1O

’ m%&u&uuggﬁﬂﬁﬁwi#ﬁﬁé m.Engmgwgﬁugﬁmwﬁw&h&%%wawﬁ&wgﬂuEwﬁﬁmgﬂ‘& gm&%koawﬁﬁmn&&wﬁﬂm&vw&y@

YRIP HGEYS sponasy asmgrd & bagponmpd vy afe nopyeduss YRGS HOAYS

PCT/US2023/065972

WO 2023/205707

1/26

wuad {3 VNS PITEIYIAR

sapad gogped

f/fw?ﬁé PATILIIANY
whany

sy fngponrg oo .\\v

P verin g

aus Bagparg sompd
Bbos pyay

*

sl 1y 18 N% pangsagdy

X %\\N\N\w\y\\\\\\\\\

I <A A A A A S
| LA S



PCT/US2023/065972

WO 2023/205707

2/26

Xog o die e

i Fbag

pANRIBNTY

¢'OM

X5 o) dn -

[ ——

[y

g

»d

ANy

wsesssarersessanlh o0 an 360 306 4l

i

g oy e
ssssssrssssnsosly on 94 504 55y

D bt

sneesossrrrensoodl et 90 0 300 o

p

)

Pl

3

2

Yk
ARy

P

%,

<

bes g wesw @

%

Seut
L

o
R

S8

Wity

{13

<

X

1193 3 2DISH1 PRjeIRal RNEIT0])

*»
L]



PCT/US2023/065972

WO 2023/205707

3/26

Xosordne

B S T

SIS 395, B0 435 0. 95 95 50 A

FEFTRYY

4

BATEY

€ 'O

Yig opdinc

B R e x
%9

S e 10 40 L 00 406 o ewh M\w
W

Am,

Aastasaasoadls s S5 e 394 40 395 905 b

&

Lo

o odno

e R ’

S 1 S A

43

"

CEATVRIDETENY

bes 0w Q)

e 0% e

Y

110 9 apistr poiniansd RIEon0))



PCT/US2023/065972

WO 2023/205707

4/26

Xogodne

v OId

Ko v dne

Yo or e

L 3
A—— ", 3 W 35 X\M Wm s . . 395 95 xnw m P T
5 2, w2,
& m mmm—
oy g ya oy beg sy oy beg pheras

™

I
RATIRIRFTINY

W

Y

{0 a1 2pisw pojesaned setuaisoun)y



PCT/US2023/065972

WO 2023/205707

5/26

i

i vyl

S |

sogordac

soc o das e

; L e .
sl v, W 955 995 H D Sttt w\&:\ b——— 5. 395 955 S X
% % %
Y 2o &
% % ; % 0 B %
L - M
w oz " B
% , % %

s

bag

{,z

1120 G BPTIVI PARISUAT 1URIEIN0))

o



WO 2023/205707 PCT/US2023/065972
6/26

FIG. 6



WO 2023/205707

Py

7%

e
%

Ehasst

7/26

PCT/US2023/065972

FIG. 7



WO 2023/205707

8/26

PCT/US2023/065972

FIG. 9

FIG. 8



PCT/US2023/065972

WO 2023/205707

9/26

IT°OI4

Ayatowm
wsyEye

2500

7

e,
i
7

01 "D

peais s




WO 2023/205707 PCT/US2023/065972
10/26

§ - QM -
Spacer: N 3 %r’
) H i1

Linkers:
i1 atom Lasker 16 atom Lasker

Q 0
s H
RoHN \»’“\/\/B\{}RE RHN o”\,*’\f“ NN \/[;\QﬁE
¢

23 atom Linkes: N3 Ligket
o ” o Ny 0
. . il N
H i ! ' N
o

FIG. 12



PCT/US2023/065972

WO 2023/205707

11/26

vy by

{
\?sﬂ o
kS ¥ 7
B P

¥ ¥ ~ Q\sf \.m\;. g

£

g
p:
F;

%N

H., -, £ AN -

W

L]
<

BARZx g1

WO e 0 e e D
H\/ﬁw... “o, /(x}wxu.,}uvw\/%\w\xxﬁ\lmmmm
0 0

4
4

4 1T

€1 'O

155 R P,
y

P ..fux

.., N0

s

'3 Jur

g By

o g 2 ) A~
w%g{ﬁ\ga\{fﬂ)y @imﬁ\/@\,{f@\i%&

& 4
LAy g el



PCT/US2023/065972

WO 2023/205707

12/26

wgthoy \\&x\\?m

\.\

RN

£

L R R A R

ELH

. s\ws i,
\.\aw oy 25 R > \

sasseth g gty Ly

BRI < R

YRR WOV 1T YA AL

v1 "OIAd

B A,
2234

R T

UK

“AANY



PCT/US2023/065972

WO 2023/205707

13/26

z ; %y
L
N o 4,

B8 o A |

e

HNT SR NR

SI"OId

s \..wxe..\v«:x

SEN W XY ALNE



PCT/US2023/065972
14/26

WO 2023/205707

91 "D

vad g

B R
7

a\v

TN VA AEND g ATV ALND



WO 2023/205707 PCT/US2023/065972
15/26

spacer  example Bnker

& ) § ¢ 1 .
§ 4 g}

”

