PCT/US2019/032647

WO 2019/222491

113




PCT/US2019/032647

WO 2019/222491

2113

29 9L 997 it it 967 97 567
b 4 , 7 " ot \k ‘ ‘ 7 k . 7
30MN0S |, 1¥0SS300ud |, ¥oss3noud = SN | COMCnduninaizg | JossTooNd NS
Y1y LINSWAL [ OWINXL = — Goaa Q0N e e ONI NN v1Y(
14085300k i A 4e H0SSIO0Ud |
RO |0 w4 HETNCEHOS =m0 e RN
N N By o\ gy / b4 /
41 Lo \ A — A A
¥ 14 o Ve | ¥ 1
IS |, M0SSI00Yd = Howoaaa e = OON /A | Q0N - y0900Md [=140953008d |, 30MN0S
VYO T N0« ONW e GORAD |/ \ | QON et ONIXL | NSNVEL vLYd
i . x - = , 17 . ; ' s
k! ! K /I S | 4 7 e
092 857 957 ST A 062 022 oW
MM]L B .P.:m\tw .
% ¢ f W\,
P 757 ey
Gl 01




WO 2019/222491 PCT/US2019/032647

313

©

R |

I wxw ZXWonoODrouw

© wxrew KrwWwwODxKOouW

» wrew wooOodDxrouw

w wEw FWooDXou

e

w0

<t

e

o

- =
T T e T e g
; Li.
o

o wro rWwowooK oW

o HE® CWno oo

- NODxow

P

[Xe]

o

[ap]

™ .

<O




WO 2019/222491 PCT/US2019/032647

413

o

ol | |

| DX KLWHOSE O LW

9 5 1 wE® runodxouw

o wrew CuLoODXO.w

© VwE®Y KWOODXow

<o

19

T

™

A

(@]

©

- _

: ,

o | hE» EWHO DK oW

w Xy FZWHuoOoDXow L TTTT T

~

. )

[T9]

IR

’ B A O -
o~ . o
~ )
ol bl ™




PCT/US2019/032647

513

WO 2019/222491

J¢ 9l

g =]
o 4

[HERE
L1

REERES
RRRERE

24

W




WO 2019/222491

fade

D

5
Y

s

2
*

Pn

%

Wi

-~
=~

o)

0N
R
P

-

6/13

B

»

PCT/US2019/032647

FIG. 4A



WO 2019/222491

s

N

vt

o

XN
#

R

d

e
&

7
Y Y
B

713

e

e
A
L.

o

ol
0

. o

ey

*

»

PCT/US2019/032647

FIG. 4B



WO 2019/222491 PCT/US2019/032647

8/13

QO
&
& 8
Q\\‘
N S
S

Ra

e \\\\’:;

N i
o W s
N 3
N o :
= ;
RN i
N o~ )
Q< i
® :
N

i\\‘\*, o

N s

Tl -

FIG. 4C

N
o W
Se¥
S
NN
SN o -
N
&
SN
N
SN -
W >

N

i&: SN

Qo

T At

nw

=N

NI

QW

QX
X >



WO 2019/222491 PCT/US2019/032647

9/13

o goy

% 4
[

.
Yo

e

faone
3

o
Nl
3

e N
)
N

{

0
~\\\'\'§‘
-
e
o
&
e * oy
| ¥
§ i g\\\\\
S ; g
i ,
& :
¥y ¥
& & i
i &
“ow®
P
-
L& N
N .
8y &
F N +
3 ]
.
.
i~
oo
IR et N
v AT
Ty A - P
S \..::.} he]
& W SN
> &
" e

FIG. 5A
FIG. 5B




PCT/US2019/032647

WO 2019/222491

1013

g9 9l

S35 20IM0SAI §HS ojdumur
o1 Jo uonBm3uos 913 01 AUIpIonoy S SIoul
30 SUO “UOHEIS 088g i 03 H[} o4y Aq ‘Buinrususiy,

