TENEE AT DR UM % REES B KB ARAABRI S
PAEEITPT, BRI TRV E W) AT
H5,

IO XD KRBT A ISR & AR R
BEREROT AT E LR L2 THZLRY
MMEEYH L EARRML 2 CTIWT 2,

1. iBHEEmREER (1)

AL T ORBEIEIEE TR O FAE R L HLBERER
(randomized control trial | RCT) D5 R
MEEN, TRENODRAFTF IV ALEE
XNTWA, FROIIFEFRMN L EEEFREE
ATEER  EERAEGFERIIITENR L, WEOME
EFHEBERBBURRETHL EHMmL T
5.

1. Barcelona X% study””

BOLR B SN/ RCT ¢, EFIEIL219%1
LR CHERRR CORETH 5 Z LW TH
5. #3845 COST - CLASSIC - COLOR £
Zho study (AR OLEERRE R BT RRE
2HE L TWizwdS, Barcelona K% study &
R LERE T stage I B LTI OFXT
DBE To72E LTEY, ZoRLEHO—D

IR B IS TN & 2o 7c0h 463

ThH Y., BEHRELHITLTBY, cancer-
related survival CHEIEEFN CREI R, o7
ELTW5A (p=0.02).

2. COST study®™
JbkA8KiEE DL HER T1T - 7= study T37261D
AT % T o T\Wwh, COST study i & S 7HA
v &N study T, FOFEEIIE . FERT
EA21% LR LT %L, MBEOF -4 T~
212 CT BEBTF ST v CORBER D
WL A, AT - 3FEBEERIIFETMH
LB T CEN L W ERE SN, HIZIESE
TR S AEERBATRIZO EN RV I LW
Ba3h,

3. CLASSIC study®

KE2THEER DL TR TIT - 72 study T794HID
BN 21T > T b, ARERIE T EERE b B85
& LIRS T IS ENER M & 8F M L Twv
HENEMTHE, LA LETEBEIGLO
RCT LRABRICKHRIIL T B, T2 THifiz4
O RCT OFTIXFABEBITEI 9% EHRDE .
RREBIZBWTH 3EAFR - 3EHREERIIHE
F4W7 & BRESRETFHTCEN 2o 7.

xR1 BHEBKHR
BRPERE Barcelona University COST CLASICC COLOR
B Bk JbA48HERR HKE29HE R g—u v 5205k
B - ILFE2 5 15em
. P %
R | p o s | SRS RO R HMS BB
I E AN
BRERE 219 872 794 1,248
5-FU+levamisole or S N i . .
o calcium folinate % ECICHESY, BRE | EICHERY, ToRA | L IIREST, BREL
stage IT & TIT 1= RREOHEIITE S DEEDIFERERF LT Hgt’:é
AT intension-to-treat intension-to-treat intension-to-treat intension-to-treat
RERITER 11% 21% 29% 17%
BN LR | e e (oo % 4 F% 7
/e 20024F /20084 2004420074 20054% - 20074 20054 20094
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BT RERR 4407 1,536 3830 3,346 2474
BRE 20064 20074 20074 20084 20084
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= 2 THIT7 RCT OF TR D %\ 1,2435 D
WaToT\5, IEEERERE - 3EEEFF
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T74.2% L 81.8% TWINDFEER o/,
7272, U HERE L COREEEZ b T B L
T, EERETERIHERTE,r o2 Lizdis

TZ?study OF — 7 RRITEEICITONLALXR
ETH 5.,

5. Meta-analysis™® ™ (% 2)
R2WZHITIAFTFIA TV AZEILDELT
BHDATTFI4 VAIHEENRTWS, Fh
FNABREPS12H|MEDO RCT £ d LI, 1,536
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VGV (VA
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Too 1275, ZhonF—4%b LI, ETKEE
W SR FRRERETH S, HHVIE
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WO OBERZIRREL S 27, BITKB
BT 5 RWMBES AT LN TIIR 2B
&, WEMBLEREOREN R WD DORERID
TR R LFERE L IR R B L T XD
%&ﬁﬁbﬂfwé%wﬁﬁihfwé:t,ﬁ
B CORBERBITRENEWI &, RETH 2.
FloR L7z RCT Gib"ﬂi’b intension-to-treat
ITT) DRERITHEFTPITbI TS, Thbb,

