WO 2023/015299

Figure 1B
00

TE=

1/23

o HERTIHE {10

Turidity (%)
o4
&
i

Dy
o
i

i (min}

Figure 1D

;L? 185~ Figure 1E

& GST
g W00~ g

S

£ 50m N

¢ s

g 0

[y

il

195

-
~ G
i 1

E}ax:-a ﬁs§§4&
RS- 0 QEG i
: R ol (} M{} 1

Relatve ThT Binding (%}
P
M D
i i

3

i i i
Y 8 132 18 24
Time {Hours)

2

Figure 1H

10
Tirve {n}

Daxx

AR42 (10 pM}

PCT/US2022/074614

Figure 1C

Figure 1F

250
=50

N Lie]

1B anti-Ap42

Figure 1

Time 0 2 4 8 16 (h}

Daxx

Abxn1-820
GST

SNwith DSS

f <3
1
G

=

%
ks

7
roesiss. TIIIIIIISY,

srgprerIrsery,

..,4
]
i
vy

g s
csrr. BARARRIIAT

LRkl WAL

]
i
fooowoooo
s
0084,




WO 2023/015299

LucD

PCT/US2022/074614
2/23
Figure 2A : :
::g T Lp—— Flgure 2B p.gm— ‘;‘ . Figure 2C
< s GST 3 N N % Time 0 2 4 816 (h)
‘g Gl S HEPS B & * s
2 O 7 & \ & D S §\\§\&
g 40- : 3 &
% B 08 ‘ -
2 20— ) -
2 B <
3 ogpes * O L B
Y Daxy - N b
0 3 60 W 120 P
Tine fmin) tue q Figure 2F
Figure 2D Figure2E | & o . FOE o
oo R 5 s £
% ) SR e S
‘ S e .. k50 E’ \ Daxx: LucD
785 § BE—\ e 00001
N —_ \‘\\ e 30331
2 80 £ 9 \ = Q087
= 2 | -
£ 25+ § 8 \\
% m &}{: petey
& 0 S = ——— 0
X IB: anti-AR42
Figure 2G Figure 2H HSPs Figure 2| * i-l-:? E
Time (min) «gg{}gw \é“w{;&g«ﬁiiﬂ 100~ \ B Sy
= o 80 ¢ 038 ' N 1.6
0 2 5 1015 20 30 B 600~ ! 8 75w B 3-5um
: é; 5 ESH 1-3pm
2 400~ £ 50 E30-1um
$ :
2 200~ & 25~
& B
S i &
Trypsin treatment § ol ‘ (e
R X S X o B I
Lush-His (1 R

Figure 2



PCT/US2022/074614

WO 2023/015299

3/23

£l st
oE T4 4] ]

DARERY

il ﬂ"i

s O 2

\W YTEANY

e 155 wttpon
18D b b gy

(€ ain3i4

f%)&w‘f

fus oy
ST VAN A |12 g

€ 24n3i4

Ly

9 8 ¥ ¢ w_.m.vw

omE_._.

I€ ®in3i4

T AU SUCSSEECERALENRE

E
S

]

S JAIAIOE RSRIBRIN SANRIEN

TR m. 0 sl

E::mqm mFm ¥ e
e (1 YZedNY 138 -
HE aJn314
funuy eugy

| i i ] ]
§§ \x“ \“\\\\\\\\\N\\\\ 2
P \\\\\\\\\ \ s
’ -7 o
‘ =
L ) DL ) ®
(X2 GEEANY e D) 139G o 1G4
15 0} VEEANY e L (0] 138 o Ly
4€ aJndi4 3¢ aun3di4

0 AV xEeg

/]

:

R

Wz
ANOOL <
WS gy B

ADE BSRISHON SALEISY

»
N

{igug 1061

a0 002 60 ]

m m I 5

.
R oo AN

SASH et

Q\«

l +
2 8
") uogeAOREY BSERISEIN

t&uﬁ:
ag 2.8y

Dg aundy

ag ainsdiy

8(‘:}

8 8
{30) SR/UFDOD

&

06z
V€ aindi4



WO 2023/015299 PCT/US2022/074614
4/23
Figure 4A Figure 4C d-p53 Figure 4E n-p53
n-ps3 . -
ST Dax n-p33 GST Diaxx Do n_M_dmf d-Mdm?2
Time 0 4 8 16 4 816 (h) E1 E2Ub D vy

