1/28 PCT/US2023/071456

WO 2024/030919

oLl

[ |

Buusysst 2an)
PRTEq YNG

47"

SWigysAs

spdoury

sjRRAR
AHRIDIBUILCD

wnding
jeui

S

GLL



WO 2024/030919 2/28 PCT/US2023/071456

212

DMNA &
al

.
AN

206

N
S
™

¢ R
ae® ~ o
AW =
&0 \w»&xs\s&- T @ E;}
g
o IQ:? @ S
o XD A
ETE®
o AN o £33
o -~ S & = O
N & &
-t
D
i\ ,w-'§
Gt &
S R O
SR N
g
a o e ™ o e
[x




3/28 PCT/US2023/071456

WO 2024/030919

B e g

%3

G

28 v Buissiy <=
2 arrefo bussyy | OO

: LO{UiN U0

914

.7 umynd

q
;

# rawkjodolg
asesay

J

€ "Old

“HN

\

sajohs-N

I

€Le

TR

o

N

€0¢

SRR

N

SN

60€ L0¢€

o
™



v "OIAd

-3
w,
-+
—
N A A A Z4
4
e
M .\\\ 1 P G eesirnrs, winn oo §
& N=N "
=, 3 z S, m
Wm Z 7 @ww it
3 % %
5 %, %
P %, 7z
R % 1)// P %,
: &N ) 2z ,
\\%\ 722228

R
N

% \ zZZa
4 4 -

) s . Jf
p — .

“ w \\\\M\\\WW\\,\\\\‘\\\\\\\\\\\\\\ vttt
% s

& -

7

S

%
“,

4/28

tertersresesnne, »
P e R N R A
7,
%

Ve

7

7z

. %
m Y
%

N
o

A

Sy
Y

iz

o

RN

72224

=

R

3

P

S

&
ek cov

A

it

N

\\\\\\. L, A W \\«\\\\\\. W A L A
it
s

A

\

40} 4

T

1014

P
Y v W T I UL WL VI T WG I R T O I . Y T

S
&
&

WO 2024/030919 « s s s s

(g

(v



WO 2024/030919 5/28 PCT/US2023/071456

501
|, 520
525
| "

530

FIG. 5

510

515

535
AN
N

540
N




6/28 PCT/US2023/071456

WO 2024/030919

rcac ubleas Jeinosiopn

KL-42

VV-1aqurT
PPe 0} WAYD WIID s
pazAjelen-1addo)

Gvc

V9 "OId

SE22¢ WBep Jenosion
gt'sov 3ubrop tepnoojopy dsy-g9
dir-43

\~\/ \ / r\“/
N_ J, %oﬂ \m ,“\ ~ < zoo“.u m \
/( A Ve ™ i
W S NI N N i -
\\/\\\ n m b N n S
e N "

NUrT-vY

| ik
9¢z =dq Je uonesypow



7128 PCT/US2023/071456

WO 2024/030919

49 "D

i

Vg

JAL -1

daj-1e)uI

dsy-Jayul

UMY

payipowun



8/28

PCT/US2023/071456

WO 2024/030919

BN

X e

= =
«

£

B3

@& X
B S
<! <
@
3.
=
E3

=

3

et

%

i

FIG. 6C

Aty

fov - v @
""""" I+ @ L
A A 2
P & & 4
] t &
¥
=
o, v ¥
pl R=g <o Pl I3
& o D D
= - = B

51 g Ay

) p 3




WO 2024/030919

fikyne

x <@ 3 $ > N
& & X & X
S = R

T

E
<
S
&
z

&
B

ATHIRUIN] JSR

BREEpEI Py

PCT/US2023/071456

FIG. 6D



10/28 PCT/US2023/071456

WO 2024/030919

L4y

qH9 “OIA

g

B

Bufagy pRRpYARS

3

RSSO UIEDIUDT DETEBULION

A
=
. sk

DR



11/28

VL "OIA

PCT/US2023/071456

9€Z Je uonedyipow ‘dqogy =uibua

DOVOIDOVVYVIOOILVOOVOOIOOLIVOODLDI1DDDD0D0D200L0OVOLODIVOILVILVYILYIVOIDODIDIOVOIVOIVOILDLI1DDDDVOODD
09 1VYOVIDL10099009VOI92009I1901VIDI1999I009DIVOVY.LODDVOD LYOOVIDIDIDI9D99DLO0D19D100090VILYOOVOLOLIDDT
V19091VO{110190OVOOVOOLVOVLLIVIVIONNNNLLYYVY.LOOVOLOLOVVOLOVLIOOO.1010001000101110001010101010101010101010111

