BAF R AR MBI (D ABRRITIESEZE)
DM REREE

FEENADFHE LS B LSRRI DR LA IREORESLIC BT 59T

SHEMEE R

XHE ENDRBHERS RERE CF— Bk

MREE

— R T =S Bulky VI iz 2 oMo 1/11 I A_TFHRIFETH
v, WITORFRFE+ e OIRFRELEDLILERLDLEEL LN T
W5, 4 ETE SR LR Buky VI HTESICK L.
chemotherapy & L T PIP (Carboplatin, lfosfamide, Peplomycin) ¥k,
BOMP (Bleomycin, Vincristine, Mitomycin, Cisplatin) %k, CPT-
11(Irinotecan hydrochloride)+MMC(Mitomycin) i ¥ & F N 72 FE B2 D W
T, ZOFHREFERT Lz, R, HRBRIIHT H{0FRIEDOEDE
WPt EBER <, WBO Y U ANEEROLBIMLT 5 FHERRETF T
HY, FIEBE SFEULRDIEFITIERICTEREAR Th -T2,

neoad juvant

A. BFZEEBY

TESE /11 B CHRBED 4em 22
Z HFEMF (Bulky tumor) iX I/IT HiE{k
DRI 20%% HD, FD 5 BEFRIIZOD
fiho 1/I1 Bict~MENZ &ML T
W5, WERBITEE CHEIHFETES
RIS N0 69, BATORFTTRRD
HTHEA+S TH D REEN R S I,
LIVBERAELZSOINERDD EE L
BINTWVDEH, WTFROBERIAHTH
D DINEBBIIRFRIIRTZ/R LR TV
W, DL RRUOF T, FEHHIRE
R O MESRTR (BRE. BRRE¥E L
8 ) IR AN (=3 ST Y 4 VA=Y il
. T a1 O R Bk FH 1A neoadjuvant
chemotherapy IZHiFFRIFHE LN TV D,
bbb, WEMEHEIZ L D down staging
A BERELM A, S HICRHIC
micrometastasis T B LTk Y
THRUENPHHTE 20 TIIRVNES
Z B, Bl CRBRMIZIThIL TN 5,
Lo, FEBIX NAC 2T L7-fERICE
WTHERIIREER S, REEORERRIC
ERBLTWADONREIRTH D,

4la-FESE Bulky VI #HT % 5 IR
% & LT neoadjuvant chemotherapy % 17
WERHIZ LV FREREZRHH L X ERICD
W, FREFZ NS LT,

B. WZEH A
1993 £ b 2004 £ F TICHET
neoadjuvant chemotherapy #% F1ff % fiti 17
URBEREZRH L 2 =T EE R LA E
Bulky 1711 # 22 %1 (Ib2 #1 3 #f, Ib#] 19
Bl) ZRHE L. NAC & LT PIP
(Carboplatin, Ifosfamide, Peplomycin)
$eiE% 6 5], BOMP (Bleomycin, Vincristine,
Mitomycin, Cisplatin) #ik% 5 #, CPT-
11(lrinotecan
hydrochloride)+MMC(Mitomycin) & 1% % 11
BIZAT o7z, 4, MEERE, &7,
F, IREFTR L OMTRT SCC |, F#Y
NREHEEE DO F I OWTRE LT, 189D
i3 WHO #hRfE % (RECIST)
PV, AEEMREIL Logrank test, ZX &
fEMT 1L Cox el — FEFT L% -,
(f B ~OBELE)
E2TOREFIIRF L TLEBICL DA 7




F—ALRNarkey bEEBTEELETL
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C. WroTHER

ERAT O EBEZIT TS 49.1mm (40-
68mm), NAC (2 & 2 EE#E/ N RILTEY
51.0% (8.3-100%) TIHHEZhFEIL CR1 4,
PR16 i, SD5 i Cd»-7-, SCC ffiid NAC
% 20 BITIET L, 16 Gl CHEE[L T & 72
olz. WIERREMABREIC T 7 I ERY
YAHEB AR, MR BRET 10
BNZHEAT Shie, TRIERBBIET 6 #iln
BREL, 5 E£4AFET 680%ThHo7-, £
KRG T B O U o SEHERE D e H3 P
SMETLTFERARKFTH -2, S HICER
U OB K A RETTE, VoS
BB, U Eiisg 2 ELToR L
BLTY U i 3 L ELoER THE
TR AR THoT,