- 4 4+

Figure 4B d-p53
n-ps3 GST Daxx

Tme 0 0 4 8 164 8 16

d-p53 R175H
GST... _Daw
0 4 816 4 816

Figure 4F pS3MDaxx Figure 4H
o RIS TS WIA G o
%?GG WL S g@\i\ 10977 scTRL 3 Figure 4
| ?‘ a;\. y \\
§ 75 : %3\180” S Dax p53 R175H
& 4 ®
4 . e W 2]
% 80 3 \g%{}
k- ;
Eogg LS
§ 0 -3 g@ 20
§ Bm«’r' N Im
- B WT  RI1TEH
“Time {in .
{ Figure 4K Figure 4L
Figure 4 _ Dp— POORIBOK. - AIT vl £00
=~ T
£ 22 T jrmsions . . 3 .
O 0 @ E B | LI B0 s
Z £ = a0 § & § ¢ P T 40~ g e
B W B %4& : § N HEE 0 g N
s — £ § ‘\é 3 # 3 - g 400~ \
520~ B\ \ 20 s
o 10 UL B 200+
e oM -
2 gt i Ombody $[§§ o
ctl  + - - EV Daxx
Daxx + -+
siDaxx -+ o+ -+ 4+

Figure 4



WO 2023/015299 PCT/US2022/074614

5/23
Figure 5A
G%T T‘t;\f ﬂza‘xx Eb‘;}:.is Figure 5B Figure 5C @
&\\\\\\\\\\\}\\\\\\\\\\\\ . sswe  F
Ghiathions ageross il o B4 02 0408 1&
e
. k He S
fEx, size sxclusion
Figure 5D :g m;xx Figure 5E 0@;«
w8 \r
Omm—
‘*l/ FEX, sizes Exclugion
Flgure.SF - Figure 56 Figure 5H
. A 1004 e Bl 100+ —
g g

& \\ T < 3 ‘ N3 8 I : Y + ¢ :
GST  Daxx Heploids 00 05 15 45 20 25 39
Time fmirg
Figure 5I . Figure 5)J
) — s 25 &
5‘5‘“’“ T s B0 AM ?‘%15“ RTCTRL
% T Tl g s Baiar
% AL x 283 aM pd HeR TR
] o ERG M i 50 Davnx
S 2
ER e N g
@ i ®
§ g % .
NN i } Srpsmppyreeey
&' ftan : 8.6 B85 18 18 20 258 38
68T Damx  HspToud

Tine {Wing

Figure 5



WO 2023/015299

6/23

PCT/US2022/074614

Figure 6A Figure 6B Figure 6C
3 -
T §2 e R I g
§ \\\\\\\\\\\ ey + PEEs *‘f; ey e GBT % 100
£ 100 . g e PRPTOMIVIGE o
% s & Kl >
g 75 § g 100+ DAk vé a6 :
£ so 3 m‘*"*'/ﬁa 3 Y
** b 50 e ME o aeaw (Y
Eoasd £ T £ ppd S0t
§ #\' » " S o [ IR e i
$ - . . . R — S s . k :
O 24 a8 72 2 TR S ; Y 24 48 72 88 A0
Thre (Hours) i (Howes) Time (Howrsy
FLgure 6D Figure 6E Figure 6F As 42
%‘?@ﬂ{)‘ ABAE Qe 3 AR 43+ PRFs
g . " » g T AF 42 ¢ A §20E
50t }»\ \,sx\\\s;\w\\y s ] N ko : 3 :
g BT \\\&\-\\w\w\&\\\\;‘\?\\s\\\:}\\\\&:t 1*‘511 Danx {84} :
8 mo-if ° 1904 0 50 100 200 400 500 g
B - . RRHE i &
o s SN &
i O §E| . g !
g Nt SRR - FE ”‘"
% O .-.\W;‘ A 3 § 0«. > S
o F 8 & 1w
Tiems {Hours} Time {Howrs)
Figure 6G Figure 6H = 37 Figure 6| —e— GsT
s —— ApAZ o [ e et
Togngn N AR FERS 12 By + 876 120 -
g E . Ay 4R 5 FFES wad T Daxe + KTP + Apytasa ol HSpTOME + Apymse
g"’lm)\% g»i Bl _:-i 36 @\\\%\\s
: g - £ w A
B0 £ € 40+ &
= % g w e § e
2 ! 2 ‘ \%‘\\\\gm 28 ‘“i;\\“\“” S
g 0 ! ! b 3 Grpreny oy 2 ! - gy
g & 8 12 & 8 & 18 1% 0 28 Y § W i§ 20 25 59
Time {Hours) Tiene {rein) The et}
Figure 6) Figure 6K Figure 6L
& B e _ 85 _ Deaxx
269 ; DSS (M0 0.1 0.5 1 D BABS 1
Pull Dowtr 5 = o
2E3S% = 180+ E oo
FEY 1 T T § &)
Ea%HEs g 100+ .
tp70 [ v — > s §*
D o[ e ‘ : f : ; -§
“ 13 $a =
082 &4 & 6.8 1.4 18: p53 iB: Daxx
Colinmn Vialme

