PCT/US2019/032647

WO 2019/222491

113

004




PCT/US2019/032647

WO 2019/222491

2113

wu»'é

54

a4 3¢ 892
.\,A\ \\ 4 .
4oHN0S o 10553008 |, 1MOSSI00Hd
Yivad LINSNYYL + 1 OWIAXL

&
3
mOmmmuoma
{NOD
1
12
ANIS H0SSI004d % ¥0103130
¥ivad EIENE e QNI
kY N .,
% Y 5
(092 8%¢ 95¢
4
e
Gl

Ul it 967 867 667
ok, / 7 / /
= GO0 OOMQ Gty 103130 |, 0SS300ME |, NS
-~ (0WA0 oo_z e ONIN JAIE0HY ¥1vd
W, &
¢ ¥
-
£ 40SS300Yd |,
frisvd m a @mm ﬁ.smmxow &?wmﬁom W @u e ANOWNIN
o 8\ \ e / /4 /
M W | | 41
\ A % ¥
> Q0N \ / m%m.i»m;%mmwoo% <-408S300Nd || 30408
Dozm@ QOW bt OWINXL e LINSNVAL yivad
7 ; ‘
I / 7
x w \PA 062 e W
A S il ST
M % _
/ |3
757 2%
0




WO 2019/222491

1

0

1

0

313

2 3 4 5 6 7 8 910111213

wEre EL®ODEOo.u
DKy FWHODXOLW
VXY CWHODXow
wrw xwwodrouw
WX CWHODXOLW
WEX®w CWLNODEOLW

2 3456 7 8910111213

PCT/US2019/032647

FIG. 3A



WO 2019/222491 PCT/US2019/032647

413

o

o] |

=i VEY KLWOODXOW
Q : nEw KrxuwnooOldoou
o wro FLOODEOW B

© WX KWOODXOLW

N b

(s}

w)

<t

[40]

(9]

(o)

©

o

© |

® wEw FrWOODXouw
o wwe geeoswow | [TTTITTITTIITLL]
~

[{e]

0

<

mi m
o~ o
" O
° L




PCT/US2019/032647

9t Ol

5/13

WO 2019/222491

13

ERNRE

B
UGN

1

e SfeSRIg

A WD

T

&

LA G AT

ST, R s S

REN AN
RENENN

K e

RS

tdd

H
2

LRy

LAY
A




WO 2019/222491 PCT/US2019/032647

6/13

§ N

N

N RN

e N

b

A L

N
P N N
-~ ™ i
o RSNy N
W N
D {
W N
N
3

® =y
& R
A&

S
s -
R
&
N
AR
X >

FIG. 4A

e

W3

N
=N A
© :
& 8
SR S
X >



WO 2019/222491 PCT/US2019/032647

M3

™3
W ey
P
pt N o
LR

o
Y«
W

A
A »

& <
<
.
mis
Ll
-

%

N
S .@“:
Do
:3 {\\(
©

R
X >
.

Q3

[ ™
2 3
B s
NS
Q=<
8 o
N
& X

»



WO 2019/222491 PCT/US2019/032647

813

8y
Q
3
: ~
} [aw
.
v ¥
. P
;
W g ¥
NN
[an o H
N W i
NN ;
© ;
BN
X »
- WK
NN

FIG. 4C

o &\\‘,\:‘

NN
N NG
o NN
RO Bt
X B
S
f\\«\ L
W .
RN
RO
0“\ N
N ?\\‘\»
MW o
QY &
S
fo S
L <
Q& W
R
N »



WO 2019/222491 PCT/US2019/032647

9/13

% Sadha
i - By
] £

sy R

h e

N Q.