D. &£

1= SR Y _EREBulky MM LT
neoadjuvant chemotherapy #17\>, T#%
EWRF LS, LROBRICLHTFHD
EWVIEISEIORGFD SIX RS 2o 7z,
NACHE Filf & 5228 U 2 T2 fEBI O T 1% K 7
& LTHE#n, SCCEDOEBISIZ LB
B, FROBRYD BB N T
KFELTHEHETHD, FiCiag %23
ULBDHENIFBICTRARTH D,

E. #5m

SFEIORFESEZT, TEETRE
ERsE Bulky VIV B> U oS E B T
neoadjuvant chemotherapy #1717 -> T% F
RIIARTHD , SHINLERFITK L
REREE OB NER SN D RETh
e

F. fEFERIE®
I AN S

G. Wfzessk

1. Bk

1P RN ZE I R iR S B . ok
FEME RGP AR R A LY Bk
=T E B A OF9 2 50 5 A A
OkE A AR AR EREESMERE 23 &
No.l. . p51-56, 2005

2. FRER

1. EMZE. S8 FIUARVRE T MW
B ERIER BT X 72 2 HEHE R TR .
Neoadjuvant chemotherapy % 1T - 7=+ &= &§
F Bulky SEBID T KT ORF.E 57 EH
AERHR AR F (U 2005.4.2~5)

2. IWAYHFFAIRE. S5 B .
RERIER T S22 2 EHER ER .
AT CHIEMRIA M OF BiIc kv F
BOENIH D005 57 BB ARERR AR
Fa (E 2005.4.2~5)

3TN R HE R K B E T LA TRE
T JAHE ] R R BT & 722 % EiE 3%,
RWATFZ L TWHBRERBREERAED |
Bl % 37 BB A AREEYS (Fagkil
2004.7.21~23)

4. FERIE®R. BFER. kEHETF. LA
FT. MFHEE.TIRME. HE S R
XPE AU, BIEETE. TENBEEEHB
BHRREFENBED 2 »FinbIRELRE
ZEZONSENEREO 1 Fl. % 37 @A
Aia NFHESE 2 (Fnakil 2004. 7. 21~23)
5. JKHIHEF. MHEE]. \LARET. BBS
ER. RfE. FH ez, kzitmik.
Felh e, fEFE R, FESESES T
DIEEMIRAFFMTOR AME. 5 56 [F A ARE
B AR F I8 B H 7 4s (12 2005. 9. 11)




6. FrIF . AKHEBEEF. WARREF. [t
EH. R IEMR. BT Sk, EHER. 18
3CFE. Neoadjuvant chemotherapy # 17 -
7B SR Bulky FEBIOFRIE T OMRE.
7 42 EE TR R (BT R 2005, 11. 25
~27)
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RAET B FN LR MBS (BRI EE)
MRS E

FTEHEBAOTEN L2 BIE LI EFHRRIC

BT DB RIEORELIZ BT D04

SriRprsesE MEAVE BINKRZFEEST EAEARSEHE #iE
MREE
T ESEBICX T S, cisplatin, adriamycin, mitomycin C, 5-FU

Al FERSEEIC
L7z U

yiAYC A5F 1N
LlEXo,

(PAM-5) 2 AW R AT Va NV MEEBIEODRERE L TE 72,
W95 PAM-5 (L FRIEOMR & PHIEIEORE 2R
VRS S D 6 il 3 51T PAM-5 [ EREIC L D CR/PR
THICFERBIEEMA 52 & CRBRAEENELLTWVWD,
SEREF OIS LT PAM-5 (LI ERATHY . Fi
FEBMAELE D ENRBEO TR ERHIFTE 5,