Figure 6



PCT/US2022/074614

WO 2023/015299

7/23

[ 9In3dl4

{eguus} sy ,«aﬂ%x apistieg .
B2t U6 i g o ; 4 % ’ gy snbiisianig
A o & w s 032 05T OYT 0L 07T 0IT 002
7 e g = 00003
4 < 3 e o = 2
U m oz 3 -
e @ i PRIMEUEEER e | g0 M W
- m A £ g
Ly Z 4 4 a AST U PRATEESH  semmmnnn B
. HW. ¥ #id i VY BAGPE e it
A mwm w beked Qg .@ m...
Lﬁw haed
£ 24n3l4 I£ 2In34 [ aingi4
() soesagany {art) vogeRUBIND KRG {uas) sy,
9T 51 UL 50 C 540 &8 529 g 0L BEL OB o8 DT & o
i i i m - ; 4 W i ; ’ ) . &
: ; g
| : :
¢ ¢ 2
x % ;
N -
Bt o8 5 A , W
KKE] PVCEIINY m, ) w
zﬂmwhw S 41341 LU0 Y8 5
£ B} R < i -
Y] HECIYEATY 53 s Ap—
o/ 3.n3i4 4 i3y o wamp, 3/ 9anSiy
(o) vOnBRUBIVO D XXRL {30} UORRIUBDUNT AXDE
o o 8 a2 % W o vy o 8 &
SO SO SO V- O S e e 2 I}
) s N ‘ A M &mﬁ&ﬁﬁ g
| 21 S — wl
. . m g, B %
\ 05 5 (00 ooz ooL o6 52 90T -0 & ea
\ BAS e w i 2 {wed 0ZE 0B 00 g PuEL
N\. / “&MW w <, P
” # ; rm x\\\.\\\\\\\ nmv
IERT . Gh e -0 o
= s 2
az 2.nsiy DZ 3In3iy4 g/ 3In3iy4 V¢ 3n3i4




PCT/US2022/074614

8/23

"JU0) / 2un3i4

x.
o T
@wmu &%m ﬁw. .mm.%v WA gy
i3 S ..h.ﬂ. 3 T . BIoL
T "TEE L _
-0l ,m“ % & B B |¥ " fw
A Wy NS » m
&
& - )
- g 8§ & § § oz &
IR S T “% SX M.MN x -4 Mm
.
4 aun3y 0/ 3In3l4 & o NZ 24nSi4
spepunyy spduseg sy dheg
5 ! Zk & 9 3 L
wAgo g # ey 2 7 ¢
S . L of 7 o0z
o988 9 i
W ? wx 3/ oInSy WF

onoz ,
SGH e | OOPH

GUIHAROGET e | OOODE

- BOOE

WO 2023/015299

{TRE Aoy sseamgionty
{74 Aoy ssmeagnTy

NS sk o e
- ™ SOYRG HO0T
XZ %L KGO 5ASH 1S9 g ooy 4 P,
KA . A W . A h...d Al
g g AR AN Qaen st Y 7 e HRAOEL
aJNgl
WL 4 9/ 24814 RVACIEE



PCT/US2022/074614

WO 2023/015299

9/23

i
o &F
L3
&S e >
& 4F g
S 3 el 't
i 04
£V
0z
W% -4k
B
rw BF

FOUIN

{agaty Bragg g

02 42 BE st B8 § G
Ennendnaanclinanenduannadbonesadunsned

Suduaoe Ry SnTRIRY

TRERERE

4

¥

g fU

(8 24n314

LZg- LUy

48 2.n8i4

08 aInsiy

g 24n3i4

o419

ARG AZ+  TAS SiA

ZAGFSIN  TASHELA 18 d4n314

ZAEABIA
H8 3Jn314

A St g

[ T g
B3
oze-
4 - e
mm N3y ROTTEES T bed ag 38y

2

m ags abenzers

2 %

4 - Ty Yl -

FS aaysdag wekhy .

