BEFZBHFHRBRFARIE BIRMIPALEBEHTEE

EMEO—TIAMIREERNETEIRLAFIHFOE
22 E BIEIRBEE

MRARERE BFH &
¥ 5%23(2011)% 5H




207079023 A
B4 S BR LM ERE

3 IRRI M AR E BRI FE B 3

B FRE R — A LR B LB R AT OB

T2 2FE HREMEREE

MEARE HF 2

k23 (2011) £ 54



= ®

1. BIEHFEERE 1
E bR —< UL RAEER LT DEDATFOSE
BY &
I1. srHERFEEs 15

1.  HPVRFRERAGLSHE DOARAT & ERIEEANC & 2 BRLHERRICBI+ 2 558
EH &

2. HPVIRRRU 7 F VEEFRRBR O EM BT A%
LI ¢

3. HVOAEBOME L. Th e AR Ui Sl 0w B 5 B
i HE

4. bt MER—= UL RMHPY) Z A VL FEOFEBREICET AW
F& TERR ‘

5. HPVHEHEERRLME DRI & BRI ERC L 2 BiedEic B4 5 5%
ST

6. FEHEHEERREKZICHT ARNAIAEBARICET 255
KFn BB «

111 FREREOTTICMT 5 —ER | - 43

IV. HFERRDOTIITY - BRI . 51



[ ARG E

M R— A VARER LT HEPATEDHE

FE &



JEAESMEER R ENE (5 3 YA RS BREH L EE)
L 43HE) BREHSTE
B MR —2 T A NVARIENE T DRBATEOMSE
BERESE BF B ESABRL L ¥ BRI YA L ARSAFENE S8R

WREE HEBAEHPVEEOKGE TR, BIRIEGEOM L, §INARE OHE
BRECLDTFEEPADTHELHRE L FEENADORBE - FECRE D
SHLZENHEOENTH S, RAFKDLHEIZLDHE2HAHPVY 7 F 0
FHE AT, BRRBRICVLERMFEFOFIL2FAFUAMOREEZ R L
Zo A% L HEANRM S SIC LV BEERRB OB AR RET S, BITOHPV Y A
VL EA B LRIBEAE A 5N LT, HPVERERILE ~DIRERY 7 F 2 &
LT, $LBREETY 7 F > (GLBL101c) 2 X B EI/I1arBIRREEKRER 2 & o,
TR MR L, FrRIOMBEREFERLRE L, 40 72/ HHNRD3
{5l (&) TCIN3D» HCINL/2~DiIBFEZBIEE LT, BREROM LD 7 HHPV S
J DB RIMERE T B B & M S LHPVHERFERUZIIEI R ARE CTH D 2 L T
BTN ERAE TS Z L 2R Lz, BIBARE~TEHB A DI IREE
& LTOMGLI32NEML T B VITIEBICER L ELA RTERED R L R LTz, 72,

E6E7 DNA-RNA/~A 7 U REUEZEE (dsRDC) D—-21%. siRNA L V) TEH MBIz %t
THMBAEMEIME S . EGETR IS BAY L TEIIH 2 BE LT,

A. TREEEY

TANABRRERDBAIE, U
A NV ARG R R & R E T T
FEFTE B, HPV ZIZELTHOFE
SENADEREKTHY . EBAD 5%,
DR AD 11%DER & 7o T
%, FENAME HPV BEORYTRE.
HPV BRIEYL DFEIE, BTN AIRED
HERZIC L D T ESEBADOTFHEY
B L FESENADRERR « TR
RO SEEZ ERHEDERNTH
5, L LTUVANVAELEFHD
WITEBREE D FENE L, BHEA
DI B RMEDOEWTRAE - 18R
EORBNPERFIND,

BITO HPV U 7 F 0% 16, 18 Y
W UDBIEB RN, TR TH
HZMEMOME L L THBINTEE

2 X HPV U 7 F L3388 A HPV
BT _XTCOBRETHRHFFTE S,
T2, BIZNA—70EE% LR
FEERIZ. A TR LEEESS
<., HPV EREDEREZFH 5 MEE
¥, VI FUBKRRBOT — H fEHT
WIGHTE 5, T 0REE £
LE2HAHPV Y 7 F o DERILAE
Bfd,

BYFBEU 7 F TR GE xt
LTIEZSTH 5720 R7 D EIEH
VETHD, ETEREZREIZEFD
JLBRE A Z ROV 7 F o L LTHE
H L, #ECTLFEIZ X > TRIER
BEOWREERA DEEARERIL, R
WA R VWRATH D, RIGEY
7 F NI B MEUE S FHE TR L
HHEWI EBTFRINEEI T




RBTENE, ZRIEVBESTH S,
HIFIDNAS B & #8) L THPVS /
LOBRNE B ERMIERZ . HPVE
REEDETALE LTHW, TO5F
BELHT L, BT RETA LA
BEF - BEREZARICT S, FER
KELIL, EETFESHSALLMRORE
#®, RIALL ., BIBARED BB AL
WELRRLERMRR CTRECE
BY3ZLlcRLTwW5, EXFE
FEHHCIN, FEEBACHY TS
MRE=RT (F7F) BETHZL
THRRREISEVIRES BT Z
EBTE, & LAY, siRNA, 7
a7 Z Y —LEEHIR EDOHE%in
Vitto CTRETT D Z ENTE D, MAD
SIRNAGREt 712 77 A2 E-S < HPViE

BFICXT 2sIRNAIX S HEARE NE

BREFEHELTWD, R, RN
EFBRELEEFOF JRFI®L
DDS% AV, T b FEIRSHED
FHBE L ESL T D, K7z, HPVERIHE
FHRNDNA AN—TF ke AP Y —=
v REEST UHERBARE A RES
3,

. B. g HE
2TOROEY X 7 BIHPV D&Yy
T8z Bfs4 8 R HPVY 7 F
BBENRARS TR Ly EELX
NBZEBREEINTZDEZIT,
HPVI6RIL2HIRF DR X M HhFio &
F—7%BALNZ L, XS
EORIEEEFFE Lz, £/, BERR
BRBASGHIZIZHPVIR L TS R4 TE
FEICIERT 272 IERRHPVEZ A &

