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Tet-assist Bisulfite

Demethyalte analusis by usin tet-assist bisulfite method in HNSCC.
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This study examined DNA methylation enzymes (DNMT3A, DNMT3B) and DNA
demethylation enzymes (TET1, TET2, TET3) expression and profiles of head and neck cancer (HNSCC)
patients. This study suggests that DNMT3A, DNMT3B, TET1, TET2, TET3 are a likely mechanism of X gene

inactivation, supporting the hypothesis that the X gene may play a role in the tumorigenesis of
HNSCC and may serve as an important biomarker.

DNA



9
(P<0.01)
Traditional Bisulfite
DNA
U) 5-
) C-T
DNA
5
5- (mC)
DNA
5_
(hmC)
Tet
(-CH3 - -CH20H)
Tet
DNA glycosylase
Cytosine 5mC
NH, DNMT3A s
X DNMT3B X,

N

N)\\o

mC

DNA

DNA

TET

DNA

A, —

GALR1

C-
(mC-C

)
DNA

CpG

hmC

Tymine

Cytosine
TET1 NH,
TET2
TET3

[ T
NJ\\O

hmC

DNA
DNA
(DNA

DNA

Tet

DNMT3

DNA
DNA
(DNA

DNA

Tet

DNA
5-

ten eleven translocation
(TET1,TET2,TET3)
DNA methyltransferases (DNMT3A

DNMT3B)
DNA
X
SIRNA
X
X
149 mRNA
TET1, 2, 3
DNMT3B
Oral "
E Oropharynx :l
- Larynx
Hypopharynx
Oral
g Oropharynx ]*
= Larynx [—
Hypopharynx [j—
oral [l——
'rg Oropharynx  [I—— :l*
= Larynx [II———
Hypopharynx  [I——
< oral [
21 oropharynx [k
g Larynx [l
= Hypopharynx  [H
ol 7 F——r
E Oropharynx [ F—— I
2 Ly [ F———
a —
(TET1,TET2,TET3)

(DNMT3A  DNMT3B)

T12

TET1

T34

T12

TET2

T34

e

TET3

o -

T12

DNMT3A

34 [}
Y e N
Y T

DNMT3B



DNMT3A TET3 TET2 TET1

DNMT3B

TET3 TET2 TET1

DNMT3A

DNMT3B

DNA

Methylation status (%)

DNMT3B

StagelV
Stagel, Il

StagelV

sgen' [JII————
egetnl [I—
I
-

StagelV

Stagel, Il

s [}
stagelm [ p—

]*
stagel,I1,lll |~

Gene X
Gene X
DNA
*
100
80
60
40
20
0
Gene X Gene X
high low
expression  expression
(n=121) (n=78)

TET2

P =0.001

SiRNA
Gene X siRNA
DNMT3A

Gene X

TET1 TET2
TET3

DNMT3A DNMT3B

FaDu  UM-6
FaDu  UM-6 °
g s
s 1
8
075
3 os
025
0
>
S
&
0«\
0

TET1 TET2 TET3

MRNA expression level
oo o o
-R2888 .8

MRNA expre:

FaDu UM-6

&

o kN w =

o
o &

Py
| <
E—
|
mRNA expression level

mRNA expression level
6 kb mow s ow
mRNA expression level

/,

\V‘

¥

Qo‘?-o
S 4E s

¢ Pt @

& F < o o° <a°°

Fo Lo
A 4 S &

(TET1,TET2,TET3)
(DNMT3A DNMT3B)  Gene X

DNA

10

1. lzumi C, Misawa K, Endo S, Sugiyama K,
Mochizuki D, Imai A, Mima M,
Yamatodani T, Mineta H: Late
recurrence of breast carcinoma
metastasis to the hypopharynx: a case
report. SpringerPlus, 11;5:599. 2016

2. Misawa K, Kawasaki H, Matsuo R,
Sugiyama K, Mochizuki D, Endo S, Imai
A, Misawa Y, Yamatodani T, Mizuta K,
Mineta H: Human papillomavirus
associated small cell
carcinoma/neuroendocrine carcinoma
of the oropharynx: A report of two
cases. SpringerPlus, 2016 in press

3. Endo S, Mizuta K*, Takahashi G,
Nakanishi H, Yamatodani T, Misawa K,
Hosokawa S, Mineta H: The effects of
ventilation tube insertion or
trans-tympanic silicone plug
insertion on a patulous Eustachian
tube. Acta Oto-Laryngologica,
136(6):551-5. 2016

4. Hosokawa S, Funai K, Sugiyama K,
Takahashi G, Okamura J, Takizawa Y,
Yamatodani T, Mineta H. Survival
outcomes after surgical resection of
pulmonary metastases of head and neck
tumours. J Laryngol



10.

Otol . ;130(3):291-5. 2016

109(2):89-94. 2016
Kamiya K, Unno N, Miyazaki S, Sano M,
Kikuchi H, Hiramatsu Y, Ohta M,
Yamatodani T, Mineta H, Konno H.
Quantitative assessment of the free
Jejunal graft perfusion. J Surg Res,
194(2):394-9. 2015

25(1): 85-90. 2015
Misawa Y, Misawa K, Kanazawa T, Uehara
T, Endo S, Mochizuki D, Yamatodani T,
Carey TE, Mineta H Tumor suppressor
activity and inactivation of galanin
receptor type 2 by aberrant promoter
methylation in head and neck cancer.
Cancer ; 120(2):205-213, 2014
Hosokawa S, Mizuta K, Takahashi G,
Okamura J, Takizawa Y, Hosokawa K,
Yamatodani T, Mineta H. Carcinoma of
the external auditory canal:
histological and treatment groups.
B-ENT;10(4):259-64. 2014

Otology Japan 24(3): 195-199.

2014
7
26

28 1 27 28

1 29

117

28 5 18 21
78 28

6 23 6 24

77
27 6 25 26

25
27
10 7 27 10
10

24

26 1 30

¢y

&)

®

*

24

26 10 17

YAMATODANI, Takashi

60334984

MISAWA, Kiyoshi
90334979
MINETA, Hiroyuki

40190714



