PCT/US2019/046318

WO 2020/036939

1/15

] E|
ssg .uv Jg|joquo)
wouyor .°*.| >domieN
\
ocl

Sg 09ld

g oJoe

00}




PCT/US2019/046318

WO 2020/036939

2115

¢ '9Old
saunog | | |iosseooud| |iossesoid —»| dOW QoA =¥ Jopsjeq | |tosseooud| | uis
ejeq jlwsuel | ONIN XL| * aown3a aow ° ONIN OAIS08Y ejeQ
rd S rd X 7 — 4 ™= 7 7
29¢ ¥9¢ 99¢ q yGe LYAN4A 9¢¢ q 8€¢ 6ec
: ~— :
1Z52 WEZ Aﬁ Aowsiy
10SS9001d 10SS8201d 5
Aowap /18]0UOD Ja|npeyos A.vt 31041U0D cve
rd 7 : : 7 7 H HUN e
¢8¢ 08¢ q 18174 q )74 wwo)
\
ﬁ h 1444
— < b Ivf —
WuIS 10ss8001d| , [ 0100300 | 4 aow aowada s [1ossao0id| , 108880014 [ @0unosg
eeq 1| oneosy [ & omin ¢ | onog aon — 1 omn x1 | nwsuesr [ ereq
7 red 7 rad < 7 rad 7
09¢ 8G¢ 9¢6¢ m#ﬁ ecee oec 0ce T4 Y4
A — > . T
ociL ezse Byee oLl
J0SS00Id nn
\\ Kowsp (@) o o nuon [ wwoy [€
rd red rd
002 e 062 Y62



PCT/US2019/046318

WO 2020/036939

3/15

V¢ Old
poLied [oquiAs
[}
“ | “
.2 10IS >ig 0 J0|S —»
e "
S |
S ——— |
1-Z / 9 S 4 € 4 L 0
awelgng eoe aweljgng | sweugng | sweugng | swelgns | sweljgng | swelgng | swesgng | swelgns
!
oW ——TTmmeee eeeeeemTTR
YY) | +1 8Wel4 olpey } swel olpey | -1 8Wwel olpey ooe juljumoq
| [}
g P
I aWeldolpey auQ i
oWl -
YY) | +1 8Wel4 olpey } swel olpey | -1 8Wwel olpey Y yuldn

00




PCT/US2019/046318

WO 2020/036939

4/15

(1 -55x0ug)
39019 SS

,
S
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.

g¢ 'Old

HO8d | SSS | HO8d mma\

° oo V_oo_m S | .v._oo_m mm....
o | ﬁ.u .E:m SS

189S ¥sing SS

sw X




WO 2020/036939

5/

15

PCT/US2019/046318

o
=
X AE
|_
X | o
2] .S »
o0 o)
:§ % © g
o § (O_g
= o 0
5 O -
' eoe ese |0
Y
S R NN WA NN NN NN
I Joueognsg

FIG. 4



PCT/US2019/046318

WO 2020/036939

6/15

g 'Old

\
dul dul dul
805 -
14 O N-14 Ol 14 Ol
ONV
205 -
NV-ON NV O
0lg -~ 905 <
\
MD-DG sueld-0 G
ND-ON
05 -

009



PCT/US2019/046318

WO 2020/036939

715

9 'Old

Nndad Nndad Nndad
\- 909
|
NY-0
NY 96
H"Ill‘[
NV-4IN ..\Jl\/
09
)\\)\
= \,\.
MO-OG aue|d
-0 9¢
No-0
NO-dIN 209

009



PCT/US2019/046318

WO 2020/036939

8/15

Z-91 :¥319 '05°0

:o)el ‘(pauspoys) yuel4

Z-91 :™¥31gd ‘so
:ojel ‘(painjound) yuel4

p-o1 24319 '05°0 ,
:o)el ‘(pauspoys) yuel4 \

p-91 :¢319 'S0
:9)el ‘(painjound) yuel4

Z-91 {319 ‘290
:9)el ‘(pauspoys) yueld

Z-91 {319 ‘290
:9)el ‘(painjound) yuel4

p-o1:¢319 290
:o)el ‘(pauapoys) yuel4

v-91 :¥379 290

:ojel ‘(painjound) yuel4

004



PCT/US2019/046318

WO 2020/036939

9/15

oLl
sd

()