WFEMBEL LTT— R Ehb ) 2 &
Thbd, BMZITT OBRBITOMENIE RCT T
BLETHAH 9. 7272, BREEFMH S BT
NOBTHNIIMERRE R COBER) XA 7 05
WRIBBEFARE NS0, BERITERNEL
TIUIRBIEEBOT L IEHEETMEE DGR
BTHBWEeEDH D, 22 THIF7 RCT 128
FERBATERDTI1~29%C, R L CTIRCBIER TRTT
BV EITEERI I RETH 5,

1. EIRERRREER (3% 3)

BBD L) CENTORBEEEEFHO
RCT IZIZV K O OMEEAIHEET S, £2T
O DOMBEREHE LT T0044E 55 Japan
Clinical Oncology Group (JCOG) DEERRFFE L L
TJCOG 0404 [HEATKREHRE T 5 R8Tl
ERBEFMOMBEICET LT v & A LEER
BRI (WFseAERE | LB IERD) 25RFETH RCT &
LTRBI N, BEREHERICE 5 RCT T,
Stage IZ X AW ERMBMLERELRE L-EOSE
WERREERTdH 5. 20094 3 A121,0578 D HEH
BEVETL, %, RRITBEITRBREIC
N HEEREFMORUMEIHO N E L EFET
B, ZOBERAEIFHFELINS,

IV. #4512
HA BT 4V TOREREOMESTIZHED

BICKRELEE 525, BIERETRBEFMIC
MIBHA 54 2E LT, KIBEMESRED
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=3 JCOG 0404 MF'ED ha—JL(—EF)

+ T3T4, NONIN2, MO
- ERH20 L LTS DT

Z&E

- EREALAER - LATRE - SRR - ERS S R

- BETIBR R 1S FREEED R v (REGRIIER ()

FHHE
RE

AR R YIBORE S Sem BT
C B E BN EEESRT)
RS EBEEPHEZROBIREE LR R L LICEHERICB T AR ELIT.

et
WRILFRE | Stage L iair bR,

Pathological stage IIT {23 L Cik RPMI % 3 09— 2179,

[KIGBEETA ¥4 ~], BARNEENSES
WED [KERHT 2EBEREFMOTA F54
v ], % National Comprehensive Cancer
Network (NCCN) @ Clinical Practice Guidelines
in Oncology @ [colon cancer], & The Society
of American Gastrointestinal and Endoscopic
Surgeons (SAGES) @ [Guidelines for Laparoscopic
Resection of Curable Colon and Rectal Cancer |,
¥x European Association for Endoscopic Surgery
(EAES) ™ 20024E ¢ Laparoscopic Resection of

Colonic Carcinoma, EAES consensus conference

DABEZIENT 5.

1. XBEEEIA RS 4 —20055EhK,
2009FERR—"7 (R 4)

KA F T4 20054 BTl [HERESEFM
ENRHEREDO—D2T, HEBBIUORsEDD
% Stage 0 BL FStage I IZ@EEEINB] LT
Wiz, ZO7UTRE S NT22009%E R T T8
H [EBEER X O RSEBIZHT5 D2 UT®

R4 KBEHRASE KBEERIIFS EMA

20052EBERR

BRRESRE T4
c ARERED—-DTH 5.

- BESEFEHIIHEBEB L O RSHED S B Stage 0 B L U Stage T BB S s,

axAv b
- EEBERERIIEN O QOL 0 EIEDLNT NS,

- BT O Stage 11, Stage II X 5 BIEETH OEBEH RO NI AR EITRTH 5.
CRETITORAERBICH T2 EEEFH L FEFHOS TTHRBR TR, £ARLBERBICEFT DL -7,

20095F LR

MRS T F4

BB FAERICE, BETH L EERT RS 5.

- BESET RN, BORELETEL COBEEMNERS L UK, BEEL2 COBEMNER ST TR, HED

BB RBETrERLCELERET 5.

