PCT/US2022/026560

WO 2022/232289

1/24

[zl jeubis Juows|e

1eadal UOIBLILLI) fioweinBay Jayodai 12J0WCId 1eaday
papeAUl pue mm%ﬁmuw%ﬁwm& 440 {BOUBLUS  pelisAul Juelni
addipipy  uopejiuspedod
H ydHOg ER R A,
e G 1£= e A L
SueuAsY
di ‘ol
jeubis UAWSIS [znwv]
1eadal UOHBUILLS) mgmmwwmh lsyode: 18J0WO0Id Jeadal
poLAUl JuBNpy pue jeuonduosuBsed 440 jeduEyU PapBsAUl
uongiAuspeliod adApim
H YdHOg ER OV ,H Y
o9y Pte A= bed
OUBUIWASY

Vi Old




PCT/US2022/026560

WO 2022/232289

2/24

G
0} sAlelBl W11
JUeuASY

%mm&m% SHESuETEEY
Jojejnoa. 1l peyipou
BUOHAUISUBINSO susuwAsy
Jsjouioid
yAjod SHdM (ooueyug FFL Y

e
oUeuILASY

o1 'Old




PCT/US2022/026560

WO 2022/232289

3/24

ull Juewaj ¥11.£ O} oAgefes

%«uﬁwmﬁm Aojenbisg JEOLIBUILAS
\1] e jeuonduosuesod 1] enp
: Jaououd
X H whjod FdM [eouByU H
gy g 2= % T4 b
'S3 1| PRIPOW DUIBWIWAS AjERUBISqNS 10 ‘DUIBIWAS
=IO E
{jeolgauwAs) jeubis
jeadal UCBBURLLIS) o Jouodsy J8J0UW0I jeade
Aioyenbal OB POLIBAL
Y H vdHog M H V0 H,
Ou G 2= %3 2 e

'S4 || POUIPOW DLISWILAS ABRUBISONS JO ‘OLISWIWAS

dl 'old




PCT/US2022/026560

WO 2022/232289

4/24

| {EOLISWIUAS

Aenueisqns i any
i0 Mwmmﬁm&m&mww Alciejnba dirim &
S £ ieuonduosueilsod
Jajououd
H vAjod JHdM jisoueyug H
g 125! £ T4 b
SHL LA-LAA SUISWIUAS AJJBIUBISONS JO ‘DUIBLILASG
oL 9ld
{jeoLyeunLAS jeubis JusWap
Ajjenueisgns UCHBURLLS] Kiojeinbes Jeyods) 1BJ0W0I ML S
: ﬁwﬁ %@ soneifuonefiog PUOMdiosuERsg O HeOtEUU |
H ydHog M H OV H,
9y g 15! % 2y e

ST LACLAR SUIBWIWAS Ajjenueisgns 1o ‘oulewuifg

41 "Old




PCT/US2022/026560

WO 2022/232289

5/24

=it

Ol

v

mummmwUG&@HUbUUm&uHUUQLUQUH&Q@UQBHUUH

R ET R LT T

IOL2I0004 UmuuwwﬁwwﬂwwkQ@&@@%UOU)@@E}@

Ve
i

A I

D -5

3 -5

¥ - I

5 -0 g

3 -9

5 - D

9 ~ D

Do Q A 4 b
ST i
D x D09SVOINIIOBDIIIODI 50509

D o- 9 =

5 -0 8 A § »

2 -0 Eichs

5 -0

D -9

5-95 3

D -9

5 - D

¥ 4

5

Y ﬁ d



PCT/US2022/026560

WO 2022/232289

6/24

&)

A
STARIIE
I L
D - 5
T
¥ - L
5 - D “
D o~ 5
5 -0
9 -0 Y e
5 -9 N\
SO00LOVYDILDYDIOVSIOYDDEDOONDYOYD LARSLISAR NN
el bbb AEEEEEEEEE
3, OoDOYSLOYDLODDLO90LI9290S L 0L LD LYOLOYLI00D
3 -9 PR 2.9
o -~ g 4 g =» D5
Y . {
5 - 5 EiEE L= ¥
5 - 4 0.5
> 5 vl
0-95 0 2ok
D -9 5 0
5 - D 2
¥ 4

E\m

=4



PCT/US2022/026560
7124

WO 2022/232289

76~ = ABisug |
06

UUUUEERERRRRRR KRR KRR \\\\\\\
| ﬁ)ﬁ‘ |
% i

2 Ve 'Ol

says d
Buipuig dey ™™

i LM 8267 = ADMINT
Kigegold < %5

%06 =< AHIGEqOId < %09
%09 =< AJIgeqold < %0L
%0/ =< Apqgeqoid < %08
%08 =< ARG < %08
Y06 =< AIIGEG0I] < %56
%56 =< ANIgRGOId < %66
%66 =< AIgEqoId

