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Significance of Tsukushi in lung cancer

(FEIZEH1+5 Tsukushi DEFE)

IWHE #Ei

Tatsuya Yamada

%$X$k$ﬂ%@$%&%‘%ﬁ§i%¥#§E%E}I&ﬂ%&%‘%’%ﬂi

HE#HE

wAR X 2R
RAKRFARFREFHERELREEFEREREFNEF

Fik & R
RAXRFRFREFHEMELREEFERLEERIEF



Abstract of the Thesis

Objectives

Tsukushi (TSK), a member of the small leucine-rich repeat proteoglycan (SLRP)
family, plays multifunctional roles by interacting with signaling molecules during development. However, the role
of TSK in cancer remains unknown. The aim of the present study was to investigate the biological significance of

TSK in lung cancer.

Materials and Methods

Immunohistochemistry of lung cancer tissues and reverse transcription polymerase chain reaction (PCR)
of lung cancer cell lines were carried out to detect TSK. Then, RNA sequence analysis, Gene Ontology analysis,
quantitative real-time PCR, western blotting, cell counting assay, invasion assays, and xenograft studies were done
in a human 1ung adenocarcinoma’ cell line, H1975 with modification of TSK expression levels, in

order to investigate its biological roles, in particular epithelial-mesenchymal transition (EMT) and proliferation.

Results

TSK was found to be highly expressed in lung cancer tissues and cell lines. Modiﬁcationv of TSK
expression levels in H1975 resulted in changes in molecules related to EMT, including cadherin-1, snail
family transcriptional repressor 1, snail family transcriptional repressor 2, and vimentin. The results of cell

counting and xenograft assays showed that TSK promotes cell proliferation.

Conclusions
In lung cancer cells, TSK is expressed more highly than the other SLRPs family members, and regulates the
EMT and proliferation. Thus, TSK may be a key coordinator of multiple pathways and an important structural

element in the lung cancer microenvironment.
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FhfE IR P DFBIECDE/SREETH S, EDEE (tyrosine kinase inhibitor, -
immune checkpoint inhibitor therapy) AS## L7z ICH B 5 THEDFEREIKAL LT
FRTHY. Fl-mAEENEENSD, Tsukushi (TSK) (E 2004 FICEEAKFE#HESD
{EZHZE. KASICL>TRRAINEDWI VNV ETH D, BOMEFRLEICEER
BB EE->THY. 12 D Leucine Rich Repeats 2 3 D 4FEH /A 5 Small Leucine-Rich
Proteoglycan family (SLRP)® Subclass IV [/ L T3, TSK #4752 7 FIVEESR
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BRI TH S HI1975 ZHL. TSK DFRBE L N)LZFHE L. RNA sequence, Gene
Ontology f##. qRT-PCR. western blotting, cell counting assay. invasion assay.
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TSK (3. FEERHdS K OEMAREICE VT, FRELGRBREFOHL. HIOTS THIF
% TSK BIE L NV %&5FE T 5 Z & T. cadherin-1, snail family transcriptional repressor 1
. snail family transcriptional repressor 2, vimentin % & ¢ epithelial-mesenchymal transition
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SE. H2FEICHT S TSK O@EZ2¥HTIHRE L, MEMERTIE, TSK (It
M SLRP LB LBEICRHELTH Y. EMT SLUHREIEDOHEICEALS Z &N
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