Clinical Questions 3 . KIBHB I+ 2 BIEET FH

BERESE T FHI1, BBEFPHE QR 22 FHENOBE L RFBNOBEIRTRTHY, FHF— 20FHRER

LR EEL I RETETH 5,

MERESHT F47i, BBBIB L RSHEICH TS D2 UTOBKRICELTHH, cStage 0~cStage I AL WEBTH
5, DIRMIBEETEBYRNEESENEVWOT, cStage I~cStage ML IZF L CIRBHRES + S0 2EBLT
BOERETNETHS., Iz, WITHEE, SELHY, SEESEFLEBECTHL, EESRCHToBEET

FHOAMEL ZERITFICBILER TRV,
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®5 BEARKNBISE PARBANBEI IS 2008
KBRICHT 2ERFFHEOH A K71 2 (—BEHK)

% 6 National Comprehensive Cancer Network (NCCN)
Clinical Practice Guidelines in Oncology - v.2.2008 Colon Cancer

BB - LATENG - SIRMNG - EE S REEORE T Stage 0,
1T 2 BEERFIIRER TR L'Uﬁﬁﬁ L. %‘x_ 5
h, #RIhD,

+ Stage 0, ITd F%@ﬂ%@ﬁﬁﬁ%@?ﬁﬁ%, » Za
v Li-@%@ﬁ»@i%’% Pi%%)ﬁf."ﬁ‘(ﬂ B

BT RETH B, VR

+ Stage II, HIIZRS L'Cli %b&?&‘f@
LM o Twir iz, FRBNIC I :
ABA T 5~ AF-:/k/FQ%&Tﬁﬁpkﬁg_
Fha, :

» Stage IVIZHALT %fﬁ?ﬁﬂ@klﬁﬁi@%h&‘/\ B4 wﬁ'
BT+ e BB A YTt — A B ‘:l ./~lz./ b, k'
ETWCTFRHEITI TLPRIND,

¥

BYIBRICE L T, cStage 0~cStage [ 3L »
BETHB] &L, 20054 & EAWA ¥ 2
3 bo Tz, 7272, [cStage IT~cStage 111
W20 LT (BT — b D) BB 2 M Z R L
THEREZRETRETHAS] L LTHBY, #TK
BRI 2 BEREERE T RS 2B L T — B A
RATERRE R 5TV B,

2. XKEBEBICHT2BREFHTOHIIFS 4
—NIRBEHBIBEN A NS 12 20085FF—>
(&s)

KA FTA4 /13199142 520064E9 B ¢
DA DSTRROF LR B REENR 2 A DT o
T V- MEREB T ZTERLTWS, 20
T, Stage 0 BXUTICEALTIIEE - L7k
B« SAREERS - BB S IRERICH§ 5 REREEE TN 1L
RBREME L TERHTHRShS, L LTws
—7, HBHEEOBITEREPTITREE, 50
CEBEOHEIIEAENRE L, EREIER TN
&L, E5iCStage IT - 11T - IV ICE L C134%
BENCIZHER IRy, L LTWwa,

3. NCCN Clinical Practice Guidelines in
Oncology -colon cancer v.2.2009- (3% 6)

NCCN 74 F54 > [¥BEE] TRUTOX
) IS T RBEFEN 2 MBS w5,

O+ 72 R T KB FRERO S 2 5 RHE I

Laparoscoplc assisted colectomy may be considered based

upon the following criteria ;

Surgeon with -experience performing laparoscopically-
a351sted co]orectal operations.

. edse in fectum. or prohibitive abdominal adhesions,

nced local or metastatic disease.

ndlcated for :acute bowel obstruction or perforation

’ "from cancer,

* Thorough abdominal exploration is required.

- Consider preoperative marking of small lesions.

