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A Cohort study in Taiwan revealed that an elevated serum EBV titer was a risk factor
for developing NPC. Thus, it is reasonable to track down the relationship of viral
reactivation and nasopharyngeal carcinogenesis. The fruits of this study were;

1) EBERs upregulate proliferation via inhibition of PKR.

2) Induction of viral reactivation in NPC-KT cell resulted in cell lysis

3) Both demethylation and acetylation agents induced inactivated human gene expression
such as pl6. However, neither agent induced silenced LMP-I.

4) Sodium butylate treatment induced viral production, and demethylation of LMP-1

promoter lesion, resulted in faint increase of LMP-1 expression.

In conclusion, LMP-1 expression is closely associated with NPC initiation. However,
in clinically progressed NPC, EBV gene expression affects a little behavior of the tumor

cells.



(EAHHAL - )

[ERESEH LIEESES ¢ & @t
2006 4 2,000, 000 600, 000 2,600, 000
2007 4FJE 4, 100, 000 1, 230, 000 5, 330, 000
2008 4FJ& 4, 100, 000 1, 230, 000 5, 330, 000
2009 47 4, 100, 000 1, 230, 000 5, 330, 000
I
o El 14, 300, 000 4, 290, 000 18, 590, 000

WHFE T« E R HEE— B AR - SHSHE AR

FHIFZE D53 FE - Ml SMPERERIRIR T « B SR IAMEFL

X*—TU— K ., FIEEERE, Epstein—Barr WA /LA, LMPL,

de 5.
H A5

1. WFEBHLAS D
1) EWHEEDS AFED AT Epstein—Barr v
A v A (EBY) H3BAE$ %, 2) EBV [dftiARrh
AT D B U BRI IRIE G L C
W5, 3) B UL SERTIE EBNA-1 &\ ) 44T
JRUMNFEEL L TV, LavL, RWEHEEDS A
FHIRZ TIE 100% (2 BBV 23 AiEfs 1 LMP-1
INFEEL LTV % (N Engl J Med 1995), 4) I
HEBV-DNA 23\, T gt v A L AR
DILEL TV b b NIk EFHEEDS A % 36
JE L9 (New Engl J Med 2004)

TIE, ERADOGEYRED EBY Bisf LMP-1 @
B EDO LI I SN TN DD THA
I M2

— RN, T A NVAREIET D & XTI
MIIINAALT D EZ AR, 2T, U
A NAEY A 7 LV OIEMAL & ENHEEN A
605 A D B A A ELAIC B 3 B (G 23
VHETH D,

2. WHFEDHK

MR Frfe Y+ HEBV CIIARTRL STV
BLMP-13ET 7 A L A ERIFTEMEALIZ L 0
PEAE K PUTZEBV CIIIMP-1 R EL b IEM L S 5,

UANAER, AT L

Bl Tl <. s &SR
A IV ARG U7 RS LMP- 112 & 9
DrALT D] ZWHFET D Z &

3. WO HE

L. UANVAERY A 7 VFHERTE % OM
s o> w7 A L ADNAZ FhH 35,

77 LDNAZ R E CE T 5, =
DEAEIZL D ATFfbEnizC (v F V)
ZFDEET AF/HELENTHRY C 1T
U(T o) ICEfishD, ZOEBRSH
72D 7 VVFPCROFFRL L LTIE T (F3
V) LTRSS LT D,

Z LT, LMP-1@E A H 0 Pt FLRd 51
IZONWT, FrE—F—BLUOEH=—R
TEI A I A F AR & 2T 2 FRetE
N BCpCRSN & BT T T A~ —%T A
YI b, Thebb, v Ry T I EPCR
7T A 7 —ITRER S, PCREM O HET A
FVALDNAFS K OVIE 2 F/LALDNAD A7 6 %]
BB A TF AR RAUPCRIEZ AT 9 o
EBVE LY 7 LiFEIC LD U A
VAT ) A F AR DZEACIZ DV TR
W4 %,
ZOEBRICE Y EEMENTEE X FL

i)

ii)

ii1)



bZ& 5 TOZEBVIZE Y 7 VEHEIC L
0 A F AL = 5 TR 2 BT D,
DN THEA F /AL D LMP- 1R R B %
FHES L AREME IO W TR S

iv) 1) OEBRIZBWT A F ALIRREN
T T E TV DMLY v — & i A F bk
ATHD 5 ~THTF U TUET B,
V) 5 T T U U ALERR % O Y
(21T B IMP-138 Bl & D 281k % RT-PCRYE % [
WTHRETT 2.