A, WHEEM
FTEHEBENOLIEITERRTH
HH, PIITEFHIRRE TEMTE, &
LREBICELIGAELROLND, F
T, AlEl, MUBTEY o - SR
BIOWEHE L TR EBRIFRAICRETT L, ¥4
BCHWTWS PAM-5 (LEFEREDON R B
FUOBRBFEICHT 2 FINEEOERR
oM THZ EEEME LT,

B. #fgtiik

1999 4E~2005 EIC Y B CTEY - 7
FESERERFNCOWNT, BRI, 1)
BIVEER) LR TOHRM., 2k,
WRRE, TOMR, WBEZOER R
Uiz, 723, RIEIMICYB cmE LM
FERIRBIE 154 BT - T,

(R ~DELRE)

ETCOREMNL YDAV T4+ —AF
Ay ERELRLTEBY ., AT
U7z B TR A T L,

R ES

ﬁ%ﬁ 1O BT DI 15 ) (Ib #A 8 4.

ITH# 5 ), TIT A1 61 1V 1 61 ; RF
LR 8 . IR 4 Bl BRREE LR 3
Bl) THol, WIENEENOLERETO
Wi 4~396 A T, 10 ELIROHER
23 10 i (GE#) 20 2 H), 10 £z 5
HEB 2HED NI,

FREALILRATER D 9 Bl (s
B OGS 2 41, Bl 2 #l, T A b
Uk 2 fil, BEAY N 3 6,
sk 6 il (FFRERE 21T )/n
i3 B, MEMEHEFRE 3 ) ThHolz,

RETEIRO 3 I B REEBRIEINT S fETT X
e 25 1 L TFHRARBRTH720, 1
BICTEZEGN TN 6, 612 1 FT
IERAEENE LN,

YU A_flimBRo > b, FEXRERS LV
BAY v it 3 #ild 1 #iE PAM-5
fLFHEIET CR BVELNEFFTHY,
fthad> 2 B, PAM-5 b2 ik+ FHITRIE T
WIFAET Lo TV D, BBNY 3
RO DB 1 FIETIRAHE TR B E
EITOLPRARTH-T-, 1 FlEFEN
EAT ST BRBENNBEFHFIRCGEE LT
REEFHRE LY, FORIEFEEHZ X
7L LTz, 5200 1 T FH+b®




FIETHENETF LT D,
JENERRTE CE2 L7z 3 BliMbRiE %
179 bEHTFERERARThH T,

D. #%2

~ESER AR L THIZ PAM-5 1k
FRBIIADTHY ., S LICFEEY
HMAEhbEDLZ L CTHEFARBEDOTH
A ECHFELIALOEZ LN,

F 72 ZE TR O L% L [F A0
WZBWT, EgIox 1 5 FiTgEEOR
HERHEI N TN,

E. fE

T SH P RICR T AR EED —D &
LT, PAM-b {bLIRIEIIFERATH 5, F
7o REAEE L TV AHAICEYIICTF
WEEERAWE 2 ERERSEREDT
#ELicEEL D D,

F. {EE Rt
Brand_&Z &L

G. WrouFEE

1. @CHER

D MEEGER . SR APEARA: PE
i NFF IR AL 5 D REE 5 TR -
¥E. ER S AR 72 BT E) 1259
262, 2005

2) Shiohara S, Shiozawa T, Miyamoto T,
Feng YZ, Kashima H, Kurai M, Suzuki
A, Konishi I: Expressions of

cyclins, pb3, and Ki—67 in cervical

carcinomas: overexprewssion of
cyclin A is a poore prognostic
gactor in stage Ib and I1 disease.
Virchows Arch 446: 623-633, 2005

3) HRFE., PEAAE: WARES O
AT F—LF -arvkrsh 5
S TR R -ELT. Em AR O
B% 54:1897-1904, 2005

2)

3)

4)

. FRER

WG AN PEARAE - FE SR TIIb
HOWBEEFTSHC OV T =32 T Vo
Ny MEBRIEHFINRE L BRED L
T3, F 109 Bl HARER AR ES
BASGHES M #8217 42 6 A 12
SN SE
G, R, LR AS . KB
BRE, BAM, MESE. WIRSHE,
/ANTERRAE : FE A OB & TR
R ZE o H 45 . The 6th Annual
Symposium JSAWI, gk 17 4 9 H 17
A, A RS