A

w wEsisay Hdliy roeiEsEY Wedhil
+a0h
143

g8 a4ngi4 Vg aJn8l4



PCT/US2022/074614

WO 2023/015299

10/23

o 6z

Yo,

i

fuspnsy ooy (o) maa g

L7 S S TR I BE BT Bt B

e ) & 6 24n314

» 2

.«\ - g W

3 - &

& S 5

& o 5

= e 4

L) 3 e PO 2 S W 2

it G941 QT o el Z

Lo 0%l 3y e 0 &

C3 A1 251 -

He 21n814 oo+ o6 aIndly ) 46 9131y

BT SRR SUTASIH WEH

Ehsihsia)

3w

C wnEg

; 36 24n314

652

a103S) aza%IATTARIIBINAZEE
LA eI TR S LAY IATENSISOAY IS IS AR NTED NN TANG AN EARINDT ARG -
DI R PSS AT AT IS AT PENRT A ;

EL LR
e FAA TN

ECOLTEYAN T IC TR ZOTR I

uﬂm@mgHav”mx,nwm@moduummmmmﬁqmm\wﬂmﬁmm&ﬂmm

NS I ENG LT AT TR S B IAT VISR A AR T
DI A YT AT IZR AT AANE T AR DRSS 8 SNV R AEY S e AN EN IS T AZ AU I DA IZ0ETN AT TAT L5 LA
g syajoud paje|sossELNIRIon Wvel] NYIRNH XEvOlieansolds<

a6 3.n3i4

G
23

[ 1..% wa
A39 & m
WRRY m Z
! g b
se T w g
213

£33 2 ]

I £ 11 B 4 3 . OERE4
¥ 4 v v WRRLSH %

D6 3.nSi4 Tos F H IS0 oS ingly V6 24n314



PCT/US2022/074614
11/23

WO 2023/015299

0T 24n3i4

fuped) sy

funas} ouangy

5 pzy 06 08 o0 O @ 4
z 4 5
o 2 ———————— o F A g g
w05 B GZENY | v 5 o s | 4 & 7 GHTEAS e Y B 3
s . s 7 5 | PIRIRL .

Gt - 7 @2
y = 7] 7 -8 o 2
4 _ il / & ol %

;o B wh : - %
L : 7 ——— z
g VWIBAIEGL] ST 7 % it 2
- * * . s 24 & i g
: Y R— Z 5 4 i 2
. _ o gy &

VLIS i “
u_oﬂe:mm moﬁesm: ‘ ooﬂesmm % uoz:_m:

844
TET
ZET
TZES ST STONIAS YIRS RIS TVIAT IR Ae RO PTZ TR TA%TEE T%
THE IS TN LS TARZEB A ACLIDTTEDRASISRTIATZIAC AL IETAZEEDHER 7
YZLdNY
1%
1% TET
7 HAZHETAANIZRARE > ZIT
: - ZLARAVITACITALERGAIZNETEN T3
gm 2l e s

138
80T 2.n314 VOT 24n314



PCT/US2022/074614
12/23

WO 2023/015299

"jJuo) QT 4n314

B PV

Yt
W

fovn
R

W

BHI ) RAREIAYS

{24 .
BB g SO IRNIOWN
SEEREID HI9104d 70T 24n314 0T 24814
P 138 M
@fw.v% 2 4 N EFETTE g
bl oY .. M AT WBWOD YD MBUEDIE puB alepedsy (30 o
F P o _ %
—— ] i H Lok P-4 s
11 INTEEPI"IN] re oz oy
. B - rs E 3
\ & Loy § : £67-1 £38
R g 08 > % €72 w
N g gy W 3 . 138
mm b 2 s : O x4 W HE T
-0 0% % 3w =
ot a.n3i4 “ 0T 24nSi4 HOT 3JnSi4 90T 24n314