O111010200100010010001011011011011101010101010101010101010101010101010101010001110101011101010001011010111

Alquassy uonebi 1

\\\\\\\\\\\\\\\\\\\\\\\\\\\:\\\

wewbeag ¢ wswbag apooleg .

* \\”::.ﬁs, Q w<
» L
palipowun /uky|y

91011301V19091vd/NPYIFS!/10199V9IVIILVI/soYds/

WO 2024/030919



12/28 PCT/US2023/071456

WO 2024/030919

4L O

PSR

pizecy iy BUF k]

512

el

B 4D

Ul

dsygy

dsy-1a)ui

e ar
*« agg

A6

JAL-19un

- ORT-

ARG RGN

i

3y

{peruesiyns S

auoqgyoeq
aseg paxi

auogyoeq
1p-Alod



PCT/US2023/071456

IL O

o5e 24 oz

auoqgyoeq

13/28

WO 2024/030919

. apooleg
- oot
peirA
e @
BURAT- GBI S X
o5z Gvr Gvr &7 G a8z £pE GBT GET MR
B . oo
e - 2
s o6t~ %
¢ auogyoeq
" " &
: £ 1p-Aod
3
<
i VL Z
&
2
e pad Z.
o i G
aefhnieegp SEn P

U Y dsy-1oqur JA]-19yuI



14/28

V8 "OId

661 1e uoleoyipow ‘dqooy =UibuaT

PCT/US2023/071456

DOVOOOOVVYVYIOOOILYOOVOODODLIOVOO1O19D9D0000090100VOLOO1VOOLVIOLYOLVIVOIODODOIOVOIVOIVOILOL19009VOOD
09 LVYOVIDL10099009VOIDDI0DILDDLYIDILODDIDD9DDIVOVY.LODDVOD LYOOVIIIIDIDDDDLIDD1DDL0D0DOVILYIOVOLOLIODL
V19091VO{i10199VOOVOOLVOVLLIVIVIONNNNLLYVVYLIOOVYOLOLOVVOLOVLIDDO1D10001000101110001010101010101010101010111

0111010201000100100010110110110111010101010101210101210101010121010101210100011101010111010100010110120111

Alquisssy uonebi .1

s\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\‘

dig
>_mu swbag apooleqg .G
ayd

no
payipowun /ouiyly

swbag ¢

91011331V 19091vd/NPYFSI/10199V9IVIILVI/S0YdS/

WO 2024/030919



WO 2024/030919

Linker-Trp

Pecl <
< D
M 2

R
LA

3

Linker-Gly

B W
& @
&%

300

Linker-Phe

@ S
P o~
& b

R0 -

- 305
D1t

Linker-Glu

Alkyne

,
.fC\’\ by

{ORITVIFEY

150

248

100

Rt

B

W

3

4]

15/28

146

=
&

[48
tod
frosd
v Y
& L]
g & B
& -

A
e

Fas

¥ ¥ ¢
2B el o < <y
{ ¥ < [&
= Y ~ ~

¥ t
Q@ <
[ b
™ 4

ipsysenans 8y

PCT/US2023/071456

FIG. 8B



16/28

PCT/US2023/071456

oF

WO 2024/030919

Linker-Trp
Linker-Trp

Linker-Gly

R
20D 8 & a8
™ ~ Ead »i ¢ L)

Linker-Tyr

Linker-Phe

a0

343
Linker-Asp
FIG. 8C

~ S

e
k!