IR I ARIS A ORERR L R
HIR - AT ST A IR RIE O
Ha s C- F 110 [\ B ARERHG AR
o MAEEA M TR AR,
WRE 17410 A 15 B, B K
GrEFF, MERE. KFEE SR, HR
FHE, APEAA : FESEEICET D
PAM-5 TR BN (L 2 15 (NAC) D AT )
POME. B 43 B HABIERES.
R 17410 A 25 A, B AHE

H. SnegRfpEMHE D HIRE - BdR DL (F3E3)
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RAT R ESCR M E (B AR )
ARty RS

TEEBVOTFHR LA BIE U EFAIBIIC B BN RIE O IC B 2 7F9%

SEarIEE AR M

TERFLESE ERRARRHE i

Ut 3=)

HARBELEBbhs,

e

AT FESE IS O bulky BB OBERICIBN T, LS 5 5 e
BTN L5187 o 7, ZHICFIEEEZMZ A2 Licky,
RIFTFER & b S D REM SR S NT, Lo U, AL F R i [a] i e
BXDLDIZ XV - BB E LI A OHE DI A NHI T B i
A FIRICEY RIS ATREMENR H 0 | B KRR/ R o 8

A. WFEER®

AT TSI T DR E S LT,
PER D FLHFHRIEIEIT R D, Zhic ks
TV B ML B NI T AL 2 S R e g 1
FRERVo2bD, LMLARNEG, &
FEOREXBREFICBW T, Z0FER
Lo THLERITEERMETE RN N
Hb, EZTHENL, Ay MFgEE
LT, #1775 S (AL S R B B
£ (Concurrent Chemoradiation: CCR) %
TV, S ORI RERIREBIC o2 b
DIZFWREITD, EREZ2LHNICY %
HEHHETLIZLICLVBORELD X
T EEEME Lz, RIBRZ, WHER
P OFAMBEROFRERB L, Filri
E2BINT5 2 & DOBEFICOWVTRE
HT EXREWE LT,

B. WL L

HEITTESEBEBLOEEN 4 cm% 8
Z% bulky 72 FEEH 36 i (IB2 #) 10
B, A B 1 1, 1IB # 14 f5], 1A #] 1
i, 1B # 9, VB #1 1 #]) 1%kt LT,
SRS 45-50Gy., PERNERET 30Gy % BRI
Lz, ZOWFEHMIC, il it 2[E

DOEF = BRA L (CDDP 70mg/m?2
+ MMC 10mg/body) % OFH L7z, f5KE
BRY o SEIS BB 21T 5 B4k, &

B 1 REEMRE AL (LY Ao
PNEIEE E) 2B L 7o, B IApRk
T 15 ARBICFERZ T L, UL,
IR T2 A, B Y oNEEE,. B
JOMERENR U o iR A EANT A
L7edd, BB LR C & 50 RHfE/
FiRZ2EMRT2Z &L Lz, &bICF
= AT LTZIERI O ERBEE LY v
R DREMEROFEEERR Lz,
(i BRI~ DL J&)

B BRI % ORI L 25 0HED A
REMEIC DWW TEE LS BA L 72, Filike
TERLELEZBELTOERMNSA 7
F—bFarkvry ik, BT
U7 ECHREEFEIT L,

C. #F9ufER

AZHIEB] 36 BN, THFFTRE & T
SN, LrbA 74— RKarytr ks
DTz 20 ) (1B2 #1 9 i, 1IB i 6 i,
B ¥ 5 #) IS RMFfThohiz, #fi=ix,
B2/ 6 6, MR E 2R



11 ], SR = 247 3 1 Cdh o 7=, CCR
I LB ERBICEITHEHEIL 100% T
HoToh, WHERO FHRBICEBT 5
B\BRRIT 1020 (50%). VU o _EioBIT
DEBEBEEIL 420 20%) Thotfe (&2
RTOBBIER : 1120 (55%)), HEd
ﬁﬁ&b( U N B RE RS L OV

