PCT/US2021/050642

WO 2022/060967

1/20

4IBUD| LI SIPIIOBICNU GG .

T '9id

YN
y18Ua) Ul SBPIIOBIINU Op-5E

Anewop Juipuig 1o

2

3

TN

NG @
YiBua) Ul SapRoAINL HT .
T# sxusnbas SWYCENY .
T# uoiSay auiyseny

CHELUGE 2poliey

YiBus] Ul SepRoSInu §T .
7H 2ousnbag JUSWYIENY .
T4 uoiBay uswpely

Y318u3| Ul SOPIOBPNU T .
Ci BOUSNDIG JURLIUSEIY .
£ ucifay wswiyseny

T yiBus) B SOpoRRNU BT .
pi 2ousanbag UBWILDERY .
g U0IBaY IURLILOBIYY



PCT/US2021/050642

WO 2022/060967

2/20

Ajalow Juaosalon)) =

JayuI| ajqeaesjoojoyd =

x

< 9ld

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/050642

WO 2022/060967

3/20

1# 8dAl agoud HS)

Z# VN 19818

T# YN 188i8)

£# adA) 8qoud HSI

T# 9dA} agoud HS|

T# WN 198ig]
S’




PCT/US2021/050642
4/20

WO 2022/060967

1# 8dAl agoud HS)

Z# VN 19818
i’

T# 9dA} agoud HS|




PCT/US2021/050642
5/20

WO 2022/060967

/' -pay :¢ uoneso’
T# YN 188i8)

-UD34T) 17 UOIIE30T T# WN wmwwm\
Z# YN 198i8)

Nw% od Nww 5 Q osd e e ——




PCT/US2021/050642
6/20

WO 2022/060967

/ -pay g uoKEed07
T# YN 188i8)

1# 8dAl agoud HS)

-U3845) |7 UOIILI0T

Z# VN 19818
i’

T# 9dA} agoud HS|

N% w&»ﬁwmﬁﬁkﬁm o e |




PCT/US2021/050642
7/20

WO 2022/060967

/ -pay g uoKEed07
T# YN 188i8)

1# 8dAl agoud HS)

-U3845) |7 UOIILI0T

Z# VN 19818
i’

T# 9dA} agoud HS|




PCT/US2021/050642
8/20

WO 2022/060967

- : TH# YN 1984e)
pay-Ua3In) 17 UOIIeI07 A~

Z# VN 19818
i’

T# 9dA} agoud HS|




PCT/US2021/050642
9/20

WO 2022/060967

pay-Ua3In) 17 UOIIeI07
Z# YN 198Je)




PCT/US2021/050642
10/20

WO 2022/060967

m
AOYBA-MO|BA-DOY-US3ID) 17 UDIIEDOT
Z# YN 19818)

Nm adAy aqoid HSI




WO 2022/060967

SMI (Transcripts per 3k cells)

1e+04

1e+03

1e+02| "

1e+05

1e+04

1e+03

1e+05

1e+04

1e+03

R=0.81

PCT/US2021/050642

11/20
CCRF-CEM SUDHL4 © |l oaMBags
R =0.80. *llR=083

HS578T
R=084

HCT116
R=082

%

o

COLO205
R=081 ..

N

1601 16+01 1e+03

1e-01 1e+01 1e+03

RNA-seq (TPM) from CCLE

FIG. 4

SUBSTITUTE SHEET (RULE 26)

1e-01 1e+01 1e+03

AR

Indicates breakpoint
between two-part
regression



WO 2022/060967

N
™

NN N N
\sPASPAa}
AR IS

NN
Qr0¢O
Sl

N
i)

N NN
SN2 PANPAS)
S

N
<\°.)

N
(S
'\"io\"’

N

Single-cell distribution
N

OO
S

/\

ISy

N

P

12/20

O
N
T

PCT/US2021/050642

N o
gt
; S

'\\\\

0

N
ff?

S|199 Jo JaquinN

Color dots =

é

All detected
transcripts

1

COO0OO0OOCOOOOCO
CQOOUMNMNOUOTMN—
-—

S]199 J0 Jaqunpy

——~
85 ~

i R B v ' 8 8 B

E R B @0 8 .