(Wo) WLl LA



PCT/US2022/026560

WO 2022/232289

8/24

ypl- = ABieug

$aUs .
BUIDUIT et Do ®
1iqBqoie) < %S L0

,Q
9,06 =< AJiIGRqoid < %00
%,00 =< Aljjigeqold < %0
%04 =< gﬁ%& < %08
%08 =< AljIqeqold < %06
%06 =< AlIqRqoId < %56
%56 =< AIgeqOId < %66
%66 =< AIGBO0]

d¢ "Old

R g 3

5330531585 LLL30VEI058319399803057090VoLVILIS

oIhi

Yo L-udl



PCT/US2022/026560

WO 2022/232289

9/24

§'76- = Abieug

I
BUIPUIE o
dey

4 IM 676 = ADMINT

KyeRaold < 966

%06 =< Allji0eqoid < %09
%00 =< Ajligeqosd < %0/
%04 =< AIqegosd < %08
%08 =< Ageqoid < %06
%06 =< AWIGBQOId < %56
%56 =< AUIGEQOI] < %686
%66 =< AIIGBEGOI \%

hil

v g 4 9@

R R PR SRR

oL Ol

13

=

3

B

#

Aisieiieleelesiosiosioioiloitels. S R R PR TP P 7T 70,

(Wbred) WL Im



PCT/US2022/026560

WO 2022/232289

10/24

Lyl = ABisus

S8

Buipuig dey ™

Riaegeld < %0
%06 =< AJIgRq0Id < %00
= HH Y
&
9,00 =< AljIGeq0Id < %))
%04 =< m%m%& < %08
%08 =< AIGEqoId < %06
%06 =< Alligeqoid < %66
%56 =< AITRqoId < %66
%66 =< AIGeqoId

ae ol

A R, B

353500 SVEIOVBLDYILINNN0095833090Y

=

8 g ¢ A g o

0B ROV Valn0aEIYELIVIIIB0 0801083000

Wb LML



PCT/US2022/026560

11/24

v Old

WO 2022/232289

Si1e0 jossul peroslu NOILOMYLSNOD
SNUADINDEY g

o1 si0js $91g g LSEAMYH NOILLOZASNYHL CHASY 1d
(z-pruoeg)
Z-PILDEG UM Z-PILDBE JUBLIGUIODS) 7 Jopsh uoissaidxs
(day) 750G 1= pajosisuB SIje0 WOH e Yim {gjs “6°9) (e STUIACINOBG OJUl
WEBLLIRANS [BIA 1S8AIBH Sjjad joasul josjsuel] pesodsuel) DRIsuoo
pruserd Buonpoisd-day
(| -pruoeg) Jopea
(1ONASUeD L-pluioeg Yim | -pllioEg Jueuiquiciel U0IS381d%9 SnuACINOEY
89) |5 S pejosisuel] sjjed uiol] e yym (gis “0'8) ja— o1 pasodsuesn
YNT89) 1-801id Juejeuiadns [BiA 15aMBH S{j90 J09SUl JoBjsURY | PNASUCo pluseld
Bumnpoid-yNGs0

558301 WEsnsan

UOHONPOId YN8



PCT/US2022/026560

WO 2022/232289

12/24

NOLLONCGOHd YNO®2

uogonpodd

yNGeo Bugesipul Ajigeia jjeo

pUB JSIBUWEBID 180 JO UOIIBAIBSqO iun
sUCIIpUOS UmosD 880 Jepun s1eqnou

gy "Old

LINSNVHL

ANIGNOD

IOW enbe
Buipiaoud siunowe

g Ul §]j80 sAIssiLad

SABU Lim £-50lid

PUE | SDIIY SUIquIog

B S

UORONPOId YN0

{dex} z-82118

{lonasuoo
YNG9} 1-sOlig

UOHERUEh YN0



PCT/US2022/026560

WO 2022/232289

13/24

o Oid

UOHONPOId YNGBD WU

waned pueq

- SSUSIoRIBUD
Uo paseq YN

j0 soussaid wlyuoo
o1 186 paimeusp

L0 YN peloBXS
gzAjeue Jayund

YN(8S JO sAjBaipUl
spueq ABpUCDSS
pue Alewiud Ausp
0} 190 sABU U0 YN
peRIe azhjeuy

e

LoveE L1S3AHYH
(shejjed
199 wo paonposd uonebnyuss
YNC {810} & Aq (s)iafjed
UIBIGO O] UOIRAXS 193 18881
YNQ Witiiad