RRER UL ON 16, BorE
%*ki@m§®&%ﬁ
E%%E%%@btkw\klﬂﬁéﬁ
WREBIDS 2 B, U REBHBIERSE I
LVEBNBELZEELIZLON 1 6ld
o7, LML, FEFICBWNT, 1-5
FEOBEHF T LA FREE A TR,

D. 8

A E, CCR #%FWEITo 7= 14 FEHFIC
® LT, CCR OATIHEREKTLIZEL
e, 2 EHH 5T%DERMCEHREMN
o AAREMN D o, BEBIBNERS
+HTHEHROOT, IS TERNLED
O, FfiEmzxs2LickoT, B¥%
TRECE HEREMN R E N, 7277 L,

$ﬁ®ﬁm’iofﬁméﬂ57%@ﬁ
HDBEBREHIEDCREICTEE LT D WU

ERbhD, THEESL QOL DiFREWN
TIHEDRBIRS 23N 5LLE, CCR Dt
& OHE B L O HER% RN L5608
SEDIRNT 2 & Bbh b,

E. i

T TESEER L O bulky [EEORE
IZBWT, CCR #., FiREMz5Z LiC
L0, FHROGENE LD AREM AR
Shi, =720, Bt - BEEE L E L
e PHE DR EDRKRE—ROBKREL L
THIET 5,

F. {RefabRis i
Fry~&Zénl

G. WFoex*E
1. #XHR

1. Yamada Y, Watanabe H, Miura F, Soejima

B 2% % BF 6

H, Uchiyama M, Iwasaka T, Mukai T,
Sakaki Y, Ito T. A comparative analysis of
allelic methylation status of CpG islands
on human chromosome 21q. Genome
Research 14:247-266, 2004

2.Yokoyama M, Noguchi M, Nakao Y,
Pater A, Iwasaka T. The tea polyphenol,
(-)-epigallocatechin gallate effects on
growth, apoptosis, and telomerase activity
in cervical cell lines.
92:197-204, 2004

3. Watanabe S, Iwasaka T, Yokoyama M,
Uchiyama M, Kaku T, Matsuyama T.
Analysis of nuclear chromatin distribution

Gynecol Oncol

in cervical glandular abnormalities. Acta
Cytol 48:505-513, 2004

4.Nakao Y, Yokoyama ™, Hara K,
Yasunaga M, Uchiyama M, Noguchi M,
Iwasaka T. Endometrial extension of
adenosquamous carcinoma of the uterine
cervix. Int J Gynecol Cancer 14:625-627,
2004

5. Hachisuga T, Saito T, Kigawa J, Ohwada
M, Yamazawa K, Yasue A, Iwasaka T,
Sugiyama T, Kita T, Nagai N.
Clinicopathologic study of 56 patients
with endometrial cancer during or after
adjuvant tamoxifen use for their breast
cancers. Gynecol Oncol 95:139-144, 2004

6.Nakao Y, Nomiyama M, Kojima K,
Matsumoto Y, Yamasaki F, Iwasaka T.

pregnancies in 2 infertile
patients with endometrial adenocarcinoma.
Gynecol Obstet Invest 58:68-71, 2004

7. Nishimura N, Hachisuga T, Yokoyama M,
Iwasaka T, Kawarabayashi T.
Clinicopathologic  analysis  of  the

factors in

Successful

women with

endometrioid

adenocarcinoma in the endometrium and

ovary. J Obstet Gynecol Res 31: 120-126,
2005.

