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Abstract: Objective To investigate the expression and clinical significance of TM9SF3 in lung
adenocarcinoma (LUAD). Methods TCGA and GEPIA databases were used to screen the differentially-
expressed TMISF family molecules and analyze their effects on patient prognosis with LUAD. The expression
and localization of TM9SF3 in LUAD patients were verified by a human proteomic mapping database,
Western blot assay, and polymerase chain reaction assay. Herein, the GSEA was used for the signal pathway
enrichment analysis of TM9SF3-related genes. Meanwhile, the TIMER database and CIBERSORT algorithm
were used to analyze the correlation between differentially-expressed TM9SF3 and the degree of immune cell
infiltration. Results The expression of TM9SF3 in LUAD was significantly increased and had a significant
adverse effect on the prognosis of LUAD patients. In addition, immunoblotting and polymerase chain reaction
confirmed that TM9SF3 was highly expressed in LUAD. Meanwhile, the genes related to TM9SF3 expression
were mainly enriched in cell signaling pathways regulating immune cell activity. The expression of TM9SF3
was significantly correlated with the expression changes of six immune cells. Conclusion TMO9SF3 is
differentially expressed in LUAD and may be used as a potential prognostic marker for LUAD patients.
TMOISF3 can also change the level of immune cell infiltration in LUAD patients and is expected to be a new
potential target for LUAD immunotherapy.
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Figure 1 Expression of TM9SF3 in LUAD and pan-carcinoma and its prognostic analysis

2.4 GSEA4:HT 5 TMISF3HH G 20 A5 -3 [
GSEAZMT /R, GOTERE /R T 5 TMISF3 1)
TR IEMEMS EENE ALY FIEE: T
ML S PE . BRI RS . B AN
AER . B =AY G a8 o A i
SRR N, AN, WERBLT SR
BEAAEYFI6E . BEIRBIES S . R OR
SO . VRV A AR ST B R A )
W, EE T S L . KEGGIHE I & 47
7% 5 TMOSF3 38 3K 1FE AH O e 5 19 5 25 (5538 186
AMLBERIL . P AIGAMHEREM L . A G4

3
m::
NT LUAD NT LUAD NT LUAD &2
#HlOH#H R R #B 1B %§2_
TM9SF3‘-——0 - - tg
zZ <
GAPDH’-----—| %51 "ﬁ"
~ E

I
NT LUAD

REVE HUR IR . i . U TR . U
KIS E BT . R & . WNT S5
TGFBfF Z s . Z RN FAE UK. BERRNLEE
R (R IEHREACOSIDY ) o bl &
TMISF33 1A B AZ AL BB 2 15 R G i Al U AH OC 1)
I i
2.5 TMOISF3RY 5 H FIANTLUADZ 2 G e i ¥R 5E
Ep=Al|

9 T B A TMOSF3 2 75 55 240 Jitd P 348 119 B0 98 AH
K510 B A ORI, AWFE A H TIMER B 4
IIFTMOSE3 SLUAD M # B4l . CD8+THi il .

LUAD

A: Western blot assay detected that TM9SF3 protein expression was significantly up-regulated in three LUAD patients; B: qPCR showed that the

mRNA level of TM9SF3 in LUAD patients was significantly increased, and the difference was statistically significant. C: HPA immunohistochemical
analysis of TM9SE3 protein expression in LUAD patients (HPA database). ****: P<0.0001.
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Figure 2 Expression and distribution of TM9SF3 in LUAD patients
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A: The correlation analysis between six types of TIICs and TM9SF3; B: Expressions of six types of TIICs and prognosis in patients with LUAD; C:

The correlation between infiltration levels of six types of TIICs and copy number of TM9SF3; D: The ratio of 22 immune cells in LUAD tissues in

different TM9SF3 expression groups. Red represents high expression, and blue reprsents low expression.
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Figure 3 Correlation analysis between differentially-expressed TM9SF3 and immune cells in LUAD tissues
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