LoTiIrbhaZ &,

QOEBBER D 5 3B ERESEA 25 <,

QORI - EREETLLORKRL,

OBPAERES D 5 VI8 L 2 EILER 2 K
<,

CEENOBRE 2 +512479,

E/N SRR LTI~ —% v 7 2 2%
15,

—7J, NCCN %4 NS4 v [HEE®E] cliE
BRETERREFMIIERABRUN CII g s
VW, &LTWw%, RCT D5 high risk colon
cancer DB BT 2 7-RYU %K A K54
vERDNG, 7272, BITRITREEESES T
B Z L RBISERID & A& W2 RF gl
BOBREDEBRITHTH S I & PAERRS
LThiTohs,

4. SAGES Guidelines for Laparoscopic
Resection of Curable Colon and Rectal Cancer
(F#7)

AHAFTA V TRIBBEEROES L 7 5%
B ORI % &2 BRIk R, PBRAE S
S AELY B3 Al DREIC & 2 implantation
FHERRBL TR LMD A F5 4 vizid
Ronienwz Ltha,

5. EAES consensus conference 2002 (3% 8 )
ARG e LTTIRRWS EAES ok —
A= VI EBESET KIBBFN® consensus

—256—



KBRS A IESR TN IRERR L ko 20p 467

%7 The Society of American Gastrointestinal and Endoscopic Surgeons (SAGES)
Guidelines for Laparoscopic Resection of Curable Colon and Rectal Cancer

I. DIAGNOSTIC EVALUATION

- The segment of colon or rectum containing the tumor should be localized accurately preoperatlvely (Level I evidence,

Grade C recommendation)

+ The liver should be evaluated with preoperative CT scan or ultrasound (US) or intraoperative US(Level II evidence,

Grade B recommendation)
II. PREPARATION FOR OPERATION

« Preoperative mechanical bowel preparation to: fac111tate mampulatlon of the bowel durmg a laparoscopxc approach(Level

T evidence, Grade C recommendation)

11I. OPERATIVE ISSUES
+ Operative Techniques — Colon

Laparoscopic resection should follow standard. oncologic: prmc1ples proxxmal hgatxon of .the prlmary arterial supply,
adequate proximal and distal margis, and appropriate lymphadenectomy (LevelI evxdence, Grade ‘A fecommendation)

« Contiguous Organ Attachment

Open approach is required if a laparoscoplc en‘bloc resectxon or‘ 4

evidence, Gradé B recommendatioti)
» Tumor Perforation and:the “No-Touch Technique”.

.'Qn c\envno‘t be safely: performed. (Level II

Perforation of the tumor should be avoided. (Level III evxdence, Grade C recommendatlon)

* Prevention of Wound Implants

The extraction incision should be mechanically protected Adurin_g.- specimen retrieval. (Level II. evidence, Grade C

recommendation)
IV. TRAINING AND EXPERIENCE

+ Adequate training and experience are necessary to perform an approepriate-oncologic resection. (Level 11, Grade B)

#8 European Association for Endoscopic Surgery (EAES)
Laparoseopic Resection of Colonic Carcinoma, EAES consensus conference, Lisbon, June 2, 2002

+ Preoperative imaging studies of colonic-cancer: to asses the'

locahzatxon of the tumor are recommended

employed as well at the. hands of experts

or; possible invasion of adjacent structures, and
patients, Low pressure(lower than 12
’ wall‘or adjacent structures should

colonoscopy; or preoperative
erops .atwe‘,;ulttas,orgo'gréiihy “can be

« Dissection 'of the mesocolon from medial to. latéral is the. preferred approach in Iaparoscopxc colonic: surgery During hand-
assisted laparoscopic surgery for colonic cancer, the: mesocolon can also be resected {from lateral to medial.

conference DBV HEIMEINT WA, 2D con-
sensus conference 1Z2002F (24772 DT,

FIAHLTVOImXPLERERIRRH W,

[Recommendation| & [Statement] I24MF T
ERBLTHD, £8i21d [Recommendation ]
DHZFEF L7z, T O consensus DT
HTRBEBFEROBESHIZOWTIZBELTY
v, FNFELE LTV bWw AT T —F%

BEELZVHEARI7 7o —F258FF Ly, &L
TWAHRAIYTH 5,

UED X9z NCCN, SAGES BLXU'EAES
DHA ¥4 ¥ TIIEESET KBBEEAER I
TAHBULHEHICOWTEHLLER LTV AW
B, BIOTA F5A4 VIZERL TV,

FIRDHTA K5 4 > L ORI 2 ke
FMOBMIGIE [cStage 0~cStage I DEEIE®] <
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W I3 B B ) > SENSEE & 0L 2 O D iR -