: 3 : 4 3 § ;) 3

G - P 5 @ Q9

. R = g &< (N

Gt i SN ) o s

Lo L 2 ) 5 NG
T 28582~ 5 5%z -
Q : Ll I~ [e)) £

Ay : ‘N i -~ L )
g *rnehre 5 ek 32
s i i 3 2.
| o~ F e
E T ¥ <F g r BE=
bT R s B r fed T O
% 3 N \—jeon. o @
c = i b= u.<o o \\\\\“\3\\ \ S §
g = == o wdL=wo g (=8
- ® =®8% Q W=IZ . N 2
S SoBo. o @ il o wmY R0

R : s : : - ] N N sy BN
= E “;8.8. =/ S S e -
© %:Q.Emim: c R «x\a&%\\\\\%&“ o g
4 : : i : : : : — SN
S £8EL88 O E

a2 Do T T \\\\\\\\\\\

™ g~ THRTH \\\\\\® 5

(O DS n:d: A O =

QN gpne ; al

& —

& ik =1 =3

: : e

= P oo

e Tooo:

-g gic;c;gg

: i N

= I—‘A-X;Ag

SUBSTITUTE SHEET (RULE 26)

FIG. 5



WO 2022/060967 PCT/US2021/050642
13/20

R

FIG. GA

SUBSTITUTE SHEET (RULE 26)



WO 2022/060967

Mono Neutrof

2.5

Viono Neutrod

Neutro3

Cell typing and direct mapping onto Hissug space

<
- =
N 2N \\\\\\‘gy 0
g =
PNREN w0
K
° =
= -]
(]
==
=
o W0
"o
P
<
Rty
]
L] Ll i
Yo o L('I>
Zung-dewn

umap-Dim. 1

wmap-Dim. 1

14/20

umap-Dim. 1

PCT/US2021/050642

R

4000

¥ coordinates

2000

4000

FIG. 6B

% coordinates

2000

0

4000

X coordinates

2000

o

SUBSTITUTE SHEET (RULE 26)

-3000-

ga1eUInIoeD A



WO 2022/060967 PCT/US2021/050642
15/20

Cell interaction induced differential expression

MAL {

IGFLA |

1557
5"'1'%'“ i H i 3 AL § _.,ej\ 3 . i

COLBAS {

normalized expression

7__
Y:)'""
& A
&
5 -
& e
B

&

e

7
T

SUBSTITUTE SHEET (RULE 26)



WO 2022/060967 PCT/US2021/050642
16/20

Cell interaction induced differential expression

PTPRM

© A D N XD "N B9
feiden_clus

FIG. 6C (Cont.)

SUBSTITUTE SHEET (RULE 26)



WO 2022/060967 PCT/US2021/050642
17/20

Melanoma

300 plex

s CD4.T cells
& CD8.Teells
& regularoty.t cells
® ié. cells

Plasma

pDC

¥ macrophages

& nonocyles
myeloid dendrific cel
neutrophils
Mast
fibroblasis

“ andothelial cells
* jumaor
©unkown

1000 plex

Neutrophils LD

* monocytes

= macrophages

= T.CD4 Memory

« T.CD4 Naive

mbCs

pDCs

T.CD8 Memary

fibroblasts

& NK

» T.CDE Naive
mast

& B

w0

?ndoﬁheiiai

¥ Plasmablasts

FIG. 6D

SUBSTITUTE SHEET (RULE 26)



WO 2022/060967

1000 plex

NI
5]
pDCs
macrophages
monocytes
mDCs
mast
fibroblasts
endothelial
Neutrophils LD
Plasmablasts
T.C04 Memory
T.C08 Memory

X" T.CD4 Naive

* T.CD8 Naive

S

18/20

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/050642




WO 2022/060967 PCT/US2021/050642
19/20

Ranal cell carcinoma

1000 plex

Y

* macrophages

© monocytes
mbCs
mast
fibroblasts

- endothelial

* Neutrophils LD
FPlasmablasts
T.C04 Memory

= T.CD8 Memory

* T.CD3 Naive

FIG. 6F

SUBSTITUTE SHEET (RULE 26)



WO 2022/060967 PCT/US2021/050642
20/20

s CD4.T cells
s CD8.T cells
s regularmiy.T cells
= NK cells

«B

s Plasma

s macrophages

¥ Monocyles

« myeloid dendritic calls
s peutrophils

¥ Mast

fibroblasts

= endothelial cells

& {umor

= unkown

FIG. 6G

SUBSTITUTE SHEET (RULE 26)



