Integrated analysis of single-cell and bulk RNA-sequencing reveals a novel signature based on

NK cell marker genes to predict prognosis and immunotherapy response in gastric cancer

Supplementary Figure 1: NK cell marker genes associated with the GC patients’ OS.

pvalue Hazard ratio

CPA3 0022  1.147(1.020-1.290) b.q

SLC18A2 0.014  1.429(1.076-1.897) |

KIT 0015  1.216(1.039-1.423) H-H

ELL2 0013  1.374(1.069-1.767) -

RGS1 0.007  1.237(1.061-1.442) -

GLIPR1 0019  1.213(1.033-1.425) HH

GADD45B 0.021 1.294(1.040-1.609) -

VIM 0.002  1.368(1.126-1.663) =

CXCR4 0.003  1.238(1.074-1.426) \HH

TUBA1A 0023  1.247(1.031-1.509) F=m

CD69 0.040  1.199(1.009-1.425) HH

RGS2 <0.001 1.290(1.109-1.499) | HEH

cD82 0.020  0.776(0.626-0.960) [

BEX4 0.006  1.233(1.061-1.433) 1HEH

RDH8 0.021 1.617(1.077-2.429) \——

SAGE1 0048  1.229(1.002-1.507) [

MAGEA11 0.009  1.415(1.090-1.838) | ——

SOX14 0.002  0.608(0.447-0.828) Ha !

CYP19A1  <0.001 2.561(1.599-4.100) 1 —_—

SHOX2 0.022  1.727(1.083-2.756) [ S ——]

SERPINE1 ~ <0.001 1.317(1.158-1.497) o

NETO2 0022  1.207(1.027-1.419) [T

TNFSF18 0013  1.559(1.096-2.218) N——

PNMA2 0.011 1.225(1.048-1.432) ‘W

RTN4R 0.033  0.766(0.600-0.978) p.-q

GRB14 0.019  1.327(1.047-1.682) '

SLC35E4 0.015  0.693(0.516-0.930) |..-|:

NEK5 0.007  0.357(0.170-0.753) |

AKAP5 0.002  0.355(0.185-0.684) e

MSI2 0.003  0.615(0.448-0.845) -

KYNU 0.003  1.280(1.088-1.506) HH

PLCL1 <0.001 1.951(1.340-2.840) . —a—

AADAC 0.003  1.168(1.055-1.293) .

ADH4 0.010  1.149(1.033-1.279) I

HBB 0.014  1.148(1.028-1.283) =]

LDB2 <0.001 1.440(1.178-1.761) | HE—
T t T T ]
0 1 2 3 4

Supplementary Figure 2: The distribution of risk score, survival status (A-B),

Hazard ratio

signature genes (C-D) in both TCGA and GEO cohorts.
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Supplementary Figure 3: Summaries of gene mutation profiles for low-risk group.
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Supplementary Figure 4: Summaries of gene mutation profiles for high-risk group.
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Supplementary Table 1: The baseline features of GC patients in TCGA and GEO datasets.

Features TCGA (n=371) GSE84437 (n=433)
Age, years (mean+SD) 65.54+10.55 60.06+11.58
Gender

Male 230 296

Female 141 137

Tumor grade

Gl 25 —
G2 129 —
G3 209 —
G4 8 —

Pathologic stage

I-11 173 157

I-1v 198 276
Tumor size

T1 16 11

T2 70 38

T3 161 92

T4 124 292

Lymph node metastasis

NO 109 80
N1 115 188
N2 72 132
N3 75 33

Metastasis status
MO 319 347
M1 52 86

The “—" indicates that the value is not available; HR, hazard ratio,; CI, confidence interval.



Supplementary Table 2. The baseline features of patients in IMvigor210 cohort.

Features n=348
OS, months (mean+SD) 10.25+7.65
Survival status
Alive 232
Dead 116
Gender
Female 76
Male 272
Tobacco. Use. History 209
Current 35
Never 116
Previous 197
Baseline. ECOG. Score 198
0 134
1 196
2 18
Immune. Phenotype 161
Desert 76
Exclude 134
Inflamed 74
Unknown 64
Binary Response 72
CR/PR 68
SD/PD 230
Unknown 50
Mutation burden per MB (mean+SD) 10.86+9.57

OS, overall survival; ECOG, eastern cooperative oncology group, CR,

complete remission; PR, partial remission; SD, stable disease; PD,
progressive disease.



Supplementary Table 3: The primers sequences of mRNAs.

Gene name  Forward sequence(5’-3’) Reverse sequence(5’- 3°)

CXCR4 ACTACACCGAGGAAATGGGCT CCCACAATGCCAGTTAAGAAGA
RDHS TCAGGAATTGGTCTGGAACTTGC CAGCACGTCCACTTCTCCC
MAGEATI11 TCCCAGGATCTGCCAAGAGTC CCCCACAGCACTTGTTCTC
CYPI9A1 TGGAAATGCTGAACCCGATAC AATTCCCATGCAGTAGCCAGG
SHOX?2 CAAAGAGGATGCGAAAGGGAT AGTGGGTCTCGTCAAAAAGCC
GRB14 AACCCTTTTCCTGAGCTATGC TCACTGGGTACATCTAAAGCCC
SLC35E4 TGCCGAGTCCTACTGCTCA TGGTAGTAACCAGTTGTGCCA
NEKS5 GCAAGCACTGTGTCATAAAAGAG  CACCCCGTTGTCTATTGATCC
AKAPS GGCCTCACTCAAACGTCTTGT GGTTGCATTTCACCCTCCAAT
MSI2 ACCTCACCAGATAGCCTTAGAG AGCGTTTCGTAGTGGGATCTC
KYNU GGCTCTCCACCTAGATGAGGA GCTGCTATTTTGGCCCACTTAT
PLCL1 AAAGTCCGGCCAAATTCTCG TTTCCGTGTTTTTCCCCAGTC
GAPDH TGCACCACCAACTGCTTAGC ATCGAGTGAAGGACCTGGC

Supplementary Table 4: The primers sequences of mRNAs.
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Supplementary Table 5: Genes determined by LASSO analysis.

Gene Coef
SLC18A2 0.031
RGS1 0.012
CXCR4 0.052
CD82 -0.028
RDHS8 0.207
SAGE1 0.043
MAGEA11 0.217
SOX14 -0.200
CYP19A1 0.442
SHOX2 0.064
SERPINE1 0.152
NETO2 0.108
TNFSF18 0.001
PNMA2 0.038
RTN4R -0.040
GRB14 0.127
SLC35E4 -0.153
NEKS5 -0.392
AKAPS -1.040
MSI2 -0.123
KYNU 0.149
PLCL1 0.355
AADAC 0.041
ADH4 0.076

HBB 0.033