BAEITERRE(CH T 5 S-1/CPT-11 % B (/- #Hik
SFIATRRECES 1 AR

e B R NEBEF R EFNEY ABKETE AL & H B g
TEHERT BHB T ZEBEFT R OEY KRB B

Phase I Trial of Neoadjuvant Preoperative Chemotherapy with S-1 and Irinotecan Plus Radiation in Patients
with Locally Advanced Rectal Cancer: Sato T*!, Ozawa H*!, Hatate K*!, Naito M*!, Nakamura T*1, Onozato W+,
Tsutsui A*!, Miura H*1, Thara A* and Watanabe M*! (*'Department of Surgery, Kitasato University School of Medi-
cine) :

Purpose: The purpose of this study was to determine the maximum-tolerated dose (MTD) and recommended dose
(RD) of irinotecan combined with preoperative chemoradiotherapy with S-1 in patients with locally advanced rectal can-
cer.

Patients and Methods: We gave preoperative radiation therapy (total dose, 45 Gy) to 23 patients with locally ad-
vanced (T3/T4) rectal cancer. Concurrently, S-1 was given orally at a fixed dose of 80 mg/m?/day on days 1to 5, 8to
12, 22 to 26, and 29 to 33 and irinotecan was given as a 90-minute continuous intravenous infusion on days 1, 8, 22, and
29. The dose of irinotecan was initially 40 mg/m?/day and gradually increased to determine the MTD and RD of this
regimen.

Results: Among the 4 patients who received 90 mg/m? irinotecan, 2 had grade 4 neutropenia and 1 had grade 3 diar-
rhea. Because dose-limiting toxicity (DLT) occurred in 3 of the 4 patients, 90 mg/m? irinotecan was designated as the
MTD. Consequently, 80 mg/m? irinotecan was given to 7 additional patients, with no DLT, and this was considered to be
the RD. Of the patients who received irinotecan at the RD or lower doses, 6 (31.6%) had a complete pathological
response (grade 3) and 9 (47.4%) underwent sphincter-preserving surgery.

Conclusions: With our new regimen, the MTD of irinotecan was 90 mg/m? and the RD of irinotecan for phase Il stu- -
dies was 80 mg/m?. Although our results are preliminary, this new neoadjuvant chemoradiotherapy was considered safe
and active, meriting further investigation in phase II studies.

Key words: Neoadjuvant chemoradiotherapy, S-1, Irinotecan, Rectal cancer
Jpn J Cancer Clin 55(2): 133~139, 2009

ABE BEBEFERE) BEZEIV T FTACE
JUBE MEEZEROCTEIMICRZS EFHR
NTWaBD, BREEEICES W T L ABEILEE
bLAECTIKBERBRAEAHEMLTWA. KOWTEL L 2EROE 2 & HDTEY,
COEERBEOHMMABH T, 2015 i, RN A THRBROFE - RN - s
DRBIFECEELRETH 5.
BB TS OMEM LSRR N EELE L
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TWiz\w. ETEBEZEORE T, 2EFXOM
LD 6, WHEOBEREK THLRITHERED
ARV ERGRE TS LS. £EBEEY)
BTy, RTBREOETZL7O LicatR
T, EEEBEL L TETFONTWS. —7, itk
CEBHBEEIEBREFEYR LI R
GITSG 71752 OfER * » b, XKED NIH &
1990 4E 5 & p—stage I B LU M OEBEOEHL
B e LT TR+ IR L STRRE ] T i
LTWwWs3, LaL, &iLD NSABP R02Y ¢
i3, LEBHBRELRFHEELZR LI ES
B, BEREFLLAFICEIFS Lz E@ES
Nnic. 2L, WRIRSI IR OEEME/ DA
HTEHIL, MRBHICLEANBELP 2T
&, BIUILFRFEROR L EOFIEH 6, i
ATB R BH OBRET, BHAELRKEROLICED
HITbN TS, TaEfibhnie 12 OfFiHst
MBEHRE L FMER L DT LAY OLEAR
T, MRIBEHRGEREIC LD BITBREOETHR
Hboh, b ODORRTHEEIRDLN
729 . X 51T Swedish Rectal Cancer Trial®) Cit
B EOPITEFNOFEBER TN, s
LI RROMRYTC, WA SRR B & el LT
W BT S TS R VR D 7 28 R B %9 7x down-
staging KENTWB LI NTWE. —FbhbiE
T, BCRICHENTERERORBREREIMED
7o, FBNBUHREREE O KHR L B ARRRRILIT
EAETTbRRP 7. L L, FRERTOR
FEREOILEAERTREFER LZED T, &
¥, BSHREREOHA BT ALENDH LE
25.