PCT/US2022/074614

WO 2023/015299

13/23

{55,3 aanpIsEsg
aJ4nsi
12 = 92 4L 68 95 %%
L £ 1. ! I iu L.\Q
7 I ] e
*M@Q WW o m
o T mE
ww m LY »emm
a A : 7o g w
473’33 v o+ - ANTIN3 fray ey - &0 g
b ow - 4w - THPR & 4 - WK fegp g o 8
L R L = | — prie FBLT e N* K
ggdp  cotu ~egdu _\
. 0T 2.n3i4 ggdu ITT 24nSi4 ZHDYEP HTT 24nSi4
{200 sarmandusy, {03 epmpemtusy
“w 0 W
! o A o
voE > 5
22 £ 5%
o KA <] 3 % %
K g {wauy 09 08 0 O  auwy wm
...... iy Lry »m Txeen | m
WL e AT TR Ty b 4 (
TR D17 2.ndi4 41T 24814 £5p 31T 24n314
PLEL 2L WL DL B8 B8 L 8% ¥ EZ L
fry} manpesadisg 3 _ A s . . ; ; _ -
w04 B3 W 68 — = Jeh
i . BB Bl 2
2 (9L B v9l 8 ¥ Ol ® ¥ 8 ¥ O p oawmg £
Fm. .
WM Erand (] $XEQ 189 £5tu 2 m
5 i e
i3 Eg4p JTT 24n81 %
{275 K0T e 0 o &
82 €L ZL 4L 0L 6 8 L 95 G ¥ £ Z | KRAY e
& w&_§ A s, I T s _ s b vk o
& um‘m A HERCE 4 AR CG% e 804 z
fup Bl 2 ¥ 9 B ¥ 91 8 ¥ %1 8 ¥ O s Z
Q1T 24nSiy a7 2 ¥RB0 182 grrounsy VIT 2un3i4




WO 2023/015299

IR I PNE
b & i 3
fa & 3 B 3
g N § §: \: l
1 :VV”’ \‘.
ghd st
Q58X
LR Qyg
= T8 5
= 2O
b
S
oo
[N
& 28
el s | %
0 e R0 |3
o e
b
8 X
] &0
_ & A S % &
= £ T a5 %
k4 & e
- N &
g 2
5 )
oo
[N

Figure 11K

PCT/US2022/074614
14/23
AR **é&
§ realle
R AN ﬁ“s%
I AN 6:%
i 3
& & 2 AN *@%}
O @‘% '
Y 8
11 ooy ¥
TR RS
") & . &
- - o =
o 1onwvNu epery
i
i
g
]
8
L
L .l X
B o
= 5
oo T— 2 O
E 2 = —
Q9 —
8 = S
N X &t
Il 3 B
3 T ¥ i
= -~ o =
Z  jeas) vy £ud aaneey
—
g
3
&
L



WO 2023/015299

O
~N
—
o
e
S
20
- ¥
o
£
o j
W 4
L e
& &
3 &
S = = @
fey QA & B
3 , H &4

{ ¥ ¥ A At
[aa I W E wr £
o L2 o $ ol
‘—{ -
w {3%) ssusosesonly L4) eAgeley
&
o
5 |
o R
el
|
w
N e
=
8 =
@
3
53

Figure 12A

Figure 12F

Figure 12E

Figure 12D

15/23

p53 RZBOK

PES RS
P53 RATEM + D

V772223

PCT/US2022/074614

T
* b § 5
— E’ %,
Y 3 ;
£
T
&2
8
KR
& = 2 Y
s £
g 0§ &
Apsuay soueosuiond

THID ;,#)mzm&;g SRORRONS

EE NN "%%
AR *f‘*% :

ey | ¥
AN

{
« 2 2
~

e g g E @i
w e @ o
e Ll =] &

AT WY SagRRY

Figure 12



PCT/US2022/074614

WO 2023/015299

16/23

%

T

o %\‘\Q\ & ¥
AR .
W 2
#

Gooerrsersssrssriirriireid

%

¥
8
&£

"JU0) ZT 3In3i4

HIOJD {6 IBjRNIBIQ

1 e

o

Wy AT

EY T g ®)
72T 24n3i4 snompAachss

P

[P WIS IARRITH

NZT 2ndi4

“ «“. i ) @
;g
2 Z
2
s ] 7
Yt ~ 4

o 4

g 4

&

HOBCHS

IZT 2In3i4

oo

sceceiffjerce.