VTEIRBLEIC R D, R EL

FONWTWAERRESFTA~—F
M 2B LHPVS A V2 T IEDOFRT
fli 2D 7z,

HPV BB ~DIBET 7 F o %
BA%3 %, HPV16 %! E7 A MRS
AR INT-HBEHE Lactobacillus casei

(PLBEE E7 V 7 > : GLBL101c) % -
GMP BUE L7-BAIZ/ERR L, B Vla
HBRENBEERABRZ2ED 5,
GLBL101c X, &AED lcap/d M5
6cap/d T THE L. T2t & FRH
Rtk R RE L RN L 7=, WARTAE
2 X B ERERAAE SIPERET D72, #EkE
2, MR X 2B 21T -
7o ' .
E6DHEED KIS I1E, ps37a ViEHY
BEHEO=2EYXF U -Tarty—2L
RICXDFBEFELTND, £ZT
TuTF Y — AREAITH HMG132
AEfbF /) IEAZIEFRERE L, 3
TAERENET NV L RMPTD
BEWERE LTz, £z, v~ TR 2B
fE L 7zHeLafiig~® 2 =/ {EMG132
DEM & BHEEEICAT 28/ R
ZR~ Tz, 7z, E6ENTER L L
SIRNADHIRRFMEZ R O T7-9,
DNA-RNANNA 7'V v FEIBER DR
B LRNATHHREZ R LI,

HPVE R D AEEA & R EH
BAROI-DBRHPV Y/ h &R,
B p BBk A HS L, ENICER%
B4 ) AW THPVERICBIT
BE1D&EE| & 3 MICAIF Lz, £7-.
Bl F—T 20 p ¥ BHPVS
LERII T AR EE R,



(REBR~DEE)

FRARRER, BRRRIEDEITIZI T
X TERRAFZEICBE 3 S mEEiest) Il
V., EROWRMEEESZESDEAR
BT A7+ —bRare MO
£T XEBECRBEBEFICH LT
HREEMB LIz, /o, TTA RV —
DRBICHTETH L, REFE BEA
AL BRICER - RELTWVWS, #
Bz oA NVADIERIZH > TlE.
(& ~FiE] IZBIY . RE/MER.
ERHESEOEROLER LT, BimE
BiX. SR OBMICAIY, T80 E
BROERICET5EE (IEf 48 4
E#SE 105 5, K 17 £ 6 AKIE) ).
[EBREY DR KR ORE Y NCE
ROBEBICETAEE (LK 18 £8
BEETE 88 7). [EAFEE O
ETHrEMBEICRIT W ERS
- DERICBET 5 EARTES (R 184 6
)1, WERFERO [8ininsg Fik
IZBE9 5 ZBYE X, BUIiTAR

ST,

C. BFoiER

1. RUERBETHI 72 F ()
WOk CRA% S hi- B —HHRHPVY 2
FURLIERELZHUR L 54516, 18
BNZBRE LI FRAZER LA vy, HPV
B c@Etom O LEREZ R
LBV IFUBRIZED, 2TDH
2 AMEHPV ORI TR 2 #iIf T X 5,
rEEORETHHE HARHPVY
7 F o DEERRBRCIHELEDS
ABNETHD, 201056108 AR
fm ¥ (BF) 8 _HRHPVY 7 F

B4 253 0% SR IZ DUV THS
MEE 74 2 A8 ER/OEEZL

BRE SN, £z, HPVIGRIL2HF D
RXEFfI Y b—T2FEELE, =
hWE D, fEP ORI PG
FHEICHIE T BSELISAEZ R L
7o (FFErHEERT), Z oEfiEE
B OWRE ORFHLEME % ERICH

ETHETUEATHD, TERRE
FOHPVE £ v FOEFEMIZ LY .
MY09/11 & GP5+/6+Cix51, 528%

LICI/LIC2C2MTiX 168 2 e ¢ &

RUWEANENT L, 18, 16BIMEFN
Zh., 4300, 290= ' —&EN B RE
72 ¥ T, LICI/LIC2C2MAZ V5 &
16 S iR o Tz,

2. HPV R FEA GEH., EHF. &)
ZIVE T HPV BREE D F i
WAV ANARFREDhTE T,
LU, O T A NV ARTF & i35
BRRDI LMD, YD HPV KT
ZRAVWOILERHD, LL, ZhE
TOFETIE HPV #EREMNTKE
WWEELTHBTEZ LigTE RN,
SEEX, 3 ROBEFIZBNT
HPV 7'/ L& RE L CTHERFT B Bl
ERFE L, 2. RFEAEE AL
Fatk % VTR IMLEE# TS\ T HPV
77 LOBEIBIZRTI Lz, Thbo
WMEHAEDLE D Z & ChEETT
{0 R YL HE D REAT I LN H DO AR D
HPV K+ % ZEHAE T& S ArEEMN
TREND,

3. RV I7F (%)

HPVI6 B D E7 BEAB# EAREIZ



RARTHOABEEFELROEES LT,
E7 % RHE CTL 2FFE L, FETHHO
RIBAREIREZ B THHREN
8 Ila FEEERRBR 2 D 7o, H22 £ E
£ TIZ, 3 Vla FHERRHIERRFAER % 7
EFNCER L., 1-4 5 FTEA/BETOD
ZEMNPHERINE, 4 7 ENVERN
RO 3 FU(EH) TERERBHRBREND
SR BR~DBHEL2BE LT,

4 HPV ERHERR 7 V—=0 7%
DORR%E (FE - BEH) |

BT HPV 7 A BB

oMtk ML L7z, HPVIS
replicon DER % IFN - 23FHE, TNF -
PMEETHZEERWELT,

5. VANVABIBEFEZENE LT
LiaE (3B% - )il - KFo - EH)
PERDOEE L B2 ) HPV MERpER
IZIX E1L,E6,ET WARETHD L DTl
BRERLY., YA LVRBETF (EY)
EEAE LHSEMOBEIIRE
LHBE Lz, LrL, CIN3 RFEH
BANCBWTIZEGET M LT 5F
B « BRIIESTH D, ZhETIT,
HPV16 E6E7 #1EHy & L2 EEDOR
V) siRNA B2 R E LTz, LA Lk
siRNA IZ, % ® miRNA & DO#EEERYEE
e S, HA R EIT 5 IEENE
BF~DOHR CF7 75 v FHR).
miRNA AR, Syt Yy —#
@ RISC FERRIZ L A EREHDE, BX
VI bICBE L MiaESEoRE
EET D, SEEIX. siRNA seed T4
(5K &Y 1-6) ® DNA E#: (dsRDC
{k) T E6E7 siRNA O H A ¥4 7 ¥
—5y FNhBR, Ruk Uy —HIER