ZFIT, bhbhiZ&Eo7v9ky IV v/eht
B UH UWeFE B REE R L. $kb
b, FHT—I - FASVN - FFSVIVAVY
LEEEH] (S-1) /M4 YV / FH v (CPT-11)
IC X BB RREOBRIKE I R E
BL, S-1B8XUCPT-1l1l o AXMAEE
(MTD : maximum tolerated dose) & #:EHE
(RD : recommended dose) ##EL, #H 1 HER
BRIC 31 AIRERF R RhER & 5 L /.

BOWE #55% - 28 2009428

Table 1 Planned dose escalation schedule of

irinotecan
Irinotecan 90 min i.v.
Level days 1, 8, 22, 29
Level 1 40 mg/m?
Level 2 60 mg/m?
Level 3 70 mg/m?
Level 4 80 mg/m?
Level 5 90 mg/m?
Level 6 100 mg/m?
-,
1 SERAE

MR ER BT I N, T3, T4, NO-3
DRFETEBBEEEZD> S, Eastern Coopera-
tive Oncology Group (ECOG) Performance Sta-
tus (PS) 0-2 DFEGIZEXZRE L7z, 72, &
ReeR a5 20 XLl E 80 LA C, ®iEE (B
R, SRS, RSV EVEERY) BERS
hTko¥, XEBEBEE (B, O, M, I,
BixY) CEEOBENTWS DI SIS %R
E L7,

25 7oba—-

HE Level ® FTELO L DICEE L. S-113,
80 mg/m2/day 5 H#4 2 H{KFE T 1-5, 8-12,
22-26,29-33 BRI oEET 5. CPT-1111%
1, 8, 22, 29 HEBWK&IRAHEE L. Level 1
(CPT-11 40 mg/m?) #%#BAAAHE & L (R AWHA
BEAHEINSETHEL, CPT-11 O¥EIRER
60 mg/m? T3 20 mg/m2(2 Level IE) & L,
Zh O EIL 10 mg/m? (1 Level) & L7=.
MTD @ Level ##:24%, 10 mg/m?1& (1 Level)
OWEEXFTHOZ LI L>TRD #RELK (Ta-
ble 1). 7ris, MTD i3bZBEKRTH#, 1,88
ETOREBRICI DA L (BUHg & OftH
BEEL LRI 5).

ZRETCIFCHEREL, 3HFIC 1~260H
EFIREE (DLT) BROONZHEIL 368
mL, RDEEZOLNSHEETIIESAZEML
T, At 6 PlOBEET- 7.
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Table 2 Criteria used to evaluate histopathological response

Grade Evaluation

Histopathological findings

0 No response

Virtually no treatment-induced disturbances of cancer tissue or cells,

such as degeneration or necrosis

1 a : Extremely slight response

b : Slight response

Degradation or necrosis and fusion of cancer cells in about less than one
third of tumor

Degradation or necrosis and fusion of cancer cells in about one third to

less than two thirds of tumor

2 Considerable response

3 Complete response

Marked degradation or necrosis and fusion of cancer cells in at least two
thirds of tumor

Necrosis of entire tumor, or replacement of tumors undergoing fusion

and disappearance by granulation tissue or fibrotic tissue

Note : Grades 1 and 2 were differentiated primarily on the basis of quantitative differences in the region showing

changes.

HEICREWE - BELXTY MTD OHil % L
7. MTD i3fbs# B mRER TH#, 1 BB T
OFEZRIT I 0BT L (BB L OHRRE S
LCEHEli 3 %), &HAE Level TORKIYERER
Ba—2ABERTH L BEOBELMBBIKT L
TeRERE L LI, £ TOEFATHRERGOEL S
ROOLNIEWEEIC, KBEE Level CBITL, A
—EBITO CPT-11 OWER TRl 7.

