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Objectives: Deubiquitinating enzymes (DUBs) comprise
a large group of proteases which remove the ubiquitin(s)
from the specific target proteins and regulate diverse
ubiquitin-dependent pathways. By screening DUBs
expression in head and neck squamous cell carcinoma
(HNSCC) using The Cancer Genome Atlas (TCGA)
database, I found OTUB1 (OTU deubiquitinase, ubiquitin
aldehyde binding 1) is highly expressed in the primary
HNSCC and significantly correlated with poor prognosis of
HNSCC patients. The aim of this study is to clarify the role
of OTUBI in HNSCC.

Methods: First, the candidate genes which involved in the
poor prognosis of oral cancer patients were screened from
RNA-seq data of 519 primary HNSCC cases with the
information of prognosis, obtained from TCGA database.
Next, four types of DUB (OTUBI1, USP10, USP14 and
STAMBP) were transfected into HNSCC cell line, HSC2 by
using lentiviral vector. To evaluate the candidate 4 DUBs’
function, the assays of proliferation, invasion, and
tumorigenesis were performed. Exosome was isolated from
OTUBI1-overexpressing cells and analyzed the containing
proteins by Western blotting.

Results and future plans: Based on the database
screening, 4 candidates DUBs (OTUB1, USP10, USP14 and
STAMBP) were selected. Among 4 candidates DUBs-
overexpressing HSC2 cells, OTUB1-overexpressing cells
showed the highest ability of proliferation and invasion.
Moreover, we orthotopically injected 4 candidates DUBs-
overexpressing HSC2 cells into the tongue of nude mice.
After 4 weeks of orthotopic implantation, OTUBI-
overexpressing cells showed aggressive tumors with lymph
node and lung metastasis. Taken together, I concluded
OTUBI1 may have role to promote tumorigenesis and
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metastasis. Therefore, I focused on OTUBI1 for further
experiments.

Exosomes are membrane enclosed small vesicles
comprising lipid bilayers and are mediators of intercellular
communication that transport a variety of intracellular
components. [ isolated the exosome from OTUBI-
overexpressing cells. Interestingly, ectopic OTUB1 and
programmed death-1 (PD-L1) were detected in the exosome.
As it recently has been shown that programmed death-1
(PD-L1) is a substrate of OTUBI1, I make a hypothesis that
exosome released from HNSCC cells with expression of
OTUBI and PD-L1 may transport ectopic PD-L1 via
stabilizing ectopic OTUBI to neighboring cancer cells for
escaping immune response. Now I am performing further
experiments to demonstrate my hypothesis.

P-7 ®mZNa—ZXAMEITol b b RAE
IEMARIZ 31T D Candidalysin O 1EA

OWE)Il 28581, JIEF 5LE !

KA AR, AR ihim 2

)l 2k

B RFPIRE A, o 7F v b & —
RS YNE Sy N2 A PP

i JE B N TR IR oy B

S YNy N T R T e

1 JPE S R 1 A R 2 B

Candida albicans (CA) 1%, WRIFIZHEERE LA
77 v NEABRBEOKFEZ T OARICE B
ENDHZERHRE N TV D, (Alsahhaf, J
Periodontol. 2019) RAGE (Recepter of AGE) <° R[4
RAGE (%, FERIEMLE S OHE DR RE R & R < BI5- L,
Bex i ABIEMEREZ A L CVWA Z ERME SN T
WA, (A, BERAE. 2005) AlEl, b b HPIRRHE LS
Mz @7 va—2 (HG) & T CH#E%KIC CA ©
PE/E753% T d 5 Candidalysin(Clys) % B ERMN4 5 2 &
THERIBICRRE LT-A v 7T v b JE P2 B A ik
L, TOZEZWALNNITLHZEE L. R, &
TV a—ATHAE LTc4, RAGE BELZTTHET 5 73,
A[yEME RAGE OFEAITRO o T=. £2, &
7V a— 2 AT clys ZRIPLIRIN L7284, RAGE
DIEHL L IL-6 DFEADTLEZRD T2, Al RAGE
DIEEICTUHEIZRD R o T2, AT T NEAFEE
BEOA 7T MEMEFRIZ RAGE O7 T =X |
T D SI00A8/A9 BNAHEIZHT SIS Z &N 60
L 72> TEDY (RieKido etal. Int J Implant Dent. 2021)
SHOELRIMENMBETHD EEZXD.
Candidalysin #7538 1L-6 1%, FERBICHEE LA 7
7 v MNEABRRBEFEOFREFRKICE G T2 2 & ARm
.
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