EHRBIOMEZEEEZR SES
EDVFETHDHZILELZHOLOMNIL
7-o E6E7dsRDC D—2i%, R¥E(LF
BRI AL T 5 MRS
K<, HPV16 E6/E7 ZELHAEIZ R B AY
WIEMHZ5I BT L EH LN
2L, MERR bR REER OGRS
FRA~OFRIREES R I T,

7. VANVAEBREEREN L LicfE
SEEROFIEMAL (EE - )1l - KFn)
FESENAMBIERD Xenograft £
rewcZaesr4d Yy — AHREEHA
MGI132)EM it HPV BHEOFESE
EBREES X L CORESSEIX
B & Tidleho 7203, MGI132 #E
T ENVTERICEET SHEmE R L
ERRPEEDRE R LT,

D. Z% |

FEHEPAZ, BOETERN
15,000 A2SFEAE L, 9 3,000 ADFET
LTW\5, HiE - BRIEROLERS
CRRTAHIEMOEHATIE T=¥—
RexF— | EHFEENTWS, FHEE,
A E Tk HPV B0 EFEE{L & 40
HLA T OB SN A RRBREMIEE
WTE YD HPV BRRETEHT 7 F L DE
EHESHLTCNDE, ETOEBIANE
HPV BCHIRBETHY 7 F 1%
FFRDFE BN A DRIE % BRI,
ERRZOAHELZER TS, REXKMS
T¥E ) KXH2E_HR HPV U2
FUOBREEPREESNTZZ LIZL
V. BRRBRA~D BB OV, BRR
RBUIBVWTHLALRLEETE
D HEREOFRFUERIEEZRE L,



R L T 5, F2. L2 R
ARV 30T L5 7 bl E @ N R A
$%< . L2 #fififE=t 70O
FIZXVEBERBP LY 7 F U RE%
BROTREHEOBRIZED 5, BRHIRIC
ERBELETOLREFRERLM 2
BT 7 F L OBBENREEN B,
L2 PAHRETE b — 7 DR E Y
PHESAEAERRIC LD, ThE TRIIZ
KboTWB L2 RFFRIIF Ui
FIZOWTHHR, REERELHR
Bl & BsA Lzvy,
—F, BTV 7 F X HPV B
RRYLE TR U CTHRERBIRIT 2, BER
BEICX LT, EMZRICLE 74
a—7 v 7L IREEITRONERE
EHRIToh T3S, BRERELTWS
HPV 5" A DOBEREECHKR LM
DHERRIZ, HPV BERREE OREBA Y R
7 EIETEREHE—DFIETH D,
BE HPV ZHERR3 2 NEIAYTRIRIEIT
72\, HPV B U 7 F L HPV 47/
LEREEARIL CIN3 BEF X HITITF
BENAVBEICHT D, REOHRD
BRIZH > TERDLDFREMERS 5,
ARREEIL, BE~OAHEND
e, HERHEZERICREDL, BFEOFT
IR - HEICRTH5RE D2V, &0
HPV (R V 7 F U idlETROES
IO KM TRENFTRETHY .,
HPV 7/ LAERAEA & & b ITRT
THIZEREEDRIIELS . BER L
E~OEREBLWETHD, ZDOL
S IRNBERIES LTIV, BE
TEMZTZIC L ZABNE LR
HAEEN LRI, BERAHELER

Ehd, ZOFT, HPV BEFEEA O
BRBIZORBET A RBBIULI
Nz, 5%i1I~A 2A—7y Mba
D5, i, ERWE Ulla tHEER R
O HPVI6 D E7 #HUR &35O8
R I F IR ERENTFEHB~
® CTL HHEIZEZTH D & OB
BOEREND b F DOHEDENHREE
NTW5, FERINTZEY ZhETIZ
FEERIIRL, CIN3HFED CIN12
~DBFLBEINTWSE, VIFV
BELHREERORREBEZIIRHAT
HOANEERI I F U BELETHS
ZEETRBRT AT SOEENE
biviz, RFAEERRIEBR OB ERIC
M T SEFIBE R U SiE ERRRAT
RERIIED D,

—7%. CIN3 RERLFEENAILE
FREREEENTER LEZKRET
HHZENLROBEY 7 F Bl
TIXRA LTINS, E6,E7 BMRE
DHEFFIZMLETH D T &5 siRNA
RSuFF I —hL e —izk
% E6,E7 OMREHIHIIC X 5 FF5 - 169K
EORBELEDD, ZOFT, 7u7r
2V — LAEZEFIMG132)EHE I Vi
T BB AMBEEE Xenograft (2% L,
EBICEETIEMER LELRAR
BENRZERLTBVHFING,
SiRNA D —# % DNA IZB# L7~
dsRDC (IR ZMEIMEL BEMENE
Wz ehmahi, La»L., BEIGH
D7=HIZiTEN 7z DDS DBIZENRNKNE
Thb,

E. %%



L2E&HURE L THWDEMRE
HAAHPVY 7 F U BN A () I
LD EEANRE SN, BRI
BRIZ AT LB R BN R A T T
<o BRERFFEIZBWTITR Z L Dk
FRAR A FHMICRETT A LB D
BH1-OHPVZ A ¥ 7 O %
iz, BT8R & T H1REY 7 F 0%
HRREVABRARRBRICB N TES
M & B MEDRIR X7z, FEB OB
&M 7R S SE S RIEEATIC KV BRI
HEE D3R TRV BRI 72 B AR A
Dipfis & L TRERR~BITTA
X LEZ TS, BB ORFFHEMICE
3 FaTA Y —LEERNG I
JVORNA-DNA K A 5 BUEER ITE6,E7
IR E L TBVRINARERITT
72 < RPN AT B FETERIEIC
2B AREMED B B,