V8 "OId

29p0oo Buipoous
Buisn ejep spooul
0¢Zs8

0cl
an
m

uoNEedIUNWWOD
O7171dN 10 Blep pspoous Jiwsued |
0¢es8

Jojoe} Alljeuoisuswip
pajshipe Buisn
ejep O774N Bulpoous oy
8pod Bulpoous Jonasuo)
0l8

008



PCT/US2019/046318

WO 2020/036939

10/15

48 "Old

(M) sug uonewuou|

0001} 008 009 00v 00¢ 0

ZhiL 18)e1 8poY -

8/l ‘9jel 8poy

G/l @18l apo)
abejs=|e paisnlpy
/| :@1el apo)
G/Z @18l apo)
Z/1 9}l 8pod)

o[z 9.l m_ooo._”

abels-||y

N

L, L

(painyoungd »o0|9)
2p092 Jejod YNV abeis-||e paisnipy

G-91 Je ¥3719 8Aslyde 0} (gp) ONs3

008



PCT/US2019/046318

WO 2020/036939

11/15

000} 008

08 "OId

(M) sug uonewuou|

009 00v 00¢ 0

2/ ‘8.l apo) \%@@?\\% 4

§§§§%\§

€1 9V81 P00 sty

7
abejs-||le pajsnipy

o

abejs-||v

(pauspoys xooig)
2p09o Jejod YNV 4 abejs-||e paisnipy

G-91 Je ¥371g 9Aslyoe 0} (gp) ONS3

008



WO 2020/036939

PCT/US2019/046318

12/15

1785

‘o1es 0001

apo)
G/c

-ajel/;
apoD

all
el

opo) |

008

(M) sig uonewloly|

009 010)4

as "oid

abeis-|Iy

00%8}

e
s

e H

I
WVEERRERVIPRE

n"n““&\&v\wv\\\\)\ . : ; .
- Prtedslnty, LN
Pote iy, ” v\\. k\‘.\\&w\\\v&ﬁx\ piins,,
% s B,
“wd \\\\n 7 \\\\\.\&
2 K \“N‘ 2 \v“
et PR g e, 4 s
Uirey, 7 G \\\\\..\\v\x\\ Py
o Ty} % f LN s
L Bw) Y e
b v 2
vod

s R

AN

008

(M) sig uonewloly|

009 00v 00¢

Y379 g-2l ¥ (painjound)
abejs-||v sA obejs-|leiued

i ’y .\\\t/\ i Aty
%\\\“§\
(A
. o,
Podoy,
O \\\.\\\\\\\\Q\ 2 % \\?\
g X A k
o) y f Werragyen,, #
.w N ’ \.\\\\.\\.. ,
| ,
(@] \ 4\\\
BRI A ey 1 &
H A Aty b Petr G, g ‘o
® : M e . -
. H w3 ‘ A1 G P .
o LY “ .
, . (2
ﬁ. ' ; Y P& %,
=) a. Y b
® [ &.
< ; ! )
® M .N ‘\\
1
P

