) 4 )
| o e TisSLIE . Tissue

OTOA

O normal brain
ZIC1 . i X .
{E AZGP1 High I intracranial metastasis
I — GJCs3 expression
- OR7AS Exp. diff.
LAMC3 o
— CDH15 0 . significant
= = o sptan
LHFPL3
- SOX2 Low
POUSF3 .
GABRA3 expression
SLC52A3
HBA1
I HBD 4
HBA2
HBB
CDH7
BCAN
CHRNB2
CRB1
GRIN2C

ANXA3
NRG3
GJB6
MRAP2
GABRB2
UNC13C
SCN1A
CTNND2
DNER
FGFR2
B3GAT1
APLP1
KIF1A
PAX6
FAM107A
GFAP
AQP4
CNTNAP4
EMX2
CLDN11
KIRREL3
CNTN2
NGEF

PTN
ATP1A2
SLC6A1
ADCY8
GAP43
CNTNAP2
UCHL1
SLC24A2
DSCAM
SYT1
SCN3B
RIMS2
ATP2B2
LGl
GPM6A
NRXN1
PCDHB4
MAG
CDH8
FGF12
NALCN
RIMS1
GRIA3
UNC13A
GABRD
SALL1
CDH4
PCDHB10

mmﬁwm|ﬁwﬂﬁﬁnﬁ—ﬁ—mﬁﬁﬂmﬁﬁﬁ

EPHA7
NR2E1
SNCB
CHRNA4
NPTX2
ZIc2
VGF
HAP1

g IN
g2aN

g eN
g N z9d
g N vd
g 2N

g 9kd

g evd

g 101d
g 8.d
g°804d
g 6ed

g ed

a vd

g 8id

g vid

g L01d
g 8d

g 2.d

g thid
g €ld

g 90Ld

“Hip “dx3

Figure S4: Heatmap of gene expression levels for intracranial metastases and normal brain samples based on genes
that were associated with the brain-like phenotype. The columns of the heatmap represent the normal brain samples
(tissue: dark grey) and the intracranial metastases (tissue: red). The rows of the heatmap represent the expression
levels of the individual genes. A color gradient from blue over white to red is used to visualize the z-score scaled logs-
gene expression levels of the individual genes. Significant expression differences of genes between the intracranial
metastases and the normal brain tissues were determined by a standard differential gene expression analysis using
the R package limma. The results are highlighted left to the heatmap (significant expression difference with FDR-
adjusted p-value < 0.05: dark red). The hierarchical clustering of the rows and columns was done based on the
Manhattan distance in combination with complete linkage. The genes associated with the brain-like phenotype that
formed the basis of the heatmap were associated with the GO terms shown in Figure 5B of the main manuscript. The
majority of genes (52 of 82) have significantly lower expression levels in the intracranial metastases compared to the
normal brain tissues, but there are also some genes (5 of 82) with significantly greater expression levels in intracranial
metastases and several genes with similar expression levels in intracranial metastases and normal brain tissues (25 of
82). This indicates that our observed brain-like phenotype is potentially jointly driven by normal cells in the metastases
microenvironment and tumor cells of the intracranial metastases.



