT/US2019/057033

WO 2020/086406

> >
& 8 & & o
L L L U >
Q Q! L L ™
¢ L & &S e
S &S 1
\ig v ) N S
o® N N N GV
1 1 1 1 1 °N
Jn
m
X o o &
d -0 ©
0 3
. - x® 5[5
Iml % X O m.
Il v -09 o
v ° \u1
X

I
(=
-]

vL. 314
N
Aoo
o~
§
&L L& L,
A A (e} N o
NG NG v & &
v v N S \y
& e o’ N
N\ O I\ G\
1 [ 1 1 | | [ 1 ° d
8
Q
0L 9
S
X O .. 2
Loz =
TR i RS 2
. =¥ o -oe S
u \V «Q
AV [ ] -
2

T
(=
<



8/23 PCT/US2019/057033

WO 2020/086406

8 '314

Aeq
6l Gl L L € L- G-
(o's Aep/by/Bui G'}) || uisuajoIbuy _
. 001
: A
/
/ ot \m\
AN N 051
’ N
:  Buisop
* _ “
# 4 ; 00z

By/Bw 61 018ZZAVW -m-
By/Bw G 018ZZaAVYW -&1-
By/bw Gz £e0zZaAVW =
By/Bw G £e0zZAYW -

By/bw | eeozzavw -e-
By/Bw Gz |041u00 adAjosl b -e-

(BHwuw) ainssald poojg 21|0)sAS



9/23 PCT/US2019/057033

WO 2020/086406

6L

6 "314

(sAep) awi)

Sl L

T3S Rep/BBw & 17 1T UISusiobay

By/Bw 61 018ZZavW
By/bw G 0L8zZaYW
By/bw gz €cozzavw
By/bw g ¢eozzavw

By/bw | eeozzavw
By/Bw Gz |041u0d adAjos] 96|

EEREN

% %
# # [ # i M i
* * # *# #&“%

/

eeccccecccsccscccccccc e off

Buisop

=001

061

=002

(bHwuw) ainssaid poojg s1joseiq



10/23 PCT/US2019/057033

WO 2020/086406

Sl

0T "Si4

(sAep) awi]
YA

I‘T

F©

(o's >m._u\mv=mE S :_.w:wao_m:/.\

By/bw 61 0L8ZZAVW
By/bw g oL8zZzavwW
By/bw gz ceozzavw
By/bw g geozzavw

By/bw | eeozzavw
By/Bw Gz |osuoo adAjosi y96|

.n.vl
-._M_-u

$ ¢ X7

=007V

=005

=009

=001

(ndg) e1ey JesH



PCT/US2019/057033

11/23

WO 2020/086406

Sl

1T ‘814

(sAep) swn
L

T3S Rep/Ba/BW &'1) 1T UISUSIoBuY

By/Bw 61 018zZdvW
By/bw G 018zZzqvwW
By/bw Gz ccozzayw
By/Bw G ¢eozzayw

By/Bw | eeozzavw
By/Bw gz jonuoo adAjosi 96|

o ko

=001

=051

=00¢C

(BHww) ainssald [elIay ueap



12/23 PCT/US2019/057033

WO 2020/086406

By/bw og £cozZavw -
By/bw gz ccozzavw -+
By/Bw G £cozZZavW -

Bx/bw | ecozeavw -o-
B6)/6w Gz |041u00 adAjosl 0| —e—

¢t 814

(sAep) awny
15 L

001

dwndiuiw eino's (Aep/6x/6w g 1) || Buy

¥ ¥ ¥ ¥ T

-0C1

-0vi

-091

081

-002

-02¢

(BHwWwW) aunssald poolg 21103sAs



WO 2020/086406 13/23 PCT/US2019/057033
>
[ O
-
-
Q
E
>3
(o}
£
S
8
3 ?
O
3 >
n
>l = g
5| ¢
(&)
~ T
5 =
S
0
>~
o
e
<
—
>
>
. <
1
o ) o )
) © =] )
- - -

(Hww) ainssald poojg 21jo}selq

Fig. 13



WO 2020/086406 14/23 PCT/US2019/057033
>
|
-
> o
£
>
o
£
=
o
>
[&]
) m
= >
>
>l 3
(e (]
X
> £
e -
0
=~
> =
c
<
>
>
L. ™
[
o o o
o o <
~ O <