31 TRRE

BRE, BREREREN, £582EB LU, Rk
HICTEERELHRER L. EBKE, Akys
BREZSDIKNBERE, I BN BRCTHR
EB LU, BEMRIBEZAVT EREBY
oW T3, TV ORMETEBE CHSZ &
AEERR L 7.

45 REFHR

BHEIIEBEBE lecmicx L 1.8Gy/H, 25 H
(5 8) OSSR - LIBHREIT A5Gy & L.
S-11380mg/m?/H 5 B#5 2 BIRETE 1~5,
8~12, 22~26, 29~33 HBIZ%y 2 TREED®E
L7, CPT-1113% 1, 8, 22, 29 B B I A¥§IC
TEHIRAFE S L. BIEFME 5 BROLFRK
BHEEER T, 4~6BU BB L-BRICER
L7z

FHILEBHEYRA (TME : Total Meso-
rectal Excision) ¥ XUl BAWERFLOD

FARIS U v RE, Thabh, FEBRY VN
f, PBERY VSHE, BgRY VEioy Ty
VI BT . BRGREFHOBEBILFME O]
B, EETH» ORE 2 cm DL EDYIREER
BHifTL, IFMBA+4I N WiEaiilE
EEAEB YW & L.

51 BIMEROHEHF®

WAL RS RREOTIEE S RIT, BERI
BHBFERET D, 4 BOYRBEHEBEZIILA
LR LadoT i, FHBOMRBERISHEY
EBlL, BOENE, EXBLIUMBEOREICLD
Hh B % Grade 0, E#HHI% Grade 3 E¥|E L
(Table 2), #iRT{LEBAREE ORBEETE
R & UCRHE L7,

&
2 & R

1p BEEE

2004 4 8 B 5 2005 4 8 A & TIZ 4B T
T INTMBEEBSHRRE 2 1T L7 23 fE6
DBEELER % Table 3157 7.

25 RAMAR - HEFE

HARBHERE R LU S-180 mg/m2 ZEE &
LT, CPT-11 40 mg/m? % Level 1 # 5-FAAE
& L7-. Level 1 T Grade 2 OfFrhEREA 1 61,
Grade 1 RRTRZ RO/ DA T Level 3 ICHE
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Table 3 Patient characteristics
Age, years
Median 61
Range 37~80
Sex
Male 18(78.3%)
Female 5(21.7%)

Carcinoembryonic antigen, ng/m!/
(upper limit of normal, 5.0 ng/mJ)

Median 4

Range 0.6~58.4
Tumor site

Ra 5(21.7%)

Rab 7(30.4%)

Rb 11(47.8%)

Ra : Rectum above the peritoneal reflection, Rb :
Rectum below the peritoneal reflection, Rab : tumor
spreading on the both Ra and Rb

b 7r -7z, Level 3 Cid, Grade 2 DT Hi 2 FIFR
D, BEERC CRHR L. Level4iTE
W, Grade 3 iFFEREA 1 B, Grade 2 THI%
RO BEEALICRFOERIC TR LER.
SER T &/c/c, Level 5 CPT-11 80 mg/m? ~
CHWE L 57, Level 5 Tid, Grade 1 fF+3K
BAERBOLHPBERERL, Level 6 CPT-11 90
mg/m2 N LB Lo 7. Level 6 CPT-11 90
mg/m? #E5 D 3ERF, Grade 4 FREREAL 2
B3 & U Grade 3 T#1 1 Bl %3 /. Level 6
CPT-1190mg/m? % MTD & L T, Levelb
CPT-11 80 mg/m2 {ZC 7 IEFIOBMBEBE YT -
7o, BINESO Level 5 I Tk EME, BLUSE
MmEHEH & DKAEERLTROT, CPTIL O
ZEHE#% Level 5 CPT-11 80 mg/m2 S RE L 7=
(Table 4).

3bF

RD LIT @ 19 FEGIF, HEHHREFFMHZ 9 6l
(47.4%), ELBREBYNKE 10461 (52.6%)
KT L. %7, EVHRFFHEZEACYE
HRE BT EBRARALI M 288 L.