RIS AR 1T ZHPV O 18 RS
DOfEBR & ERIAE I L B TRE DB
B L SRS S EICEA T
Wb, ZNE THEHRIINTVIZE]
~Y r— ZABREANIR BRI D7
DS B IRV RTREME S R X T,

F. fEREfERRTE |
FRLTNEFER L, BREAOEVIa
MR RRBIZBWTHLEERAEES
BIIEBH LN T,

G. WIEER
1. X HERK

Aoyagi T, Takahashi M, Higuchi M, Oie M,
Tanaka Y, Kiyono T, Aoyagi Y, Fujii M. The
PDZ domain binding motif (PBM) of human

T-cell leukemia virus type 1 Tax can be
substituted by heterologous PBMs from viral
oncoproteins during T-cell transformation.
Virus Genes 40: 193-9 2010.

Ito S, Ozawa S, lkoma T, Yajima N, Kiyono
T, Hata R. Expression of a chemokine
BRAK/CXCL14 in oral floor carcinoma cells
reduces the settlement rate of the cells and
suppresses their proliferation in vivo. Biomed
Res 31: 199-206 2010.

Iwakawa R, Kohno T, Enari M, Kiyono T,
Yokota J. Prevalence of human papillomavirus
16/18/33 infection and p53 mutation in lung
adenocarcinoma. Cancer Sci 101: 1891-6 2010.

Kasahara K, Goto H, Enomoto M, Tomono
Y, Kiyono T,
Cdc25A  proteolysis  to

Inagaki M. 14-3-3gamma
block
premature mitotic entry after DNA damage.
EMBO J 29: 2802-12 2010.

Mori N, Kyo S, Nakamura M, Hashimoto M,
Maida Y, Mizumoto Y, Takakura M, Ohno S,

Kiyono T, Inoue M. Expression of HER-2

mediates

affects patient survival and paclitaxel
sensitivity in endometrial cancer. Br J Cancer
103: 889-98, 2010.

Roy BC, Kohno T, Iwakawa R, Moriguchi T,
Kiyono T, Morishita K, Sanchez-Cespedes M,
Akiyama T, Yokota J. Involvement of LKB1 in
epithelial-mesenchymal transition (EMT) of
human lung cancer cells. Lung Cancer 70:
136-45, 2010.

Yoshida K, Sugimoto N, Iwahori S, Yugawa
T, Narisawa-Saito M, Kiyono T, Fujita M.
CDC6 with  ATR
activation of a replication checkpoint in higher

eukaryotic cells. J Cell Sci 123: 225-35, 2010.

interaction regulates




Yugawa T, Narisawa-Saito M, Yoshimatsu Y,
Haga K, Ohno S, Egawa N, Fujita M, Kiyono T.
DeltaNp63alpha repression of the Notchl gene

supports the proliferative capacity of normal
human keratinocytes and cervical cancer cells.
Cancer Res 70: 4034-44, 2010.

Fujiwara S, Nawa A, Luo C, Kamakura M,
Goshima F, Kondo C, Kiyono T, Kikkawa F,
Nishiyama Y. Carrier cell-based delivery of
replication-competent HSV-1 mutants enhances
antitumor effect for ovarian cancer. Cancer
Gene Ther 18: 77-86, 2011,

Ibi M, Zou P, Inoko A, Shiromizu T,
Matsuyama M, Hayashi Y, Enomoto M, Mori D,
Hirotsune S, Kiyono T, Tsukita S, Goto H,
Inagaki M. Trichoplein controls microtubule
anchoring at the centrosome by binding to Odf2
J Cell Sci 124: 857-64, 2011.

Kyo S, Sakaguchi J, Kiyono T, Shimizu Y,
Maida Y, Mizumoto Y, Mori N, Nakamura M,
Takakura M, Miyake K, Sakamoto M, Inoue M.
Forkhead transcripfion factor FOXO1 is a
direct target of progestin to inhibit endometrial

and ninein.

epithelial cell growth. Clin Cancer Res 17:
525-37, 2011,

Mizumoto Y, Kyo S, Kiyono T, Takakura M,
Nakamura M, Maida Y, Mori N, Bono Y,
Sakurai H, Inoue M. Activation of NF-xB Is a
Novel Target of KRAS-Induced Endometrial
Carcinogenesis. Clin Cancer Res 17: 1341-50,
2011,

Miura S, Kawana K, Schust DJ, Fujii T,
Yokoyama T, Iwasawa Y, Nagamatsu T,
Adachi K, Tomio A, Tomio K, Kojima S,
Yasugi T, Kozuma S, Taketani Y: CDI1d, a
sentinel molecule bridging innate and

adaptive immunity, is downregulated by the
human papillomavirus (HPV) ES protein: a
possible mechanism for immune evasion by
HPV. JVirol, 84: 11614-11623, 2010

Okuma K, Yamashita H, Kawana K,
Nakagawa S, Oda K, Nakagawa K,
Advanced age is a significant determinant of
poor prognosis in patients treated with-
surgery plus postoperative radiotherapy for
endometrial cancer. J Obstet Gynecol Res,
36: 757-763, 2010

Shoji K, Oda K, Nakagawa S, Kawana K,
Yasugi T, Ikeda Y, Takazawa Y, Kozuma S,
Taketani Y. Aromatase inhibitor anastrozole
as a second-line hormonal treatment to a
recurrent low-grade endometrial stromal

sarcoma: a case report. Med Oncol, Mar 31.
[Epub ahead of print], 2010

Adachi K, Kawana K, Yokoyama T, Fujii
T, Tomio A, Miura S, Tomio K, Kojima S,
Oda K, Sewaki T, Yasugi T, Kozuma S,
Taketani Y: Oral immunization with
Lactobacillus casei vaccine expressing
human papillomavirus (HPV) type 16 E7 is
an effective strategy to induce mucosal
cytotoxic lymphocyte against HPV16 E7.
Vaccine, 28: 2810-2817, 2010