8. Zhang Z, Joh K, Yatsuki H, Wang Y, Arai

prognostic
coexistence of




H.
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Y, Soejima H, Higashimoto K, Iwasaka T

Mukai T.. Comparative analyses of
genomic imprinting and CpG island-
methylation in mouse Murrl and human
MURR1 loci revealed a putative
imprinting control region in mice. Gene
(in press).
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JRET R AR SRR (DS ABRIRBFFEHE)
Sy TR E

FEIBEIZAT D chemo-radiation DOFNE & BIEH A3 2 WF9¢

sSfbrgEs  WEIER BIRETSOERER AR ik

WHE E

e 5 IR B 36 1 (b 22 9% 1 (chemo-radiation) D 2 8 . BIERIC SWTHF
AT RRET L7, 2000 £ 1 A XY 2004 4 12 B2 4B CrESm e
W X NMIENEEE & LT chemo-radiation #1T-7z 74 Bl xtg L Uiz,
HRBLEHIRMIL 24 » A Th o7, 5 EAEFEIT I 85.7%. 1| 1 88.4%.
I #1 60.0% T, IV HloFRAFEEIEX 2 £ Tho72, 17 ADPERIER®
Te bR IE & Ulc, TRROEH,. BENRO b, MiK/EiE.
HIEEOREFL LR LERBO, BIBHBEEAPLEY TR O
2 & BITHEEE A chemo-radiation [ZHZRIERIETHL EEZ BN

A, HFEEE

LR TIET B SUE IO U TR R R IR
B 1k 5 9% 1 (chemo-radiation) # i 47 L T
W5, AIBERIEITET T BB IO 54
HEIRE L 20 o5 2 RIERAOHEMR L fa
BHENTWD, £ T chemo-radiation @
ZhEL, BUHERIZ W TR FHEMICHRET LT,

B. WFgEiE

2000 41 A LY 2004 £ 12 A E TIZHH
T ESEmEZHEntERKEE LT
chemo-radiation #1T>7> 74 fl&%xtgE L
7o

FEARHEITHE 1 1 17 . O 32 ), 10
H119 1. IVH 6 $1 T Y ¥ LR 69 .

ZFOMSFITH -, MFEFEE LTIV
ATTF 5 9B, FETTF L 14 B,

HANRTZF 2 1 BPITHY S ATITF D
I 5 BL 40mg/m® & L=, BRI
EIXABES 50.4Gy, ST 20Gy %1%
MEs L, SEITH CORBEMFAEIX
Kaplan-Meier # TH M Lz, BI{EM X

CTCAEV3.0 i E-2S5W TRl L 7=,

C. #WFIEHER
RSS2 4, AT 74680F 11 F
WIS Lz, 13D 5EAFERIT 85.7%,
N#io 5 EAEFEIT 88.4%, MHD 5 4
ATFRIT 60.0%, IVEIOPREAFHRE 2
FThole, 17 ADBBHERD Iz LEW
BRI & 7p o fe, TR OEHIAFHRIE,
A RFEOBmEICED bz, BHER®
eI FREOHE Tz, MK/
B, HIEEOFEEFERPELEBDH
NEREERLOIIZED BT,

D.

W RO BREIE R F %okt 2 3
LS HIHETH DD chemo-radiation (I
HIT T E RIS L THEDRIBRIETH D
LEZOLND

E. &
AT 8BS R 9 5 i R R RO AL




% 9% 15 (chemo-radiation) L & Th =,
94. 6% ThH V., AORIBEEEZZ LN
Do
@WW@&@@%?@E%&44WM§%
RIZBD BTz, G-CSF O I
/ﬁ‘)ﬁg@@ﬁgi‘? WK > THRDORHD H
LHbDEEZLND,

F. BREEfEKRE®
ST BN S R

G. WFFERE

1. MCFER ,

1. Fujiwara K, Hatae M, et al., Phase 111
double-bind  randomized trial of
radiation therapy for stage IIIB
cervical cancer in combination with low
high dose Z-100, immunomodulator widely
used in Japan. ASCO Proc. 2004, 5029.