e

HZT 24n314

abuayy 1] BLY

PAHS

(T 2ingiy

AREJE NS

KBS

KN

PG

08Ty 1od
DT 24ndi4



PCT/US2022/074614

WO 2023/015299

17/23

i S Ay,

BRICATIB T

sl 2y

Casgths gy

B pgees

€T 2In3l4

ww"OZ aioas

TR s

STV AR AR N Lol S

wm ON QI D3s
BN e S

PSR ),

AN BT

| CABIBIRL,
B DR

wrsphiaemg,

ZEAE) ORISR HOG S

Peiic: )

W 4 BTN

ey sl

LS'ON Q1 03S

IRIRBRNRE

ZS'ON a103s

g ‘< A
AR R R A

TS'ONQI dmm

YR
6v:ON a1 03S

EESPAEGTE

PATSS

Bz

&8

~

Z

%

&

§

73

VY

ARG VBTG

H5 5 Wy

LA

ST

ik XYY A

b SRR NG D FIT A rA e

TG YT UBBAZ ORI |

L8 el

| Gnpmscnd 59355 a0t s

e NGNS I BUASDIRE- AN EG Iy

g, AR

ST G2 0] e Al dang

s

WY

POAELSA

AR

i

LBLLT

EELLBT

REL

20ReT

BEEBLA

L4BGAD

1Z2080

fagcit

BLI D

FRITLD

FAHE

BEGLED

LA

SLZLES

FLAGETY

{om) uogouny enosioy

sausRnIs I

Unngaty 340

BN WD

3 ek griny




PCT/US2022/074614
18/23

WO 2023/015299

"JU0) €1 3314

08:ON A1 D3S

BATD AT A S RN R %201 R | TR DUEDTREE- D P - LD 10 SR ALTY
Ry N AR e AR R VBB KA LUBNED

Sz = R 0BT 7w Sofoumg BT SO R YHABHD
vl SR oI i + AC)RE .ﬁmmttvﬁ\ B2} A HEpiied

9/:0ON QI 03S

T g A

nejeamgsout memnm 4o ALY CLLBED

B AT

SN LB LVZEBY

©
el
~

P} QIO

mh ON al dmm

AR IR A
YL:ON Q103S
HETAR

€LONQI dwm

% OEEIS A

283584

BRBTHD

F37AM PERIETE ek

mwwu&x

LRIERE, LADLED

rad
1
]

PLEYEE T} BEE YOy Wiy ¥t BEERLO

¥~
™
o

EEEERO SOBARIIBG YIRS WD

LS A
R BRI

By
2
=

)
&

e

[

B BB IREA IR BICHL T

BEBLPIR I POARLTRAIST!

LM ETYE 28 4 LA Bl tamahuminden 3 LTI LTETLTS

VIELER B & e EEa A¥REYD

wesr 7 ® e sy TRV V60

Al £ £ LY E PR  URY Sl FERIY H308d

ey BEFEON I RBETTRED PRI vE L BT K tﬂ%“ﬁw«%ﬁé.ﬁ Pk~ LT P 5 ] BAL04

wsatsn s pelel-mesfs g AR ; 1 i3 LA BTEL R [ 5 px ] LIEBLES




PCT/US2022/074614
19/23

WO 2023/015299

"JU0) €T 3In34

%R 5 panlig 2380 DRRT) UORKINY YEnTRERL: a3 wuer uiaed ayl uo Buipusde sepeBmes WaisiyR DI BB Biam
AR PAASY, VRDI I TG J5RY B4 W SR SHLIRY (5D S0 ISR OIEE PR W PRRIEUS 30) AP URIDIGE 3 W1 PRTE aam w0iFas ] \a 4 6& 34 sﬁ:ulﬁn éEE% % P &v ) [REISY SR
USHFRS 200 DR 0] S ARG B e | Bl digead s Ty A% Wiy YIATER T G 104 AT 410 30T | BB 313 M)

f

HEH-GEA a7 G BRB I

vnm"OZ n__dwmv:
SR AT KRR A0
Z6:0ON n__dwm

VIR,

T6:0ON n__dwm

AT,

FEaY] SO A

IR LA A OO R N A Gl T CALE9G
06:0ON Al dwm
WY AT A 56 % HA L ARG TR
i R —— e o S st ;
AR NI TR O AL Fis A 8y Z AT G PR RO DURLEE GudALY
BT YR 22 ¢ OF G BuUrepaTE- SO0 BEERIL
B B BT & AW ) Sl ZREOTS
98:0N Q1 03S .
BB B oA A A A A SLEEE iz ¢ o gD
W A SRS A Rkl BEE Ly 244 % mpag
mw ON aI03s
SR AN AN & 2 sk MBS PANHED