it

T ;'.‘;x\\\;\
N

S

By o &E‘g

® N
biotin &R

PA-GNTP

FIG. 17



PCT/US2023/065972

WO 2023/205707

16/26

61 O

e ervvsvisiovsssssesiaiosessoooedh

81 °OI4

-
-7

penay, 7

P

Lok,

/

Foeeaaan

", - ) .\mm;{«»?.ﬁ&m\\

#

T

=

e




PCT/US2023/065972

WO 2023/205707

17/26

saqoud yo0|ped
pazieInu | 7

A0}

VDY [essanun

1 ¢-bas yojeg

uopdedwod "Alun g
¢-0g19die]

(G r—— ————— - £

uoneziplgAy aqoad yo0|ped

— -
C-VNQ?

CO_uQ_'_umle_u 9SJoAIY

C-VNY

07 'Ol

saqoud yo0|ped
pazlienun 1

Vou

T-bas ysneg

VoY [BSIBAUN o

uondedwod "Alun

uoneziplugAy aqoud yoo|ped

— -
T-VNQ2

uondidsues) asIanay

?\

p— T-YNY



PCT/US2023/065972

WO 2023/205707

18/26

R0 23 B LaEE e —

ragasdu g &a\‘w

>

1T "OId

YO e

nopandny 435}

i

A3y qorey

ooy pafany,



PCT/US2023/065972

WO 2023/205707

19/26

“HPOGHUY ¥

'O

PHOSFEOBHO T

By,

awdnfion
spnoaaMUeFn
-APOGIY f

A1ates
IBYUrY

arospEoBne

33

i3 i8e ]

«/. [~V AQ paposta




PCT/US2023/065972

WO 2023/205707

20/26

€O

EDGOs g

poTie 5
s 2 «&mw
Y Jueg
3 2555,
1@ ¥ SRR
sothag, BY
ey A
s f

LR AN PADOss
b 507

e



PCT/US2023/065972

WO 2023/205707

21/26

¥ *OId

souund y-bag s -bog

LRI 0 %11

Pyl ISR T o R Ts & S P 1) EycE?

sawyoss oy

IR o

¥R SR Illl 1-hag yareg

soyardnns s

, -0y 3aBan g,

R IO S
PYRGR

e A
mpypdndfiod s



PCT/US2023/065972
22/26

WO 2023/205707

ST 'O

s 1-hog

B T et t]

i {0 ST Estees ]

has s vfey pley

0

eBey pBiy oD vom

syl 7-bog

i

G WY

ZOAS 708 YN [asdviei

Yoy gy

s yoojped

3 A 9% 95 PILERORRNS T
73 AL mw&. , -3 ORI | A PN e
- ‘ oy gapeg

&£ noanouhrsd Ay

O ey

LW NARY

S~ VN Ag papodo
aptidadiiod wiiey .7



WO 2023/205707 PCT/US2023/065972
23/26

2630

2601

2620

2615

A

2610

FIG. 26



WO 2023/205707 PCT/US2023/065972
24/26

Scheme la (Increase detection
efficiency)

L 3
,,,,,,,,,,,,‘,,,
Y
;
7
o 5
L

%,
i,

3 o
N o
R —-—

mm///"
#

Linker modoties can be connectad
direetly or via 2 multivalent stucture

I
///// it

//

Qption 13, reduces non detection due 1o RCA
gfficiency and nicked circles

) Soeed

FIG. 27



PCT/US2023/065972

WO 2023/205707

25/26

1

8T 'O

AT
FRY

PR Sry
s ey,

/7

f

SN
PRI

%
7 it !
H e S TR e |
% e 7 L
P 7 % St
;7 / 71 -~ appdniues
% - -
1 .

V. apreaaeiga

popuirduos g
| popedndus -] ApOgIyEy

frotiuans; uone#iey

3N AL pepaoun
}EB0EO3Y

| 2, pe i -
\\\\\\\\. -
b g
ety

a1 - neinlos
ApuDapmandln
“G} Apogipry



PCT/US2023/065972

WO 2023/205707

26/26

67 "OIAd

5

)

et

AN

A
\\\.\ ", w }.j
7 s, Z

7 Y Z

7 % Z

7 o % “..

H P rorieirte, H

4y sy G e Z

4 % % 1 4
/ H % wy - o

%, -
K S spryeapsanolige
~2§ Apoyizuy

PR Ag wu.m_«,is %

% } -
i - 2
AP
-4} SpaguBy