2. FRERK

1. Fujiwara K, Hatae M, et al., Phase III
double-bind  randomized  trial of
radiation therapy for stage IIIB
cervical cancer in combination with low
high dose Z-100, immunomodulator widely
used in Japan. The 40th Annual Meeting
(ASCO), New Orleans, USA (2004.6.5~8)

2 )HEA, BT ER., ., FESER
IZ%4 2 chemo—radiation MZhFE & BIFE
AL % 43 B HAEERYS, 400 B (200
5.10)
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R BF AR M E (DS ABRRITEE )
SHAF TR E

Bulky ¥ E SHEBR - b B2 O 1R 12 DV C O REY

SrPRRESEE MEREER  AWERE R RERE SRR AR SO B

HRHEEA  AWEERERERE RGN 208 BT

=

JEEREDY 4 cm 225 bulky 1B SEHER W-_b R DO TE R & 1A
FEEBEDIEEDOL ) R FRARRFOBAREREOAFRELET X
B TCWEDEEETILERD D, €2 T, BHEMIIANFE 2R
AT 75 SR B O TR AR 2 TSR & 5 o I R BRI T % A
F & OBEE TR L7z, bulky fEFIE Ibl Hid KO non-bulky IT #j
FEFNCH LT, ARICFHRARTHY . UV U BEmBELAZRICHET
Ho7z, Fiz bulky FEFITIIEREGMER, REHBEERDS non-bulky fiE
BT L CEWEANCH V. bulky JEFIO T4 K7 I IRE (88,
B, VyRHiEB Thote, THBLU QL EBEOB AN DD neo-

adjuvant chemotherapy OF FAMEDORF B LETH D,

A. HFZEEM
IEILPETE 2T A EIB W T Tb
W-11b WISHEOEERK E LTHW O
T35, Ib IO THEERN KX L
bulky 72 A3 ERENE <, BEERKN
4 emZZZ2AL0% b2 i LTERVIK
STW5B, Z 0 Ib2 B3 X ONEEREH 4 cm
Iz 5 11 HISRIox 4 2 FilEEo
BERBEERGTT A2 HNE LT,

B. WFgCHIE

1988 #~2003 HFIZHETRE & LT
TR B 2R 217 > TSR Y B
% 188 f51) (Ib1 #7714, 1b2 ¥ 19 f5i], 11a
76, 11b #) o1 4) BxIHRE Lz, U
AERR ., MR, RO RRRER
DD 46 FHIHUR BEREZ | IREE
Bl Foo 47 FEHNT cisplatin &
T LFERIE RN R EIT U, 1S R
£ 4 emPL o 75 F (Ib2 #8119 #, 1la

56, 1Ib #1 51 f5il) % bulky fEHI &
L. non-bulky JEH| & PHTEHERE D
WTHER L7, & 52 bulky FEFNIZDW
THEFRBHMENR T & TR EOBESL
BEt Uiz, WEH#OMNTICIE Kaplan-
Meier #5& log-rank BE., X RELX A
VN, '

C. WroHESE

bulky SEFIIE Ibl 872 & OUZ non-bulky
FEFICE LT, ARECTEARRTHY
(p<0.005) , U HiERE b A RICHHE
THolz (p<0.005), F7= bulky fEH|T
FEErEREEPEDS 3 B, RESIEES 4 61L&
non-bulky SEF (2 ], 1 ) LT
VMBS & o T2, bulky JEF CIIARE E
B8 (p<0.005), HEIEFE (p<0.005), U v
NHifR (p<0.005) DHBFRICHEE
WBAEE L, 50 - RS A R - BEER I
Fi LEE LR o7, U EilEET




bulky fEFID 27 FIIFERD Hiv, PAN Bz
6 Bl L OVERRY o NEER 3 WAL E
D 4 FEFIATHHE 3ELNICET LT,

D. #%
bulky JEF CIIAREREE, BEEE, VU
BB R THRHAERTTH Y, _:h
LORENFREBFCEETHILEEZ
bhD,

FE LV QOL OWEDBLEI D neo—
adjuvant chemotherapy @& ik O
PBLETH D,

F. fEEEfERRIE S
R &z &L

G. WF9EHsEk

1. PRRE

D #BEA, /EFH, RKEIF, N,
WELT. BRE ST, RARZ, R
Yo, LHEEZ, A A KEE

. BEREI. YEHIZEIT S bulky
T B SEE R LR B IR

B e FINRIEORRAK. #5657
EI AAER R AR ESRE - FiE
%, 200644 H
2) BEARFEH : RULMETFE AT & B eRIR
7. % 57 [A]l A AEFHR AR P2 -
RS, T, 2005 £ 4 H