Yamashita H, Okuma K, Kawana K,
Nakagawa S, Oda K, Yano T, Kobayashi S,
Wakui R, Ohtomo K, Nakagawa K.
Comparison Between Conventional Surgery
Plus Postoperative Adjuvant Radiotherapy
and Concurrent Chemoradiation for FIGO

Stage IIB Cervical Carcinoma: A
Retrospective Study. Am J Clin Oncol, [Jan
15, Epub.], 2010



Hiraike H, Wada-Hiraike O, Nakagawa
S. Koyama S, Miyamoto Y, Sone K,
Tanikawa M, Tsuruga T, Nagasaka K,
Matsumoto Y, Oda K, Shoji K, Fukuhara
H, Saji S, Nakagawa K, Kato S, Yano T,
Taketani Y. Identification of DBC1 as a
transcriptional repressor for BRCA1. BrJ
Cancer 102: 1061-7. 2010

Koyama S, Wada-Hiraike O, Nakagawa
S, Tanikawa M, Hiraike H, Miyamoto Y,
Sone K, Oda K, Fukuhara H, Nakagawa
K, Kato S, Yano T, Taketani Y.
Repression of estrogen receptor beta
function by putative tumor suppressor
DBCI. Biochem Biophys Res Commun
392:357-62. 2010

Maeda D, Chen X, Guan B, Nakagawa .

S, Yano T, Taketani Y, Fukayama M,
Wang TL, Shih Ie M. Rsf-1 (HBXAP)
expression is associated with advanced
stage and lymph node metastasis in
ovarian clear cell carcinoma. Int J
Gynecol Pathol 30: 30-5.2011

Maeda D, Ota S, Takazawa Y, Ohashi
K, Mori M, Imamura T, Nakagawa S,
Yano T, Taketani Y, Fukayama M.
Mucosal carcinoma of the fallopian tube
coexists with ovarian cancer of serous
subtype only: a study of Japanese cases.
Virchows Arch 457: 597-608.2010

Maeda D, Takazawa Y, Ota S, Takeuchi
Y, Seta A, Nakagawa S, Yano T, Taketani
Y, Fukayama M. Bilateral microscopic
adenocarcinoma of the fallopian tubes
detected by an endometrial cytologic
Pathol 29:

smear. Int J Gynecol

273-7.2010
Murayama-Hosokawa S, Oda K,

Nakagawa S, Ishikawa S, Yamamoto S,

Shoji K, Ikeda Y, Uehara Y, Fukayama M,
McCormick F, Yano T, Taketani Y,
Aburatani H.
single-nucleotide polymorphism arrays in
endometrial associate
extensive chromosomal instability with
frequent

Genome-wide

carcinomas

poor prognosis and unveil
chromosomal imbalances involved in the
PI3-kinase pathWay. Oncogene  29:
1897-908.2010

Nagasaka K, Pim D, Massimi P,
Thomas M, Tomaic V, Subbaiah VK,
Kranjec C, Nakagawa S, Yano T, Taketani
Y, Myers M, Banks L. The cell polarity
regulator hScrib controls ERK activation
through a KIM site-dependent interaction.
Oncogene 29: 5311-21.2010

Tanikawa M, Wada-Hiraike O,
Nakagawa S, Shirane A, Hiraike H,
Koyama S, Miyamoto Y, Sone K,
Tsuruga T, Nagasaka K, Matsumoto Y,
Ikeda Y, Shoji K, Oda K, Fukuhara H,
Nakagawa K, Kato S, Yano T, Taketani Y.
Multifunctional ~ transcription  factor
TFII-1 is an activator of BRCA1 function.
BrJ Cancer. Mar 152011

Mori S, Nakao S, Kukimoto I,
Kusumoto-Matsuo'R, Kondo K, Kanda T.
Biased amplification of HPV DNA in
specimens containing multiple HPV types
by PCR with consensus primers. Cancer

Sci (in press).
Ishii Y, Tanaka K, Kondo K, Takeuchi



T, Mori S, Kanda T. Inhibition of nuclear
entry of HPV16 pseudovirus-packaged
DNA by an anti-HPV 16 L2 neutralizing
antibody. Virology 406: 181-8 2010.
Satsuka, A., Yoshida, S., Kajitani, N.,
Nakamura, H., and Sakai, H.: A novel
human papillomavirus typel8 replicon
and its application in screening the
anti-viral effects of cytokines. Cancer Sci.
101: 536-542, 2010.
~ Endo, S., Yamato, K., Hirai, S.,
Moriwaki, T., Fukuda, K., Suzuki, H.,
Abei, M., Nakagawa, 1., Hyodo, I. Potent
in vitro and in vivo antitumor effects of
MDM2 inhibitor nutlin-3 in gastric
cancer cells. Cancer Sci.3:605-613, 2011
Yamato, K., Egawa, K., Endo, S.,
Ui-Tei, K., Yamada, T., Saigo; K., Hyodo,
1., Kiyono, T., Nakagawa, 1. Enhanced
specificity of HPV16 EG6E7 siRNA by
RNA-DNA
Cancer Gene Ther.

chimera modification.

In press.

FRRER

Yugawa T., Narisawa-Saito M., Fujita
M., Kiyono T. p63 supports proliferation
of normal keratinocytes and cervical
cancer cells via NOTCHI repression.
26" International  papillomavirus
conference 2010, E Abst 211 (Montreal,
Canada).

Zushi Y,
Yoshimatsu Y, Yugawa T, Egawa N,
Ohno S-I, Fujita, M, Noguchi K, Urade
M, Kiyono T. An in vitro multi-step
model  for  both

Saito-Narisawa M,

carcinogenesis

-negative  oral
carcinoma. 26"

HPV-positive  and
squamous  cell
International papillomavirus conference
2010 E Abst P-246 (Montreal, Canada).

Saito-Narisawa M, Yoshimatsu Y, ]
Yugawa T, Ohno S-I, Haga K, Kivono T.
HRAS confers tumor-initiating properties
through endogenous ¢c-MYC on human
cervical keratinocytes. 26™ International
papillomavirus conference 2010 E Abst
P-244 (Montreal, Canada).

