P01

Epi-differ 3 ‘

Epi-differ 2 ‘ I

Epi-differ 1 II ‘

Cell secretion

Cell cycling
T T
500 1 000 1,500
Cells

P04
Epi-differ 3 I | I
Epi-differ 2 |
Epi-differ 1

Cell secretion |

Cell cycling

50
Cells

FH |

Epi-differ 3+ |H ‘ ‘ |||

Epi-differ 2

Epi-differ 1

Cell secretion

ill

1 000
Celis

Cell cycling<{

Epi-differ 3
Epi-differ 2
Epi-differ 1—|
Cell secretion-

Cell cycling-

T
200

tSNE2

tSNE1

P02

Epi-differ 3 ‘

Epi-differ 2 II

Epi-differ 1 I

Cell secretion

Cell cycling

Epi-differ 3

Epi-differ 1 I|

Epi-differ 2

Cell secretion ‘

Cell cycling

Cells

Epi-differ 3- ' ‘

Epi-differ 2

Epi-differ 1

Cell secretion—

Cell cycling- II
—— -

250

P15

i
|

L

Epi-differ 3 w

Epi-differ ZI I

Epi-differ 1

Cell secretion-

am

Cell cycling I | .
T
25

Cells

7,581 malignant cells, 11 patients

tSNE2

Patient

tSNE1

Cell secretion

Epi-differ 2

Epi-differ 1

Cell cycling

P03
Epi-differ 3-
Epi-differ 2 |
Epi-differ 1+

Cell secretion-

Cell cycllngI ‘ I

Cells
P06

L

30(

Epi-differ 3

Epi-differ 2

Epi-differ 1

Cell secretion—

Cell cycling-

T T T
50 100 150 200
S

Epi-differ 3
Epi-differ 2
Epi-differ 1

Cell secretion

Clusters

Epi-differ 3

Signature
score

iV
0
t

Signature
score

N
0
'k

Fig. S5. a, Heatmaps showing the expression of five malignant signatures in malignant cells (columns)

from 11 tumour samples containing at least 50 malignant cells.

b, tSNE plot of 7,581 malignant cells

from 11 patients clustered using only genes from the malignant signatures, with each cell colour-coded
to indicate the associated cell clusters (left) and corresponding patients (right). ¢, Heatmap showing the
average expression of five malignant signatures in each cell cluster shown in (b).