©8:ON QI D3S

F7 vyt

S R e wet I UNAMEE VT TAHTZ O VTR A OIS AL BANGD
IS LT v ¥ 5 OISR QM WA AAFL SELLIBS
25 s DEBE AL ) 55 U P Bl Pz BT 534D YINZO0
BARY LE PEILED

ST S B



PCT/US2022/074614

WO 2023/015299

20/23

BudFedTVE §

asT 24n8i4

AAYE

T 0
Fd + WL
33
Hs
NS
[II—— - KRR

gET 34n3iy4

L~ T
RO
€T 24n3i4 nv@. 9.%.. G@ "
4 87 8 &
- i § -
H 00
] ~5"0 by
1 £
wBlg @
-
=
. 2
e g
\\\\ _n . m
“ K 2
# a0, ©
JET aIndi4
n‘ﬁgwaﬁm i
i H n ;

weaniosy

e WA sz -
oyng -

SRITNG LUL BARRRY

R b

-Gk

VET 2.n814



PCT/US2022/074614

WO 2023/015299

21/23

T 24n314

HOdw -| 4
KAY D —| i - 001
apnRL,
mheney’
Foeat ok + - WX
b e o4 o+ - 4 OpnBL DATBL + NAFEL
Ly shirps Ol
| o
)
Lso @
; =
1
”wi
-0 8
Lz g - - KAVE
NATEL AATBL
ayT 24n8i4 T 24nsi4
MY # g5
XXVa |4 — T 1
-5
1408 PR
"D 5 g
— %L o4
AL T B
M- g T KRG
HOEd MR L-ddty
VT 24n3i4

gyT 24n3i4



PCT/US2022/074614

WO 2023/015299

22/23

GT 24n314

» z
: g
7 g
i g
OV
XXYE
3GT a4ndi4 @sT a4nsi4

ATV

P . ® & & dI9°SMd+
(0 e s 8 8 0 0 o amn oL

e » « o ¢ ¢ 3 »

- 4954
7 TSN 80

B vE Y L R OL S O & ¥ ¥ L 2 OF 8 D
oy L3583 moy LU

XA L)

@ |

asT 2Jn31

7

a4

(o]

3

&

o

mm

3

s
) o]
24
E ¥

{0pL-590) WAV ity
petis]

ST aungiy

HOdWE |
WY -4 T
12508
2
- wDey

OO+ P-4 ZL0d
VST 24n3i4



PCT/US2022/074614

WO 2023/015299

23/23

VAN Lot RYSUARIMID, PUB BEUEdeY

"Ju0) ST 2314

HIOTEs (s S | ” HOdYD -
XUea-Bod e v i e - ons | 10 — DOL | T
o - &L
ALESH HLEED NG
P AGL -4 CrATL- 44T &
_ 3d
- 5
T—— - yi-ery P g
ALEER S0 LddD FAEED CH 0L 4D
IST @n8i4 HST aJnsi4

A7 TATIAIBLEESEY 104
IOHTARSREIING 199
15¢

LE:ON Q1D3S 158
.uimfbmvumbn:mmu{o THESEG LTS SLATIASISINELS SIendY ISV I RdERETIIT AR BN
SADUNATEATDRIZ LB AT ORI AL FoUARRSE I GRAASS

PRI TRIRAIAY B AR

AFETIIAS AT R AT R TSR RO A0 ; 18%
AR AV 3 EaHR umnmqqmmiw 2%
HOW T AT TSI A TATTIAAGR T A0 12%
AATANSAG AL ATSd R TEAT 197
18 4 7Y . 137

Ov4-58¢ 8

AR T
AR &%ﬁ EES&@%E% sﬁm zqﬁmm xﬁmﬁmmmmama?
4GT 2Jndi4
DGT aJndi4