Yoshimatsu Y, Saito-Narisawa M,
Yugawa T, Ohno S-1, Kiyono T. Analysis
of HPV 16E6 protein in oncogenic
transformation of human cervical
keratinocytes. 26 International
papillomavirus conference 2010, E Abst
P-245 (Montreal, Canada).

& 6, CIN3 2@t 5 HBE
HPV RV 7 F VERRBRBRF D fE
ZHMRNT. BAEMRARFESRE,
R, 4 R,

JIEIE §oN %amﬁﬁﬁuﬁfﬁ b s
<% HPVE7 B LB D 7 F o
B ORI ST 54 AtE, BA
BIBRER, VYRV T L 20 BRE
RIE, WHE. 108

N4 86, %5%7&&%%?’2
X4 DIMEEFA L7 HPV 5K Y
7 F o DF Vlla FMEERRBRIER I

7‘ LHEIEDOREFHRNT, BB

. KB, 9 R,

Takayuk1 Seiki, Shunsuke Nakagaw .
Michihiri TAnikawa, Osamu Hiraike,
Tetsu Koyama, Yuichiro Miyimito,
Tomoko Kashiyama, Yuji Ikeda, Keiko



Shoji, Katsutoshi Oda, Tetsu Yano, Yuji
Taketani
targeted for the

Deleted in breast cancer-1 is
ubiquitin-mediated
degradation by human papillomavirus E6
oncoprotein. 69" Annual Meeting of the
Japanese Cancer Association (Osaka,
Japan)

AHEE, BPEF, EE-R. T
WEEIE, ZRE—HE, HEEZ BU R
7 BIEFRMPAAICE S E b
—< 7 A /LR (HPV) RIS 5
B8[E A A VA NV AERFEES (85)

ERXT), RAET, EFfEE: =
A ba P x R K D HPV B AR
DOIFFERIHE. 35 58 EIRAY A VA%
SFWMER, B&, 2010.

EEXTs, BAET, EHEE
Mechanisms of the HPV-induced
transformation. & 69 [E A ABEFEES
FWRE, Kk, 2010.

EBE Ty, BAE T, EHEE Novel
human papillomavirus type 18
replicon and its applicétion in
screening the antiviral effects of
cytokines. % 33 KA AL FAEMFS
2 % 83 B RALEMFERRAFRK
£, W, 2010. |

Yamato K, Nakajima T, Nakagawa I.
Enhanced specificity of HPV16 EGE7
siRNA by RNA-DNA chimera
modification 5 3 3 [ B A4 F4 %
FRES FR22F12H (4
) Abs 1P-1236
Endo S, Suzuki H, Hirai S, Hyodo I,
Yamato K. »
MDM2 antagonist nutlin-3 in gastric

The anti-tumor effect of

cancer cell in vitro and in vivo.
American Association of Cancer
Ressearch 101st Annual Meeting 2010,
(Washington, DC) Abs 4530

H RIBBAERE D M- BN

1. BEFRG

[(RFAFENER ERAEEE
FOERFTE] #5FE2010-184161 FEA
# .7, RALEE, REFHaLT. H
LIER, EEE
TaFF Y —hf Ve X —NEAE
SHF Ik BEFHERE
PCT/JP2010/052556 HHFE#E : B KE.
FEERE - Am—RY, WEILRE, AR
TF. ®IEI. EARE—ER -



I5HEREREE

HPY #FRER AR DT & R EANC & 5 BRABERRICEIT DA%
EH &

HPV IR D 7 F VBRBEBR O E /BT 5 M58
N4 B

HPV DARROMH L . Th&FA LESRIOBRRZICET 5%
BEH

E hARR—< T AL NVAHPY) X A V2 SIEOERIICET 5058
& HERR

HPY R ORENT L B BIA AT 1 5 IRAEEIR I BT B %R
B fedr

FEESEERE FRICxT 5 RVAL BB RIC BT AR
*Fn EER



A S BEETHERENS (B 3 KD AR S BIFEE)
(4% HRaEE
HPV Erfst R Y Hs s iRt & BRI ERNC X 2 BEBERICBE T 585
SEHEE WE B EISAFREY F—BAT A LARBAFEAT SR

LCRETHD I ERTRENT,

HRES EFETFEEIH_EEMAEEFEVHPVI6S / LA OB BIEHE & i L,
AR X UELKIBHPVI6 S /) L BT 5 ERE 75 RE L+ 2 #L
L FFv A7 ay LIHPVI6Y /) ADNAD BT 2 MaS ML S h
5L EIZHEIOHBEBLETH D Z LR RENL, EROBEEY., VAL
ABEAICLEREMERIZIIEINSBRE TH o722, —BHPVI6S /) ADER %
BtG L7 MM CREIOERZ LD THRE BRI/ I ND Z LIVREN
HERERUIIIELINY F —APTRETH D Z BRI N, 20O LIZEIR
ERNFERABRT I L TESHTH Y, BEFOENEET (B &

A WFEEH

I E T, HPVERS o P g R
WX A NVRRIFREDITE T,
LU, KYDOUANAKLTF L ITEH
BRI DFAREMERS D L0, Y
DOHPVEIFZ2 BUWTRIET A HLER
HB, LHL, ZTRETOFETHE

HPVRLF & R BT CREICKEL

TR THZ L3 TERY, TIT,

C IR TEEEFITITB VY TCHPVY J A%

RE L THERFT 2 MRRER D 1ERLIER.
AL EEACHREEZ BWTEL
BEZIZBWTHPVY / ADOHEBIE
HEMEZEET S, EHUTX Y. T
TR R AR D FRAT IC LA D

A OHPVELF 2 EEMAE T 5, Fz,
CHPVY J A DOBEREEZHAONIL

BRIAEIC I 0 SRR 2 HEiR S
BOIEH BT IR A RV T2,

" B. B

E£9. FEAEEFERRAM

W CERIRHPVI6Y ) L ETERT D L D
7pplasmid DNAZEREF L 7=, T
plasmid DNAJZ#RIRAL L 7-HPV16 S / A
DMEIC loxPERFIZH L, Crel =
Er—Eiz X DRRILT B L R,
7% OB X Y BRIWHEEETFOR
HiplasmidZ# A U5, Z Dplasmid DNA
Cre¥Hplasmide £ TR 7
z7arl, BHERTHZ L TR
WHPV165' /) 2% oM EZBIRTE
AX 9Lz, RITHPVI6S / A DEL
B FORREAK =2 P THICRLE
a Ry %aEA L7-plasmid(LAF
El-dead & FE5) & RIRRIZIERRL L7, Z
o 2 0% H~R5Z & TRIRHPVS
AERHE R M RA OB STIC 31T BELD
VEME AT, IRIZELZ A St
BT D-HEIRBRALY br A LA
7 E - LT, TORBENT F—
(ZHXHSV TKER T & ERIMERE T O
MEELTFERAIEY FERF-HE, EL



