BCR Signaling Pathway (k_opt = 110)
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CD40L Signalling Pathway (k_opt = 67)
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D4-GDI Signaling Pathway (k_opt = 77)
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Eph A-B receptors (k_opt = 31)
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Eph receptors and ligands (k_opt = 52)
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Eph receptors and ligands (k_opt = 52)

Profle 19 O
Dispersion
53.99

Max

0

Profile 35 @
Dispersion
128.27

Max

0

Profile 48 @
Dispersion
56.08

Max

pProfle 22 O
Dispersion
52.86

Max

0

Profle 36 ©
» Dispersion
“  56.68

Max

0

Profile 49 @
Dispersion
80.01

Max

Profle 23 ©
¢ Dispersion
&% 5589

Max

0

Profile 42 O
Dispersion
92.97

Max

0

Profle 50 O
Dispersion
47.33

Max

Profle 24 O
Dispersion
43.2

Max

0

Profile 44 O
Dispersion
52.16

Max

0

Profle 51 O
Dispersion
78.88

Max

Profle 25 @
Dispersion
46.73

Max

0

Profile 45 @
Dispersion
63.7

Max

0

Profle 52 @
Dispersion
58.41

Max




Global UMAP: Pathway ON

Pathway genes
Efnad
Efnab

Efnbl
Efnb2
Efnb3

Efnal
Efna2
Efna3

Gene Co—-Expression Above Threshold
> ¥ > & P v & &
({s/@ {(s/\ﬁ\ Qs/\(\ (2/\(\ Q}Q Q;\(\ ({s/\(\ ({s/\ﬁ\

Efnal
Efna2

Efna3
na No. cell types

300

Efnad
200
Efnab 100

Efnbl

Efnb2

Eph | (k opt =16)

Silhouette and Z-score

0.5' /

o o o
N w &

Silhouette

o
=

0.0+

Z—score

\

i’ —Eﬁ‘

40

0.00 . . 025
ECDF of Profile Dispersions

Cell type diversity (PCA)

~
o1

o
<

N
o1

120
Number clusters

050 . 0.75
Profile Dispersion Plot

Expected

1.00

|

8 12
Pathway profile

[EEN

1

13

14

15

16

. type — pathway — pos control — transcriptome
s: ¥ 4
& <. * > °gN 1.001
. ; K
) *) wn
o5 o 0.751
® :1 _ ..(7.)
: =
° (&]
’ ‘S 0.501
c
i)
g
n 0.254
89
0.001
25 50 75 100 125
Cell state dispersion
Motifs, Dispersion = 90™ percentile
Motif Tissue Composition
2
&
=
©
al
> 4 6

— (9N} (0] < O — AN (90
© © © © T QO Q9 Q9 sqrt(No.
S N S BN - . - cell types)
L oW o w oW oW oW owow

Pathway genes
0.0 0.2 0.4 0.7

16

———r—L——

cell types)
3

2

1

|

jocel"ssero MMM RN

Teulq

e

U

n

l+

ceuld
geujd
veuld
geujq
cquig
o NN

0.8

0.6

0.4

0.2



Profile 7 @
Dispersion
47.21

Max

0

Profle 15 O
Dispersion
86.73

Profle 100 O
Dispersion
72.09

0

Profle 16 O
Dispersion
71.55

Eph | (k opt =16)

Profle 11 @

s Dispersion
w %% 6752

Max

Profle 12 @
¢ Dispersion
° #° 6189

Max

Profile 13
Dispersion
49.21

Max

Profile 14 ©
Dispersion
51.03

Max




FGF cell signaling proteins (k_opt = 80)
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FGF cell signaling proteins (k_opt = 80)
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Frizzled and Lrp5 6 receptors for Wnt B Catenin Signaling (k_opt = 37)
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Frizzled and Lrp5 6 receptors for Wnt B Catenin Signaling (k_opt = 37)
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cellular Signalling Through Adenosine Receptor A2a and Adenosine (kK o

Pathway genes

Adora2a Pikaca A2 Silhouette and Z-score
Gngl2 Pard6a

Arhgef7
Gnb1l 9 Prkcz
Cdc42 0.5-
Gnas Rps6kal
Map3k4
Prkacb Map3kl Bad
Crebl P Pdpk1

Rapla Map2k7 Aktl
P Mapk10

Map2k?2 Chuk
ap Jun u oS~

Braf Pakl Ikbkb
Mapk1 Nfkbia

Elk1 Map2k6 Nfkb1

Gene Co—ExpresMsaLi)gh Above Threshold

K O N g Qs%,bq,/\"lx‘b W'\ Q\N Q)rg\, ‘lg;» :
ST sy
Adora2a
[ | H B [ | [ | Gngl2

4

om O

b FI m ! |

|
“ IlIIII il 1m II

o
~

JHTLEBUEHTE E

[ NN I-IIHIII|-I

Illlllr- -Ilw-lllllll nomn

I
-II+IIIIIII-ﬁIIIIIIIIIIII

1 l
an
:III1 | N |

Silhouette
o o
N w

Arhgef7
| HY HEEE BN Cdc4?2
Map3k4 900
Map3kl
| [ | D | Map2k7
Mapk10 600
- Pak1
al
Map2k6 300
Mapk11
| [ | Atf
| Pard6a
Prkcz
Rps6kal
Bad

3

EE O BB | T | Gnbl - — - - -
HEEE B BRSO B EEE mECC Gras ———— = =
rkac = - =
EEE N EE N BT EEE N Crebil u = =
Bl N E EE B Rapla 0.0- " E =5 = = o = __=_
BB N NSRS CEEE RS Mapoio : = = B - =
ra ] ESeess B - - - L
l= || =l H " BT HEEE BT I\Eﬂligkl B L= B B | - - =
Rapgef2  No. cell types I ——& | ==
EN = E EEE N Pik3ca yp g =
- -
o

ST I T L
Iﬂ I
.

