Supplementary Figure S7. Genomic landscape based on the

morphological subclassification of GIS-NECs.

A

2
gos
o

Large-cell type

Small-cell type

> 500

“—
s}
e}

600
400
200

Large-cell type

j I*
* *
m_ _Hm_ I_.-

2°§ [S— | -
H . |
mw= P = B=
\ = N\
] | ] | N
HV' U
- AT
X )
| N
H
m 1]
N
N\
H
A
AD

Small-cell type

*
*%
-____Il_ll_-

I||III|I||||I|II I||II|||I||I|II||||I|| III|||II||I|Tum°r purty

MINEN
B Rb protein
- Primary organ
Histology

i ==H BN NEN I.-III = § =H-ENNNNEN TP53

KRAS
CDKN2A
APC
SMAD4
ELF3
ERBB3
7SC2
KMT2D
ARID1A
FAT2
FAT4
HMCN1

l ROBO2

B URI

KMT2C
CTNNB1
FAT1
FN1
PIK3CA
BRCA2
FBXW7
ERBB2
POLE
PRRC2A
PSIP1
SETD2
ZNF292
[l BCOR
DST
FANCG
MLH1
PTEN
SLIT2
STK11
URGCP

MIiNEN

__Il.lI- SV

Mutation

[ | l Rbprotein
Primary organ
Histology

.-.-... TP53
m RB1
0=

B kras
o =N % CDKN2A
b | myc
o] = = CCNE?
=\ B ARrRDIA
SMAD4
m APC
m ELF3
m PTEN
ERBB3
N NOTCH1
NOTCH2
== NOTCH3

Rb protein

Bl Loss
Partially positive
[ Intact

Primary organ

M Pancreatic NEC

M Gastoric NEC
Esophageal NEC

M Colorectal NEC
Ampullary NEC

M Biliary NEC

Histology
Large cell type GIS-NEC
MiN
Small ceII type GIS-NEC

Alterations

Il Missense non-hotspot
Il Missense hotspot
B Nonsense
== |nframe indel
== Deletion
Insertion
== Splice site

Rb protein
B Loss

Partially positive
] Intact

Primary organ

B Pancreatic NEC

B Gastric NEC
Esophageal NEC

B Colorectal NEC
Ampullary NEC

B Biliary NEC

Histology
Large-cell type GIS-NEC
MINEN

Small-cell type GIS-NEC

Alterations

Missense non-hotspot mutation
Missense hotspot mutation
Inframe indel

Inactivating mutation

Tandem duplication

Tandem duplication (inactivated)
Deletion

Translocation

Inversion

114V

Homozygous deletion
Amplification

Alternative splicing
Fusion



A, Oncoplot summary of mutated genes in large-cell type GIS-NECs, small-cell type GIS-NECs, and
MIiNEN based on targeted deep sequence analysis. The tumor purity, the status of Rb protein, and the
primary organ are indicated at the top. B, Oncoplot summary of altered genes in large-cell type
GIS-NECs, small-cell type GIS-NECs, and MiNEN based on WGS data. Data for SV and mutations, the
Rb protein status, and the primary organ are provided at the top. Asterisk, organoid sample; Double
Asterisk, hypermutator phenotype with somatic mutations of MLH1 and POLH genes.
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