R

FIG. 5A
FIG. 5B




PCT/US2019/032647

WO 2019/222491

1013

g9 "9l

108 20IM0say §yS jdnpnu
23 JO uourmM3guos 213 o1 BupIotoe §YS eIow
10 QU0 “UOTIEIS 0SBq 9} 01 J] Ut Aq ‘Bupimsusi]

V9 Ol

R #

5196 90IN0SII §YS ofdnntu o
Jo uonemingueo s o) SWpIoooe Fry oY) AQ PORITISURY
TOTE)S 950G S £q ‘TYS 210U 50 5u0 Fura1e0sy

$0g =~ 4

SJHRISUOs FUIGOIMS BUwouR
3y 01 FUIPIOIoE 5195 00INos YL 2idpnur oy
WM T} oU3 S2InSuod jey) oBussow uouemSIHos
® “UOHES 088G DU WICK 111 Y1 Aq ‘Bumiaisnyy

259 %

SIUIBAISUOD
FuTyoyIMS PUUSIUE 2Y] 0} SUIPIOOIE §109 92IN0Sa1
§¥S siduous oyl v {0 oy semSywon By YN sy ol
BONEYSs 951G 91 Ag ‘ofessow uoremdywos v Suimsuer |

01 9 Ag Bugonims
BUUSHIE JOJ 510§ 90mosed {QYS) Teudis oouaiajel
uipunos dnny Jo “g) oW I0] UOTIEIS oS8q 91}
Aq ‘vonemIgues Supiedal SIUIRISUHOO BUNIDIIMS
euuuR SUneoIpu 93vssow Aujiguded v ‘woneis
aseq v 03 (g wewmdinbs rosn v 4g ‘Fumimsuery,

209~ k)

059~

0 01 AG SUTUIMS RULISINS IO $168 32IN0Sa1
{93y reults sousiszsy Fupumos ajdnmuw Jo “gn om
10} uonEs osuq o Aq ‘wonemSiyuoo Smpreder sjuensuOs.
, Sugoyas euusiue Juneosrpur adessow Aipigedes
7 %{(gn ) yuourdmbs 1050 ® WOI] UONEIS 058G B AQ “Buislosyyy

009~




PCT/US2019/032647

WO 2019/222491

11113

V. 9l

5136 20IN0SII S sdnmum
A Jo uonem3eos sy o) Swpiooer $YS 10w
30 SUO TGOS 2584 OU1 01 () oW Ag ‘Buiprwsiery

5106 9IN0S0L QS sidnnu 23
Jo uopRInduos ay; 0 JUIpIcodE f[) S4l Ag papyuIsuel
‘TOTEIS 981G M} 4G ‘SHS JI0W IO Su0 FWAISITY

zeL— -

204 = 1

dyeul
Aq SUNOIIMS PUUSTER JOF 5195 301081 {§yS) puds
aousieyss Supunos dinw Ui SHITRISTOSD
SUTEOIIMS BUURIUR 2I0W 10 900 03 SUIPIOIR ‘g
2 seanFryuoo gy o8essowr nonmBIUos v UONES
aseq ¥ wogg (g1) wwowdmbe 1osn v Ag ‘Suraressy

e

T} 943 AQ FURSIMS BUTSUR
107 s108 anmoses (e} reudis svusisyer Fuponos opdnynu
A “SIUTEHISTOS FUTYMIMS BUUSHIR SO 10 3U0 0]
Suprosor ‘g om semBguos ey ‘() wewdmbe wsn e
0} UOT¥IS 3seq v 4q ‘e8essow uonemnuos B Supnusur|,

002 ="




PCT/US2019/032647

12/13

WO 2019/222491

8 9l

008
anb
H
AT 4eXd sus
€08
s — 1eL08
e lax ] Byuoo , ™,
£08 -
11 49X Aligeded soipey
Z08 : SS3|BJIM
Alowsiy
ey~
. 108Sa0014
7 /18]|0JIU0D)
ove




PCT/US2019/032647

WO 2019/222491

1313

006
=N
AT 1@ SHS
06 .
e +eL06
e @2y Byuon ) .J ,,,,,,,
€06 s §
L sex | Muigedes || )| sopey
706 : SS3IBIIM
Aowspy
z8z
108S8904d
4 /18]j04u0D
082

aTAT4