Z—score

|

[0 " ﬂll*-lll

B e 0 50 100 150 200

P el

Chuk Number clusters

050 . 0.75 1.00
Profile Dispersion Plot
125] .

THI! L

I LT
|
IIIIIIJ“I ] IL W T

| e e i | E'I"" VRS 0 W W W)W
it § 2 T
al"l:'u )

€

[
o
Q

.i

% type — pathway — pos control transcriptome
b )
&
°

w
# i IIIIIIIIIIIIIIIIII I

.’fq \{ 1.00- —

0.757

T
i

~
ol

' d
»

&

)
@]
o
Q
(-
<
>
U
-
D
>
S
<
@)
zZ
[ |
meess
O
O
TI
(@)
*
Uo
o8
=h
D
o
n
S
®
ne
5%
S
0
e —————— e DT
(] (1]
[ U e
e Nkl
IR W J00 AR O | (I | {11 ”
1100 0 1 ||I||||||I| | II
|
II ] [1[1] |
Im ] [ 1 Cnm | ||I |
| o -

0.50

F |
IIIIII |I *II

a1l
o

Kpected

Cell type diversity (PCA)

Fraction of clusters

0.25/ f

]

J 2

0 50 100 150 200 0 25 50 75
Cell state dispersion Pathway profile

N
ol

111 O T III-H“ W

L
L
o
 (UTARIICWAD AN

0.001

Ii:
’

=ik
|
md 1

5

Motifs, Dispersion = 90™ percentile

F: 110 A

|1 |

I1:I |
Ll

] EII
FIII

Motif Tissue Composition

] N Bl s
HH B B E =B 22

\l
\l
|.

JII I A

I
|/
e — — i i
22 . ] B [ | 25 i=.=_ = =
26 | HCH I | L L N 0 26 e E inE e e
%g _.-|-| I -- [] 32 e it
CER R SR CCRRT ] 3 E-IEE S ==L
84 | NN | (ML IOl ]| ] 15 =it - I Nl =
33 || DL o ] . H B | = 57 — Y e
57 | (I | ] . m H 59 Ilii‘i_i = —= B
45 | [ . ] L 60 SEms N = - BT
£ 69 | WEE W W | W W BN N = o ) I-1EE: =1 - =8
S 67 |EEEEE | FUECCC W - H = m_ N 62 P e
© B0 | NN N MW || I WA M| | W W . O N ‘== H5
> 75 | W | W] L] I%?f spE= L= en
| 67 N 5 - - = =i
= 00 || N U | NN O | o W 2 C8 5 L BeREl. = |
= 80 |mmm ] ] 69 E | E=§!|=§ = £
C 68 | WEECPECE || PN ] ] 70 1 ' s EIE - - EEE
70 | DN | ) | L T = B 72 IEEf ) —tisic
AN BECCRRNERE NERRCRRRRRNNNRCEE BRR 74 0 R — I
66 | [N )T | E e .- e . 75 s bk =3l
62 | I | ] W] | L] 77 E - Bl R
61  IFI N i PR e ] 78 = ——— et————
60 | (W LI LW ] ] 79 FI1EEfE: i =51
79 1| ] ] 1 B0 P (SRl PR
83 LT | B ] o EEIEE EmE =01
65 AL R SR T ] o | b= = mm e e
72 CRNRL LA AR T I B o J€'=: SocE e 0 e
59 EEN RENNCRRREEN BRL I S PP B P P @D O S F NS EF P | EI==-Ff "} E E B
& L L ST LT VPSSO B == i ==
' S S SRR & Ve T B e —?;
2 4 Q}\@i\g\d\ R éq@«\}@ é{\@ i —— i — Sp—
,03 (%) N U _— =E S -— . —— e NN
sqrt(No. & < N =i 58 == == Fi=
cell types) IENEFEE- = Bs
B = ——— EEa-u | | ===
AE=H E BE=-
= = | & ==
mras 1 - =a
Pathway genes ‘:E':? sl EEa3=
- RS B = JE = =
S et

A

4e-04 3e-01 5e-01 8e-01 1e+00

|age| ssejo

~—t

=



cellular Signalling Through Adenosine Receptor A2a and Adenosine (k_opt =
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lon Channels and Their Functional Role in Vascular Endothelium (k_opt = 32
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lon Channels and Their Functional Role in Vascular Endothelium (k_opt = 32
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Leucine Stimulation on Insulin Signaling (k_opt = 34)
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LPS and Citrate Signaling and Inflammation (k_opt = 112)
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Lysophosphatidic Acid LPA2 Signalling (k_opt = 31)
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Mitochondrial Electron Transport Chain (k_opt = 43)
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Nitric Oxide Signaling Pathway (k_opt = 28)
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Notch receptors, DIl ligands and Fringe proteins (k_opt = 30)
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Ras Signaling Pathway (k_opt = 83)
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RNA-splicing by SR protein family (k_opt = 19)
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iIn—Proteasome Pathway (k_opt = 28)
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