BEFLIOBMEBEFIEY MI
FLP/FRTV av Ex—3 g U VAT A
LD ENTEDLDI
E L7, ZHUT & D A SMEEI S B AR
BEGAI8THE, Mo oy o B VRS
720, FLPIZ X B4R X 14136418/
S Hovru ettt b, &
bz, A RMHEIREL X A7)
NCXVBETELBLVUFUAILAR
Ny F—REER LT,

(HEE~ORE)

FEWHE X 0 OMBOARIZH T
> TIIEREDOHEERESOERROD
LEBEDA T —b Farky
FEBEbLOEAVWTWS, 72, &
Rid > TiTBlaL 2 F3 kT 5
LI EVBEDT T AN —DR
BIZTEFHLTVS,

C. BFaEiER
BR(L U7=HPV16 4 2 A DTSRI

loxPER%| % ¥, -oplasmid DNA%Z CreFSE

.plasmid& iz b F AT =273

v L., EAIEBEIRT 5 & THRIRHPVL6
T AR ERERT SR E &R

ZEHT A2 LR TEE, Z ORI
MARH 7= D #1002 ©—DHPV16S )

LEMERFT D0, SREBITHIL0ND S
J LEHEELTWHWE, 2 r AFOR
ETHPVY J A %I1TE A YRR
B2 D L D278 - 72, IRIZ, El-dead
DHPV164" / A b -Dplasmid DNAZ VY
TRERDOEBREIT O LHPVI6S ) L%

R BMIINEE A LB DR

o7, BN LHAHRIZEIRET
EAEMIZRETAMEERAVWS L

El-deadDHPV16% / A& HERT 5
EBRBIIBLIZENRTEDLHIC

S Tgolz, ZOXHIZLTRLAE

El-dead®HPV16%4" 7 L% BB 5

Fas SR DELBIE FORBRE

FLP/FRPV AT M LV BELTHHE
HERSRIZIFREOENRONT
HPVY ) AMIRFBICERER SIS Z
ENGhotz, £, El-dead®HPV16

T DFEROREEY . ALMRED

DI BHEEIIR O T, 43k
MIZEIZHB LI X DHBT ) LD

HiEA R oh, B#MERIZRBVWTIZEL
OWERMATHD Z LB RINT,

D. EE

AIALIEE FERAHBA RO
CRFE(L R & A LM 2 AV 7= E8R
M HHPVI6DEIEE FITEETFEA
#% D5 ) ADNAD—@MHERIZE b

2TWDHOD, TDOROMEFERIC .
IRERNWZ ERFEINT, T2b

5, HPVI6D#ERFHEBUTIIELINY Fr—
ARFRETHDZ EREH SN, =
O Z L IFEIERI SRR ER AT
LU TESTHD, HEUEEOENE
5F (EW) LLTFRETHDI LA
R XN,

E. %5

HPVD Y ) A a— K3 HHE—0D

DNABEBIBSEEESRIZEI~Y 77— AT,
HY,WHATIEIINEZENLTHZ L
THRREAZHPVEREER OB L

EDTWBHET N—THBN5B, 46
OIFRFER LY EIRERINTE -



veshar

LTh, VAV RRGEFOFIRER &
RFERICED VA NVAERELADOE
REBEETE2L00, HtBLRE
DEEAI TOHPVY ) A8 E M
il LRt 2 EbR 975 Z L3
mAICHETHD Z LR REhTE,

G. HRHER
1. B R

Aoyagi T, Takahashi M, Higuchi M, Oie M,
Tanaka Y, Kiyono T, Aoyagi Y, Fujii M. The
PDZ domain binding motif (PBM) of human
T-cell leukemia virus type 1 Tax can be
substituted by heterologous PBMs from viral
oncoproteins during T-cell transformation,
Virus Genes 40: 193-9 2010.

Ito 8, Ozawa S, Ikoma T, Yajima N, Kiyono
T, Hata R. Expression of a chemokine
BRAK/CXCL14 in oral floor carcinoma cells
reduces the settlement rate of the cells and
suppresses their proliferation in vivo. Biomed
Res 31: 199-206 2010, |

Iwakawa R, Kohno T, Enari M, Kiyono T,
Yokota J. Prevalence of human papillomavirus
16/18/33 infection and p53 mutation in lung
adenocarcinoma. Cancer Sci 101: 1891-6 2010.

Kasahara K, Goto H, Enomoto M, Tomono
14-3-3gamma
block
pfemature mitotic entry after DNA damage.
EMBO J 29: 2802-12 2010.

Mori N, Kyo S, Nakamura M, Hashimoto M,
Maida Y, Mizumoto Y, Takakura M, Ohno S,

Y, Kiyono T, Inagaki M.

mediates Cdc25A  proteolysis  to

Kiyono T, Inoue M. Expression of HER-2

affects patient survival and - paclitaxel

sensitivity in endometrial cancer. Br J Cancer

103: 889-98, 2010.

Roy BC, Kohno T, Iwakawa R, Moriguchi T,
Kiyono T, Morishita K, Sanchez-Cespedes M,
Akiyama T, Yokota J. Involvement of LKB1 in
epithelial-mesenchymal transition (EMT) of _
human lung cancer cells. Lung Cancer 70:
136-45, 2010.

Yoshida K, Sugimoto N, Iwahori S, Yugawa
T, Narisawa-Saito M, Kiyono T, Fujita M.
CDCé6
activation of a replication checkpoint in higher
eukaryotic cells. J Cell Sci 123: 225-35, 2010.

