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Analysis of HIFl-alpa expression for head and neck cancer metastasis
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The aim of the present study was to investigate the molecular targets of
HIF1-a relevant to metastasis, and to find out an impact of HIFl-a to HNSCC metastasis by
clinicopathological assays. In immunohistochemical study, the HIF-la expression was higher in
cancer cells than in normal cells of the adjacent normal mucosa. Univariate analysis revealed that
high expression of HIF-1a was significantly correlated with T-classification (P=0.012), lymph node
metastasis (P=0.002) and lymphatic invasion (P=0.03). HIF-1 inhibitor downregulated the expression
of HIF-1la , twist, Oct3/4 and Nanog of head and neck cancer cells.
These results suggest that HIF-1la plays a key role for the tumor progression of HNSCC through EMT
and CSC property. From the present study, HIF-1a inhibition may have the possibility to suppress
tumor metastasis, thus HIF-1la is attractive target for the treatment of HNSCC.



30

86
2011
50
1)
2)
3) 4)
HIF1l-a
/
HIF1-a
DNA HRE Hypoxia
responsive Element
HIF1l-a
HIF1-a
HIF1-a
2011 4 2

Johns Hopkins University
Department of Oncology, Head and
Neck Cancer therapeutic program

(orthotopic model)

RNA-seq

HIF1 HIF2
HIF1-a

adrenomodulin

HIF1-a
HIF1-a
(€)) HIF1-a
ABC-DAB HIF1-a
HIF1-a
(@) HIF1-a
HIF1-a KC7F2
FaDu Detroit 512
HIF1-a
mRNA
HIF1-a
FaDu Detroit
512 ShRNA SIRNA
HIF1-a
25 HIF1-a
1

[®1)] BHFEICHTLEBRIERLEERE (ONM) EHIFL1-oRE

Nuclear HIF 1a expression

DNM(+) HIF1a positive  DNM(-) HIF 1a negative

(2]
Immunohistochemical expressions of HIF-1a

0
P X

e 4 if ,j’i

Y

Cancer Adjacent normal cells

33
HIF1-a

HIF1-



HIF1-a
4

[E3] Positive staining rate of HIF1a
HPC cancer cells V.S Adjacent normal cells

(3)
*
" (P>0.05)
5 80
d
I 60
o
2
40
o
H
%20
o
o
0 L
Cancer cells Adjacent normal cells
[F4] Univariate analysis of risk factors

for neck lymph node metastasis(NLNM)

NLNM NLNM
Variable positive negative 0Odds ratio P value
(n=9) (n=24)
<70 3 12
Age =70 6 1 0.392
Tis, 1 2 13
T classification 0.101
72,3 7 11
A
Negative 4 22 +
Lymphatic invasion 13.750 0.03
Positive 5 2
Negative 6 21
Vascular invasion 0.167
Positive 3 3
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