2. EMICHER

1) Sakuragi N, Todo Y, Kudo M, Yamamoto R,
Sato T. A systematic nerve-sparing radical
hysterectomy technique in invasive
cervical cancer for preserving postsurgical
bladder function. Int J Gynecol Cancer.
2005 Mar-Apr;15(2):389-97.
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Abstract. Human papillomavirus 16 (HPV16)-E6 and -E7
proteins are considered to be appropriate targets in specific
immunotherapy for cervical cancer. In this study, we attempted
to identify epitope peptides from the HPV16-E6 protein that
have the potential to generate cytotoxic T-lymphocytes (CTLs)
toward human leukocyte antigen (HLA)-A24* cervical cancer.
Two HPV16-E6 peptides at positions 75-83 and 91-100
effectively induced peptide-specific CTLs from peripheral
blood mononuclear cells of HLA-A24+* cervical cancer patients.
These HPV 16-E6 peptide-induced CTLs showed cytotoxicity
against HLA-A24* and HPV16-E6 protein-expressing cervical
cancer cells. Experiments with blocking antibodies and cold
inhibition targets revealed that the cytotoxicity was mainly
dependent on peptide-specific and CD8* T cells. In addition,
based on our observation that induction of immunoglobulin
G (IgG) reactive to administered CTL-directed peptides is
correlated with clinical responses, we attempted to detect IgG
reactive to HPV16-E6 peptides in the plasma of cancer patients.
As a result, IgGs reactive to the HPV16-E6y, 14, peptide were
detected in 4 of 12 cervical cancer patients. These results
indicate that these HPV16-E6-derived peptides are good
candidates in peptide-based immunotherapy for HLA-A24+
cervical cancer patients.

Introduction

The vast majority of cervical carcinomas are associated with
infection by malignant human papillomavirus (HPV) serotypes,
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particularly HPV16 and HPV18 (1,2). Because the HPV E6
and E7 genes are selectively retained and expressed in
cervical carcinomas (3-5), they are attractive targets for
specific immunotherapy. Indeed, HPV16-specific cytotoxic
T-lymphocytes (CTLs) have been detected in both peripheral
blood mononuclear cells (PBMCs) and tumor-infiltrating
lymphocytes after antigen-specific in vitro restimulation
(6,7). In addition, several HPV16-E7-derived epitope peptides
with the potential to generate cervical cancer-reactive CTLs
in human leukocyte antigen (HLA)-A2* patients have been
identified (8-10) and applied in specific immunotherapy to
cervical cancer patients (11-14). However, there is no
information regarding HPV16-E6- or -E7-derived peptides
applicable for HLA-A24* cervical cancer patients.

We identified a panel of antigenic peptides having the
potential to induce peptide-specific and tumor-reactive
CTLs in patients (15). We utilized some of them as peptide
vaccinations for human leukocyte antigen (HLA)-A24* or
HLA-A2+ cervical cancer patients and found that the clinical
response was unsatisfactory, although a major tumor regression
was observed in several cases (16). In this study, to develop a
clinically effective peptide vaccination for cervical cancer
patients, we have attempted to identify HPV16-E6-derived
peptides that have the potential to generate cervical cancer-
reactive CTLs in HLA-A24* cervical cancer patients. As a
consequence, we identified two new CTL-directed HPV16-
E6-derived peptides that are applicable to specific immuno-
therapy for HLA-A24* cervical cancer patients.

Materials and methods

Patients. Informed consent was obtained from all of the
HLA-A24* cervical cancer patients and healthy volunteers
who were enrolled in this study. None of the participants
was infected with HIV, Twenty milliliters of peripheral blood
was obtained and the peripheral blood mononuclear cells
(PBMCs) were prepared by Ficoll-Conray density gradient
centrifugation. The expression of HLA-A24 molecules on
the PBMCs of the cancer patients and healthy donors was
determined by flow cytometry.