V9 Ol

pgg - #

5138 20IN0s3 §YS dnmn o
Jo usnemdyues 3y o1 SWpPIoIoe G 0} AQ PORITISULY
TOTIS 358q 511 Aq ‘U SI0UWE 10 5u0 SUIAILsSY

o 4

SIUHIRISH0D SUNMIMS BOOauR
43 0F FUIPIOD0T 5125 00InosaI MY sidumur sy
s 411 oy senduoo iy ofussow uonemSguos

259 T

STUTBIISTOS
SUTYOIIMS PUISIUE 24} 01 SUIPIOOIT §108 I0IN0SaT
Sy apduyom sy g 0 oW semSwon ey g o o1
UOLEs 988 o AQ ‘ofessow uonendyuod v Suiniwsuer ]

”

- seeg e o) (Hy) weurdmbe 1osn v 4G ‘Furpiwisues |

11 9 Ag Buryonims
PUUSIIE IO $10S 30Inosad (S} 1vufis 0ouainial
Surpunos o1din Jo g 913 10] UOEIS 058q 93
Aq ‘wonemdgues Swpiedal SHUIRIISUOO BUNISIIMS
vuuoye Juneoipur sdessow Aungudes v ‘wonws

t

z09 4

1) 23 AQ SUTYLIIMS RUUSIUE 10 5108 300831
{$3%) eudis soussayay Fuipunos 2pdimuw Jo 4 oW

10} uonEis oseq oM Aq ‘wonem3iuos Smpredor UTRHSTOD

Fuoyms euusiire Suneoipul afussow Arpigedes
2 (g} yuoundmba zosn v woxg woness oseq v Aq “Busionyy

059~

gog ~*




PCT/US2019/032647

WO 2019/222491

1113

V., 9l

138 20IN0SSI §YS sdnmnu
3 Jo uonemSno a1 0 SWpIooor CYS SI10W
I0 QU0 VOLEIS 258q oY} 01 7 oW Ag ‘Fuprwisues]

108 90Inosa: s erdnmm o
10 uopemndnuoed ¥y} 01 Fwpicoor g oW Ag peniwsurn
“TOTIEIS 958q I AQ ‘S 910U 0 SU0 SWAIeDYy]

75. %

AL e
AG SUIYIIMS RUTOTUE JOJ 5105 90100801 {§YS) 1euds
aousieyss Fupunos ojdnnw M ‘SIETENSUOD
SUTYDIMAS BUUSIUY 2I0W 0 300 0} SWIpIcoor ‘4
s seanFguoo ry; ofessowr vonrmBuos v U0LRS
sseq v woyl () wourdmbs sosn v Aq ‘Suiarensy

2oL~ 0

STt T——

01 941 AQ FOYoIAMS BUUSIUR

{ 107 5308 enmosal (K38} reudis sousisysr Jupunos adpn

A ‘SIUTRRSTOY FUiyolizns BUUSIHE QIOW 10 3U0 0
Supiosor ‘g0 om semByuoo ey () wwewdmbe o e
0} UOTEIS 368g v AQ ‘oBessow uonemBgues v Suypwsunsy

007 =




PCT/US2019/032647

12/13

WO 2019/222491

8 Ol

008
gNb
:
AT OXY SYS
€08
o 1 1eL08
e 181 Byuod ~
€08 | : , L
\x loxyd Aligeded o soipey n3 \m-mwmm
¢08 : ; SS3BIM |
Aowsy ‘ :
2y~
_ 10888201
7 /isjjosuo)
ove




PCT/US2019/032647

WO 2019/222491

1313

006
=N
AT exesus
P06 | .
2 "1 1BL06 .
AT X Byuon L ™y
£06 a “
At Jex1 Anigeden soipey
206 | | b SSejaliM
Aows iy
z8z~"
10SS@201d
1 pejonuon
082