Yuéawa T, Narisawa-Saito M, Yoshimatsu Y,
Haga K, Ohno S, Egawa N, Fujita M, Kiyono T.

interaction with ATR regulates

DeltaNp63alpha repression of the Notchl gene
supports the proliferative capacity of normal
human keratinocytes and cervical cancer cells.
Cancer Res 70: 4034-44, 2010.

Fujiwara S, Nawa A, Luo C, Kamakura M,
Goshima F, Kondo C, Kivono T, Kikkawa F,
Nishiyama Y. Carrier cell-based delivery of
replication-competent HSV-1 mutants enhances
antitumor effect for ovarian cancer. Cancer
Gene Ther 18: 77-86, 2011.

Ibi M, Zou P, Inoko A, Shiromizu T,
Matsuyama M, Hayashi Y, Enomoto M, Mori D,
Hirotsune S, Kiyono T, Tsukita S, Goto H,
Inagaki M. Trichoplein controls microtubule
anchoring at the centrosome by binding to Odf2
and ninein. J Cell Sci 124: 857-64, 2011.

Kyo S, Sakaguchi J, Kiyono T, Shimizu Y,
Maida Y, Mizumoto Y, Mori N, Nakamura M,
Takakura M, Miyake K, Sakamoto M, Inoue M.
Forkhead transcription factor FOXO1 is a
direct target of progestin to inhibit endometrial
epithelial cell growth. Clin Cancer Res 17:



525-37, 2011.

Mizumoto Y, Kyo S, Kiyono T, Takakura M,
Nakamura M, Maida Y, Mori N, Bono Y,
Sakurai H, Inoue M. Activation of NF-xB Is a
Novel Target of KRAS-Induced Endometrial
Carcinogenesis. Clin Cancer Res 17: 1341-50,
2011.

2. FRER

Yugawa T., Narisawa-Saito M., Fujita M.,
Kiyono T. p63 supports proliferation of normal
keratinocytes and cervical cancer cells via
NOTCH1
papillomavirus conference 2010, E Abst 211
(Montreal, Canada).

Zushi Y, Saito-Narisawa M, Yoshimatsu Y,
Yugawa T, Egawa N, Ohno S-I, Fujita, M,
Noguchi K, Urade M, Kivono T. An in vitro

repression.  26™  International

multi-step carcinogenesis model for both

HPV-positive and -negative oral squamous cell

carcinoma. 26" International papillomavirus

conference 2010 E Abst P-246 (Mlontreal,
. Canada).

Saito-Narisawa M, Yoshimatsu Y, Yugawa T,
Ohno S-1, Haga X, Kiyono T. HRAS confers
tumor-initiating properties through endogenous
¢-MYC on human cervical keratinocytes. 26™
International papillomavirus conference 2010
E Abst P-244 (Montreal, Canada).

Yoshimatsu Y, Saito-Narisawa M, Yugawa T,
Ohno S-1, Kiyono T. Analysis of HPV 16E6
protein in oncogenic transformation of hurnan
cervical keratinocytes. 26™ International
papillomavirus conference 2010, E Abst P-245
(Montreal, Canada).

H.  SBIEEOHE- S &K%

1. e
[RFEALF B NIEAR | HIBark &k Y
T DOVERLIGTE] ¥RRE2010-184161 FEEA
E:RY, BALEE, REHLF. F

FES, BEHE



REFBRFFEEMBE (B 3 K3

A BRI FEEE )

(ats WL S

HPV R Y 7 F BRIREER O EHEIZ B3 205K

SEWEE 4 B REKFEZEN B -

ERmARE B#

HREE

HPVESEEFHA 2 S 20 HER T2 2 L 13 FEEBITEREOHH OB
BIT/20 5 5, B TIL, HPVISRBHEO T ESRBATERE 2 B3 EHIC
LT, BEEICHPVIGETERAE 2R IR Y 7 F o 2R A%k E &8,
Z DHHEEF & RSV R RBRIC IV TRE L2, |

A BFEE®

FESEEILEE, 20-40F K% P L

ICHIMERIZSH B, T LT,

HPVE&S % FB59 2HPV(TFBH Y 7 F
CERB I, A THEREMNMEL
TWa, LA L, BITOHPVY 7 F
1X.HPV16/18B DB DREYTEFTH B
2T, RICFERZIRIT100%HEME S
nizé LTH FESEED30-40%13 %
B3, 2, BICFELETARE
2R D IR RIT 2,

% ZTHAFETIE, FEEBITER
LA TCIN)DBE TS DFHD
ROPERE LT, HPVE S —F v b
L7 REHEEFTI I LT ?
HPVIERU 7 F U BB LTV 5, i
ROFWRE (FERBMSELIERIT)
WWEDDFROBEEBIRIZ 2B,
HPVIZ X ARTEHRE & BE S E 5%
PIRRIEISTFE L 72V,

Fxi :tHPVEH%EEE%?FEH’J
- TABRAE ﬁTﬁBE@(E?—CTL)%%E‘%T
D=0, WBEZFA LZREY 7
F B BEUL Lz, AR TR

AU 7 FrOREEERERE, BK

PDREANDIEEBENE LT,

B. #BfFEHIE

HPV16 & E7 BHfaREIZIR A~ Eh
7-$LEEE Lactobacillus casei (SLBEE E7
U2F > :GLBL101¢c) % GMP BEL7-
WFN R LT, R RAGHEEES
DEBERT, B Vlla MERDERR
BASEL, ER 21 Ehd, EHRRR
DBRLEL T3,

GLBLI10lc X, &P E® lcap/d »5
BBl — N A2 550 6cap/d ETHE
Bl 1HB1ES BERZ17—1ELT,
1,2,4, 88D 4 7—NVHNRLTZ, &M
& HPVI16ET 129 DAl At M as
(R RBRETBEHER) o 238K) %
fRHT L7z, ZZ T CIN3 JREDSKE RS
THEZELD, MRS ELEICHE
TEORGER G5B, FEERE
RN ORSIREY L RERIZB T A Mk 5%
&M EE% ELISPOT RICEVRRETL T2,

PARTEIRIC L DERIR B 22 AT
THIDIZ, 5, 9 THIBEHEITL, 9