obe)s-leiyed

Y319 z-2l e (painjound)
abeis-||vy sA abels-lelued

Z-91 1e ¥371g aAaIyoe o} (gp) ONST

008



WO 2020/036939

PCT/US2019/046318

13/15

000}

38 'Old

(M) sug uonewuou|

008 009

00v

; : \ ; : ; : |-
S/L :©VI BPOD Lttmtritim i v
S s g W b
O st Wttty 1
o i \\\\\\\\\.\\\\\m\u\“\ \\\\\\ ety
Sy bty 4, m
GIT ©VRIBPOD . . sipimgy, ) o, ’ g
e i v adl 4 B gy gy, : = : Z
e 7 u, P G005 “Lospyesy P o
oty w Wty i ", -
AR \\..\\\\\ "4, % )
% ; "%, “,
2/\ :©¥el 8POD Fumgm Vg o P, e ©
. e B st % 7 %, <
\ .«\\\\\“\ t\\\\\\\\\\\\\\\\\\\\\.@\\aﬁx\\\{\\w\\\\\\\ Ly Bt oy Y -
Py % T . P s, B, ‘%
3 % KT e Y Yo ity iy, > o
% Y i “ 5 K oYy )
% % f W o s T Q
% (1 : 7 ¥ .. I
; L i i T o
. ’ Iy g % % @
€/C 81l 8P0] 24, B Hip ’ <
- L g, st d A ey %%
&\\\\\\N\\\\\ i w«\,\\\@N “\ e Yot s F \\\\\\‘N\\\\\ oy s, L, i Forr ®
%, PRt i L % I e o T A
. A AR L T R R TR S A i £ f o0 SRR S TR ] W
: % “ 4 R A s 2
v ? i y L4 7 )
Yo 2 5 % i
Y 4 i 1 —
abeis 7 87 -
q _ L % 5 < L o
-lelue 2lsh % 5 7
L2 5 %
[ellJed paisnipy 2 Z o
% i
£
, \w$ .
7
A
abeis-lelued ,\ ‘ ‘ ,\ ‘ ’ , 6

(painioungd »o0|g)
2p092 Jejod YNV aebejs-lenued paisnipy

008



PCT/US2019/046318

WO 2020/036939

14/15

6 'Old

18s 1Iq uoljewJolul ay) 0} Juswubisse
110 Uonew.Jojul ay) uo ped Ul 1ses| Je paseq apod Buipoous
ay) Buisn pspoous UOHEDIUNWWOD DTTYN Yl Jwsuel |

4 )
Buunound 3o0|q

8p092 J0 Buluslioys ¥00|q 8p09 o} P8IoNJISUOD S| Bp0D
Bulpoous sy} ulaiaym pue ‘epod Jejod YNV 4 obels-leiued
J0 9p092 Jejod YNV L abeis-||e sI apod Buipoous sy
ulalaym ‘1ojoe} Ajljeuoisuswip pajsnipe ue uo ued ul ises)
e paseq pawJopad sI 8pod Buipodous sy} Yim pa)elioosse
18S 1ig UoljeWIOUI UB 0} JUsWUBISSEe }Ig UoBuLIoUI
Ue ulaJaym ‘uonesiunwiwod (D774N) Aousie| moj ajgeljel
-eJjn ue Jo ejep Buipoous Jo) apod Buipoous ‘Buipod Jejod
(MNVYY4) |aulay paoueyus Ajeoel) paisnipe 1oy 1onasuod)
\ J

0c6

~ 016

006



PCT/US2019/046318

WO 2020/036939

15/15

0L 'OId

0€0l

18S 1Iq UoljeLIoUI 8Y) 0} JUswuBIsSE JIq uonewJojul
8y} Uo Jed ul 1ses| 1e paseq UoeaIunwwod D778 N 8yl 1o Blep ay) apodsq

+

0col

Buunound Xo0|g 8pod Jo Buluauoys 3o0|q
BP02 10} PBJONJISU0D SI 8p0d Bulpodus ayj Uleiaym pue ‘epod Jejod YNVYY L
abeis-|eiued 1o apoo Jejod YNV 4 abeis-|le sl pod Bulpodus sy} ulaiaym
‘J0j0B} AJljleucisuswip pajsnipe ue uo ued ul }ses| e paseq sl 8poo Buipoous
By} YlIM paleIoosse 18s }ig Uolewloul ue 0} Juswubisse 1g uoljewlolul
UB UldJaym ‘uoleaiunwiwiod 774N 8yl 4o elep Buipoosp 1oy apod Buipoous
ay} ‘Buipod Jejod (MNVYYHL) 1euley pesueyus Ajejoel) paisnipe Jo) ‘sulwlisiaq

+

010l

9p0o Buipoous ue Buisn pepoous
uonesIiuNwWwod (HD774N) suoRedIUNWWOD ASus)e|-MO| 8|qelaJ- il N Ue SAI808Y

000}



