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In this study, we investigated the role of CD73, one of the target molecules
of the hypoxia-inducible factor (HIF) activation mechanism, in cell function under hypoxia was
investigated. Cell function analysis using the SM-AP cell line, a salivary gland pleomorphic
adenoma-derived cell line, indicated that tumor cells themselves may express CD73 in the tumor
stroma, where extracellular matrix is abundant, to enhance tumor cell proliferation and migration
ability, and to survive and maintain the cells. Comprehensive analysis of cell proliferation-related
humoral factors revealed several candidate molecules, such as CXCL10, that could be considered as
candidate molecules for CD73-mediated hypoxia-responsive growth mechanisms. Histological analysis of
human tumor tissue material suggested the possibility of CD73 supply from stromal cells instead of
tumor cells in tumors with stromal induction such as lymphocytes and fibrosis in addition to tumor

cells.

Hypoxia HIF-1a CD73 Pleomorphic adenoma



(Hypoxia)

(Hypoxia inducible factors: HIF)

(Extracellular Matrix, ECM)

ECM
B C
SM-AP
ECM Heparan Sulfate Proteoglycan (Perlecan,
HSPG)
SM-AP HIF-1o
HIF-1o ECM siRNA ECM
HIF CD73
CD73 ATP
CD73/ NK CTL
CD73 ECM
ECM
CD73 CD73/
CD73
CD73 CD73
ECM
CD73
ECM
CD73 CD73/
ECM CD73
ECM CD73
(1) CD73 ECM SM-AP
5% CO./20% O 5% CO2/1% O/94% N,
48 CD73 CM
perlecan  fibronectin SiRNA CD73 ECM
(2) CD73 CD73
SM-AP CD73
siRNA CD73 ECM CD73
CD73 HIF-
la STAT3
CD73 STAT3 CD73



®

SM-AP siRNA CD73
Proteome Profiler™ (R&D systems)
CD73
% CD73
CD73
(1) CD73 ECM CD73 ECM
SM-AP siRNA CD73
ECM perlecan  fibronectin SM-AP1 HIF-1o
perlecan  fibronectin SM-
AP1/4 CD73 perlecan  fibronectin
CD73 ECM
(2) CD73 CD73
siRNA CD73 SM-AP
SM-APL/4 CD73
1 O/5 CO /94 N CD73
siRNA CD73 SM-AP
24
SM-AP STAT3 SM-AP1/4
STAT3
siRNA CD73 HIF-1o STAT3
SM-APL/4 CD73 STAT3 HIF-1o
STAT3
STAT3 HIF-1o
(©)) SM-AP siRNA
CD73 Proteome Profiler™
(R&D systems)
IP-10 CXCL10
CD73 CD73
)
CD73
5) HIF
CD73
CD73 STAT3
CD73 STAT3 HIF-1a
STAT3 Proteome ProfilerTM
(R&D systems) IP-10
CXCL10
CD73
HIF CD73
CXCL10 ECM CD73 CXCL10



7 7 0 3

Maruyama S, Yamazaki M, Abe T, Kato Y, Kano H, Sumita Y, Tomihara K, Tanuma J. 51

Liquid- based cytology for differentiating two cases of pemphigus vulgaris from oral squamous 2023

cell carcinoma

Diagnostic Cytopathology E170-E175
DOl

10.1002/dc.25117.

Maruyama S, Yamazaki M, Abe T, Cheng J, Saku T, Tanuma J. 11

Hypoxia-Induced Biosynthesis of the Extracellular Matrix Molecules, Perlecan and Fibronectin, 2023

Promotes the Growth of Pleomorphic Adenoma Cells In Vitro Models

Biomedicines 2981 2981
DOl

10.3390/biomedicines11112981.

Kawaharada M, Yamazaki M, Maruyama S, Abe T, Chan NN, Kitano T, Kobayashi T, Maeda T, Tanuma 23(3)

JI.

Novel cytological model for the identification of early oral cancer diagnostic markers: The 2022

carcinoma sequence model .

Oncol Lett. 76
DOl

10.3892/01.2022.13196.

Kawaharada M, Maruyama S, Yamazaki M, Abe T, Chan NN, Funayama A, Uenoyama A, Akimori T, 24(5)

Tomihara K, Tanuma JI.

Clinicopathologic factors influencing the screening accuracy of oral cytology: A retrospective 2022

cohort study.

Oncol Lett. 385
DOl

10.3892/01.2022.13505.




Maruyama S, Mori T, Yamazaki M, Abe T, Ryo E, Kano H, Hasegawa G, Tanuma JI

16(1)

Central mucoepidermoid carcinoma arising directly from a glandular odontogenic cyst of the 2021
mandible: a case report.
Diagn Pathol. 61
DOl
10.1186/s13000-021-01124-0.
Haga K, Yamazaki M, Maruyama S, Kawaharada M, Suzuki A, Hoshikawa E, Chan NN, Funayama A, 14(12)
Mikami T, Kobayashi T, lzumi K, Tanuma JI.
Crosstalk between oral squamous cell carcinoma cells and cancer-associated fibroblasts via the 2021
TGF-B /SOX9 axis in cancer progression.
Transl Oncol. 101236
DOl
10.1016/j .tranon.2021.101236. Epub 2021 Oct 5.
Kawaharada M, Maruyama S, Abe T, Yamazaki M, Kurokawa A, Katagiri W, Takagi R, Hayashi T, 132(6)
Kobayashi T, Tanuma JI.
Other iatrogenic immunodeficiency-associated lymphoproliferative disorders in the oral cavity: 2021
a clinicopathologic study of 4 cases and literature review.
Oral Surg Oral Med Oral Pathol Oral Radiol. 687-697

DOl
10.1016/j .0000.2021.05.015. Epub 2021 Jun 7.

13 3 0

CD73

112

2023




112

2023

82

2023

CD73

113

2023

- high-grade dysplasia

40

2022




, , , , Nyein Nyein Chan, s

ladinin-1

111

2022

TLR-NF-k B

111

2022

2 LBC

39

2022

Nyein Nyein Chan , Manabu Yamazaki, Satoshi Maruyama, Tatsuya Abe, Tadaharu Kobayashi, Jun-ichi Tanuma.

Cholesterol promotes oral cancer cells migraion by regurating front-rear cell polarity.
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