vi) 5 -7 YT MR O M
X — R~ ATBAE L TSSO ARE &
LMP-1RBLAMAR 4~ % D&t %,

4. WFoERkE

EBVIMP 1 ® 7 & — X — (I A F b &%
FTnWbZ b, THF IR ED—ET
72t A F ALK CITERGIEME S AR L S
7ZIMPl 7 — 4 — %S 5 2 &1L TE
T LDV L7z, — 0 TR
BT 25 EBV FHEMEALIIM A F L2 Z LS
TN EDVHB LT,

PLE XY EBV Y1 7 L OTEMEALS E
N SIE g 0 | AR HE A L2 il < B P Db 70 < &
bR RE CTH D Z LAV L7,

5. E7pFEIam L
(WFFEFRAE . WFIEo 8 M ONE T 784 12
(=S

GdEsEams) (Bt 24 1)
1) Murono S, Yoshizaki T. (fli 4 4. 6 & H)

An extremely rare case of large Delphian

node metastasis preceding primary

laryngeal cancer. Auris Nasus Larynx(in
press) &t H

2) Tto M, Hatano M, Yoshizaki T. (3 %&H)
Prognostic factors for squamous cell
carcinoma of the temporal bone: extensive
bone involvement or extensive soft tissue

involvement? Acta Otolaryngol (in press)

i

3) Wakisaka N, Yoshizaki T.

(fih 442, 6 & H)
A solitary fibrous tumor arising in the
with MRI and

Auris Nasus Larynx

parapharyngeal space,

FDG-PET findings.
(in press) i H
4) Uramoto N, Furukawa M, Yoshizaki T.
(BF&H)

Malignant phosphaturic mesenchymal tumor,

mixed connective tissue variant of the

tongue.  Auris Nasus Larynx(in press)

e

5)Uramoto N, Furukawa M, Yoshizaki T.
(3#&H)

Malignant phosphaturic mesenchymal tumor,
mixed connective tissue variant of the
tongue. Auris Nasus Larynx 36:104-5, 2009.
e

6) Wakisaka N, Yoshizaki T.

(fih 445, 6 &H)

A solitary fibrous tumor arising in the
with MRI and
FDG-PET findings. Auris Nasus Larynx
36:367-71, 2009. #HA

7) Endo K, Yoshizaki T. (i 74 . 6 %&H)
Phosphorylated ezrin is associated with

parapharyngeal space,

EBV latent membrane protein 1 1in
nasopharyngeal carcinoma and induces
cell migration. Oncogene 8:1725-35
2009. AHiA
8) Smith C, Yoshizaki T. (ff1 544, 5%&H)
Discerning regulation of cis— and
T-cell
epitopes by EBV-encoded oncogene LMP-1

trans—presentation of CD8+

through self-aggregation.

Blood 11;113:6148-52, 2009. #@iA
9) Yoshizaki T. (ffi8 4, 1&H)
Concurrent intra—arterial chemotherapy
and radiotherapy for advanced laryngeal
cancer. Ann Otol Rhinol
118:172-8, 2009. #HFHA
10) Tsuji A, Yoshizaki T. (L4 4. 6 & H)

Induction of receptor for advanced

Laryngol

glycation end products by EBV latent
membrane protein 1 and its correlation

with angiogenesis and cervical lymph



node metastasis in nasopharyngeal
carcinoma. Clin Cancer Res.
14:5368-75, 2008. A Fi A
11) Nakashima M, Yoshizaki T.

(54, 7T&R)

Impact of MDM2 Single Nucleotide
Polymorphism on Tumor Onset in Head and
Neck Squamous Cell Carcinoma.

Acta Otolaryngologica 128:808-13, 2008.
i

12) Shimizu Y, Kondo S, Shirai A, Furukawa
M, Yoshizaki T. (5%&H)

A single nucleotide polymorphism in the
matrix metalloproteinase—1 and
interleukin—8 gene promoter predicts
poor prognosis in tongue cancer.

Auris Nasus Larynx 35:381-9, 2008.

i
13) Yoshizaki T, Furukawa M.

(64, 1%&H)
Treatment of

locally recurrent

Epstein—Barr virus—associated
nasopharyngeal carcinoma using the
anti-viral agent cidofovir. J Med Virol.
80:879-82, 2008. Tt

14) Wakisaka N, Murono S, Kondo S,
Furukawa M, Yoshizaki T. (5% H)

pharyngocutaneous

Post—operative
fistula after laryngectomy. Auris Nasus
Larynx 35:203-8, 2008. #rHt
15) Yoshizaki T, Furukawa M.