21

Alkyne

104

hesasanayrenaett

[e .+ & o I 3 2
& =] 2 o2 il &
oy ™ - Il ™~ \'«:1
b {pavengny §
b e Lo < o & w3
S < o & ped 2
B ™N =~ 3 ¢ i) A
N R N &
N

LN

Lgres

3

147



17128

as “O1d

PCT/US2023/071456

0% (£74 oy ¢ 035 tiid

v 8
b ...vN?
i e
%09
~ Aouaiolys 5
uonebnfuo)
‘payund » o1
O1dH ,
JON —> ok » : L o7
P ) @M\(v”

KAV UOIBLIOD 740 ANS)
B UDERBIOD BAL 30 aNGL HLAGEA UDTSERRAOS A 10T 0 3NG L

WO 2024/030919



18/28 PCT/US2023/071456

WO 2024/030919

dagl Je uonealipoy

swgeo=
Julodawi yoeg

dsy-

IENUY

uonisod sseg

30y

@
i

]
o
<

uonisod aseg

payipowun



WO 2024/030919 19/28 PCT/US2023/071456

Linker
FIG. 10A

Template DNA



WO 2024/030919 20/28 PCT/US2023/071456

N %
S
= . {
D %
O ¢
o A‘}

227

FIG. 10B

Position 1

o
N 3

8
2 \
£ h
£ 1]
P v



21/28 PCT/US2023/071456

WO 2024/030919

01 “OId

1K1 dil JALyda]

JAL dsy JA|/dsy

dig dsy di]/dsy

aulyly aufy|y Suky|y
payipowun payipowun payipowun
Z uonisod |l uonisod a|dweg

so|dwes




WO 2024/030919

22/28

Trp/Tyr

s
%

4

T

PCT/US2023/071456

Vil

Asp/Tyr

AaEpityr

B P T2 Lo 2 e & N
S S 508 5 8
¢ [ s -t &4 =y r W
3 2 t‘\)
Lo
<

AEpiED

FIG. 10D

5%

L0

e

$X5%

Unmodified

Pedd o
L
B ~

o~
3
2
&
P
&
&
22
el
«
g
“a
y
£
k<]
o

3G

1404

23 & e
Qs
S r5§
B
5
&
<
LRy s
N 4
< g
& b
= S
b KD
[
RRRRRReny e
o




23/28 PCT/US2023/071456

WO 2024/030919

HOT "OIA

1BgR; PIIPaId

G0

H

JALMAL JAldsy  dazdsy aulily  paiapowun

aoo

Z

v

000 200 000

IRy O30

0

L 2

- R dsy

- dagjdsy

- BUARY

PBRIPoLN

12qe] ahy),



WO 2024/030919

24/28

B ¥ (3
W W 0 a0 =
ol a3 o o 5

s H {

PCT/US2023/071456

FIG. 11A



PCT/US2023/071456

a1l "“O1d

ey $G

25/28

WO 2024/030919

505
- QUL
352
OUGL
- (U
o1y P
- ~ 0
FYE UDEMADOK J0 FU] UOTEO0ISUR @71 54 3 B DRULTLE i B BDNRMISIR




WO 2024/030919

250-27% (Right}

“

op

g 225-250 {polydT)

200-225 {Left)

3

bp

26/28

¥ E: T ¥ E
b Tk r Q b 2 fo] R
& 5 £ S S IS S
& S S & B ¥ RN
i el 3

R} ¥ N b b £
& X 8 < 2 & Q &
@ D & ) B £ e
™ W N bl faad 3% ™N
Fancd v = 4

¥ i N ¢ ¥ v k3
o @ Q & & o b 3
Lo Eo L3 o b <& & P8
R T RN S S R 5
o ] w3 o

&

e
S

R

7R E (23]

Tiy

s

vansiocation

H
%

Trarsinsation Tioe

PCT/US2023/071456

FIG. 11C



WO 2024/030919

Current: oe

By

v

Current

27128

¥

{0y JBLRG

ALY

() RN

PCT/US2023/071456

by

FIG. 11D

g

oy



28/28 PCT/US2023/071456

WO 2024/030919

HIT “OIA

R
AR
™
N
L3
4
™

WY

R

-

3

e

B B B

1 Bt B

W Mg

%

et

R