(ndg) @1ey yesy

Fig. 14



15/23 PCT/US2019/057033

WO 2020/086406

Gl

GT 314

(sAep) awi)

L

dwndiuiw eino's (Aep/by/Bw g 1) || Buy

3

X X

+H

-Ov1L

-091

-081

-00¢

(BHww) ainssaid |eLapy uesp



16/23 PCT/US2019/057033

WO 2020/086406

q9T 314

T
o
N

T
(=]
<

T
[=
©

T
[=]
-]

(1M) swinjoA 21j03sAg pu3

-001

v9T “3i4

> >

o..& 0..& .%v .%v o
‘L A\ ) ) o

¢ & N

& & ® ® Xy

$ d o P

& & & & &

& F F &F
1 1 1 1 1 o E
2
O ®

L0z
n m w
TLEFET
m X f0y S
(2]
Lo9 S
=
Log 2
=
LooL



17/23 PCT/US2019/057033

WO 2020/086406

a/T "314

> >
S S 9&@ 9&@ P
$ L N 1 >
S & T
& < & I $
i v % O o
N N N N o,v
L L 1 1 M °
Jn
-02 m
=
m X o tov 3
il e ol N
P4 [V}
=09 Q
v 5 =
=
-08 %
-001

VLT 814

-0V

(%) Buiuspoys jeuonoely



WO 2020/086406 18/23 PCT/US2019/057033

Fig. 18C

o
™
(6) ssew ueaT
faa)
00
—
ob
Ll
%
o o o = (/OO °"l/
™ AN -~
(B) ssew e
2
S
-2 &
x
o
Z
O & S
N A - % L
289 g
53¢ 3
O g ob
O o
Q ¢ WM< T
(6) b1apn Apog [ @



J6T 314

PCT/US2019/057033

1249424y XY

(3siuobe LydN) 018zzavw EE
joJ3uod [

19/23

b1

¥

WO 2020/086406

(31942/1u/6x/1eD¥)
ainjipuadxa ABiaug

d6T '3i4

1249404y 3
(3siuobe LydN) 0182zavw EE
jouod [

© ©

o

<t N
(;01 X 4u/Bx/jw) 20D

V6T 314

1249424y 3

(3siuobe LydN) 0182zavw ER
joJ3uod [

© © ¥ N O

(;01 X 4y/Bx/jw) 2OA



20/23 PCT/US2019/057033

WO 2020/086406

ga0¢ "314

o
S
0

tH -
-
=) o
o
(Jp/bw) 8soon|5) Buise

o
S
@

voz ‘314

1249404y V- Y

(3stuobe LydN) otszzavw - W
loguog -O- [ ]

(‘ulw) swiy
0cL 06 09 0€ O

¥
++

(Ip/Bw) 8soon|s poolg



WO 2020/086406 21/23 PCT/US2019/057033

Fig. 21C

(6) ssew ueaT

:Ti*
N
(L

Fig. 21B

(6) ssew je4

=
0
5
" 1O =)
§ © ©
.k-k -
{ &
i o > z
i [¥ O <
R o QN
H QLI.<
i | O N(D‘_l
¥ N gu_N
< 0 )
E < o
N

0
] -O- Control

NN

(6) wbrapn Apog



22/23 PCT/US2019/057033

WO 2020/086406

Jze "3i4 dee 814 vee '3id

1249494y &Y 1249494y &I 1249494y &Y
(3siuobe LydN) £cozzavw BB (3siuobe LyudN) ccozzavw B (3siuobe LydN) ccozzavw B
jouod [ joJjuod [ [oJyuod []
< Bi <
Nieq W61 S b o
0= o 00 0=
o 2 - 3
L = - L -~
- Qe v 3

2O =5
0ce $ L o L9 vlnf
E— [ o2 > o
loc S E g S, g~

0¢ 5 82




PCT/US2019/057033

ga€e 314 vee "3i4

1249494y V- Y
(3siuobe LydN) ccozzavw i N

23/23

WO 2020/086406

va AV% jouony -O- [
.0
Q
%uvv/voﬂv J/,voO (ulw) swi |
17 oY o
XN 0cL 06 09 O0¢ 0
1 1 O - L 1 1 1 O
oy W
= v— 8
N 00| « F00Z o
o ®) o’
c 5
T S 2
-00¢ @ -00¥ o
3 e 3
-00€ S -009 =