(84, 1#&H)
Intra—arterial chemotherapy less
intensive than RADPLAT with concurrent
radiotherapy for resectable advanced
head and neck squamous cell carcinoma:
a prospective study. Ann Otol Rhinol
Laryngol 116:754-61, 2007. #LHc
16) Horikawa T, Yoshizaki T.
(54, 4% H)
Twist and epithelial-mesenchymal
transition are induced by the EBV
oncoprotein latent membrane protein 1
and are associated with metastatic
nasopharyngeal carcinoma. Cancer Res

67:1970-8, 2007. #HA

17) Kondo S, Yoshizaki T. (7 4. 2%&H)
MUC1 induced by Epstein—Barr Virus

Latent Membrane Protein 1 Causes
Dissociation of Cell-Matrix Interaction
and Cellular Invasiveness via STAT
Signaling. J Virol 81:1554-62, 2007
A
18) Yoshizaki T, Furukawa M.

(64, 1%&H)

Oncogenic role of Epstein—-Barr
virus—encoded small RNAs (EBERs) in
nasopharyngeal carcinoma. Auris Nasus
Larynx 34:73-8, 2007. ##t
19) Kondo S, Yoshizaki T. (fi 6 4. 3 & H)
EBV latent
up—regulates hypoxia—inducible factor
lalpha through Siahl-mediated

down-regulation of prolyl hydroxylases

membrane  protein 1

1 and 3 in nasopharyngeal epithelial
cells. Cancer Res 66:9870-7, 2006
A
20) Wakisaka N, Murono S, Minato H,
Furukawa M, Yoshizaki T. (5% H)
Epstein—-Barr

A case report:

virus—associated undifferentiated
carcinoma of the tongue base. Auris
Nasus Larynx 33:487-91, 2006. A5t

21) Endo K, Shirai A, Furukawa M,
Yoshizaki T. (4 % H)

Prognostic value of cell motility
activation factors in patients with
tongue squamous cell carcinoma.

Hum Pathol 37:1111-6, 2006. Z#iA
22) Wakisaka N, Miwa T, Yoshizaki T,
Furukawa M. (3 % H)

Cricoid ossification mimicking an
impacted foreign body. J Laryngol Otol
120:1-3, 2006. i
23) Terayama N, Yoshizaki T.

(84, 9&H)

Feeding Artery of Laryngeal and
Hypopharyngeal Cancers: Role of the

Superior Thyroid Artery in
Superselective Intraarterial
Chemotherapy. Cardiovasc  Intervent

Radiol 29:536-43, 2006. A



24) Ahmad M, Yoshizaki T. (fl1 4 4. 4 %&H)
Cleavage of Amyloid-{beta} Precursor
Protein (APP) by Membrane-Type Matrix

Metalloproteinases. J Biochem
139:517-26, 2006. #&FtH

CEaRER) GHah)

O HW B (FEEILEECET SV R
F EVEANIZOWT), 560 B HARE I
B4y, 2008 4 11 A 6 H, REARIRSIEIY (A8
AR)

SRR —, BaF, EHEZ, BN
_,ﬁ%m,: mEn e, &I (B bR
EBIC LD EBRE IR EGRE — CDDP 5 & & o
BEMEIC DWW T —), 4 31 [0 A AREASEEE 72,
2007 46 A 13 B, N7 ¢ affiik (B4
1)

Q@ HiE B, &I W GEBER R
R ﬁ%btﬁﬁ%ﬁ’ﬂ?é@&k
ERE), 5 69 Rl H SAMERER R 2, 2007
FTH6H, WNTY o RERTN, = 78D
T4 T ET— (FIEE)

@ FHIRE—, HEAKEE, &I EBUA L
A RNA -+ mms%ﬁk@%ﬁmﬁﬁ%@
%ﬂ4EE$EﬁW%ﬂﬁﬁ7vw%~%x,
200643 A 2 H, BPEREST/LV (ZER)

%@

6. WFICHELRR
(D) WFgEfzs
HIK B — (YOSHIZAKI  TOMOKAZU)

SRR - [EF% - Hidz
W83 - 70262582

(2) HHEEMF I

=4y E2 (MURONO SHIGEYUKI)
BRKE - MHEIHEE - 3R
WFgeE 25 1 20345622

¥ ™72 (WAKISAKA NAOHIRO)
BIRKEE - MHBIHEE - 3R
WrgeE s+ 70377414

TR 1B (KONDO  SATORU)
SRR - MR - Bh#
WrgeE s . 70436822