UORONPOId YN8

$55001 WesHsUMo(



PCT/US2022/026560

WO 2022/232289

14/24

ay old

(@)
(x7) 7 swbeld
@mﬁ
UBLIDE) ﬁxﬂwﬁw
X (@i5.)
&\M\NW\\ | juswibes JBLICUOHY
mmu..mmw E@&Q mmwmmm\&v Amxmav A w
oepuens-aifus JBLICUOW wiswbeld Mmmmmz
e se seifyy —> (pi0g<) Jeuwng .
N0-Un 1) no IND-Un
YNGeo YN8 YN(Eo YN8
SYN( papuess-sibuig 8 apueis-ajgno
sjor) Bupnjeusq <zmmwmm m}wmmﬁ d

SONEWAYDS 199 [BNHIA

YN0 JO UOIDNPOI WU 0] sisAjeuy




PCT/US2022/026560

WO 2022/232289

15/24

g 000y
dq 0002
da gooz
dg 000
dg 000z g 0002 dg 0002
A i 4

{

3

SNONURLOD pUB JBBUIT

do p00g

dg gooy

dg ool 90002
ey ey

R

1
i
i

dq 000k

dq ooz

dgoooy €9 0002
e

¥

DESOIS-UON

SNONUNUCI-UON

4 'Ol

). 14 M
H A unsm A H
ays aWwAzu
LOLOLISEN
P o513
I A
—
ayis awihzus
UOIOLISSY



2222222222222




WO 2022/232289 PCT/US2022/026560

17124

s
o -
e
« - AN a‘yﬁ}
3 N L e
g RN f .
B : i%&fg;; B
%) L8 & e
& N ) : < NN
y e
& e e S g
i B g
&’ 88
{é‘::;.:.\ 8%
. *ﬁe @,
) %
L %

% 4,
2
2

o> o
YA

% al

A o
o ohicl (V)

L I A

&5, 5%
o«
B oA NP

100000
wzzm{
1000+
190
<

-l
s
Hufiad ol vaeeg
sypdgeguy



WO 2022/232289 PCT/US2022/026560

18/24

RS
oy §s\~

Qg g
W

SN
\\\:v &
X8 i
1 NS
i & Sy
3 \\\\\\\\\\
¥
.
i
(5 N N
— i
% §
AW} §
LI_ &3 i
e N
Qe N
N §1§ R
X SR N .y ¥
¢SS B R R ¥
A . Ny ¥
© S
ol S
£ 3 ) )
i R NI N
& o B N
N \“:
N R
B X R
Y W
BN g\&k
% )
N SN
R AN
. )
N P
[ Ry =
S N R

ey S &



WO 2022/232289 PCT/US2022/026560

19/24

SEM)

{Rhean +/-

FIG. 7B
Vector Format
Equirmglt Mydrodyramic injection, Day 7

T T
- -
B B B R €

abn obiny epdg-guy

feecd



PCT/US2022/026560

WO 2022/232289

20/24

{4x0 ten) BBz ‘Z-yNgso 2
{ss0100p fen(g) Bwluwz [-yNgEo 8-

Aeq Apmig
ot 02 0z oL .
1 y ) : ; —.
B QU e Gpeenrnsrciicciinn, AL 2
¢-VNd " -
\.\WE ....... %
A 000t
\\a:&\
TN booot
000001

(Was v+ uespy ‘eotw ghey)
Niewyouag dN"

JL 'Ol

{neyBu} by wnieg

axdg-nuy



PCT/US2022/026560

WO 2022/232289

21/24

{3 e EVNCBY %
(VO 28 SIDI0BA 1en0) |-YNGEs 4

{ueBi} ssog

o4 E 1o Lo 1000
| PR SO 3 A bed st it kot A | ZPER T Y A | TP TR} i L PQ,Q
\.\.N
e -
e \\,\\ ve
.\w\m\“\\\ g 1
R 4
e ok
e -~
% e
@\\ gt
0a0L

(TR~ U UonDall DIUIELADOIDALL
ssuodsay 9800 YNG9

8 'Ol

{8} obp wneg
opdg-nuy



WO 2022/232289 PCT/US2022/026560

22/24

IS
N

. Q&\\\\\\&\\\\\\\@\\\\\

FIG. 9

Dt Vantors B AL Wdny Rutio

&
! ! ! ¥ !
= @ = & =

e} ol wpdgansy



PCT/US2022/026560

WO 2022/232289

23/24

05y T DYE

wm i

SR TR T
Z4%

$a%ass T OEYA
%% 4

VEY

3

"o oW SOH 0K

0l "©ld

S R AR




WO 2022/232289 PCT/US2022/026560

24/24

FIG. 11B
FegRIHA F Binding

FIG. 11A
FegRIIA V Binding
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