4§ MR EHHE
HEAELDT O 19 ESIOMREHEIR, AR
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%26 (13.3%) %ADIOAT, EBELMERE
BHEIFRD T h - 7.

5 RIESRIFER

FRESAEE 213 Unio  Internationalis  Contra
Cancrum, International Union against Cancer iZ
Bo 7. EHHEAEFHB LY, BEBRREBY
Wi O HRIC BT, SEHY VAEIBRELL
29f8 (12~52) TH-7z. RD LT D 19 FEFIC
BWT, VVRHEREBITSHAICED LN, pNI
12661, pN2B 2B TH-7z. Eiz, WERE
SRR ORE, FREWEEMAZ 7ESTRD
Lhleh, ZO>H LEFABWT, pN1 Y /X
HEB SR LN, B LT, REFNE
4&#=% (LT pCR) 6 6, WEBENHSEL
(LLFpPR) 12HITH Y, TR 94.7%,
pCR %&i1 31.6% CTH - 7= (Table 5) .

@
3 £ =

AWRIZBNT S-1/CPT-11 #5 B LU R
BEHEEE I HRARIERETHRT TEL.
MTD i2iFsEkEd 2 Fl, TH 16l k- THE
AN/, RD LT Tl Grade DBVWEEREESR
£133D¢, RD LT CPT-11#%5 T, pCR 6
/15 40% 2B/, RXRBEIN TV HRFTETE
ISR AR 3 A ATRIE SR EREIC L, &
BRI ECEERBE L EZ DN,

Rolf Saver {3, fitaBHBRBEEICHL, a0
AL, AFROMEICEEFS LzwvD,
EWEROBW, - RFIBROBIICES T 5 L#iE
L7zD. —%, pCREOM X, BIrBEREEOE
TREELT, £FFEORLICEHEL TS5 EEER
H5. Lichh-> THEOEXBFD pCR X 31.6%
ThH, AEER LIRS CHFETEIHFLE
Zlc. ¥, WRMCEERSHEEED, EBOHRF
MOBEIAICE ST HEE LD S, KBEIC
& o TAR APR §REEFIS, NCRTICXDE
BOfIBRON, BOHRFERITREE R
EONT 96 (474%) LEZOhic. AEERR
FERROETR, £FEROMECHZ, BEOD
£EOE (QOL : Quality of Life) O % &7
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Table 4 Acute toxicity of chemoradiotherapy

Dose level Level 1 Level 2 Level 3 Level 4 Level 5

Number of patients n=3 n=3 n=3 n=10 n=4

Toxicity grade* 1 2 3 4 12 3 4 12 3 4 12 3 4 1 2 3 4
Hamatological

Neutropenia 0 1 0 0 0 0 0 O 0 0 1 0 1 06 0 0 0 0 o0 2
Non~hematological

Anorexia 10 00 0 0 0 0 00 00 00 0 0 0 0 0 9

Diarrhea 6 0 00 02 00 01 0 0 1 1 0 0 0 0 1 0

* Toxicity grade according to NCI-CTC, ver. 2

Table 5 Response to chemoradiotherapy

. _ . L/N : Remnant
Pzi\tﬁ)e.nt Level (fog’l}xézl) Prgrlrgiry ::,::,aes‘f&s&i Method Pr;::?ﬁl?é?or IMAp I\allrea IIAii 1::tlrea tlzlﬁl;)l‘
1 1 40 3 1 APR Grade 2 0/28 0/24 0
2 1 40 3 0 APR Grade 3 0/13 0/7 0
3 1 40 3 0 APR Grade 3 0/16 0/13 0
4 2 60 3 0 APR Grade 3 0/12 0/28 0
5 2 60 4 0 SLAR Grade 2 0/9 0/7 0
6 2 60 4 1 APR Grade 3 1/12 0/0 0
7 3 70 3 1 SLAR Grade 2 3/23 0/7 0
8 3 70 3 1 SLAR Grade 3 0/2 0/20 0
9 3 70 3 1 SLAR Grade 2 0/10 0/12 0
10 4 80 3 0 APR Grade 3 0/25 0/19 0
11 4 80 3 1 APR Grade 2 4/14 1/13 0
12 4 80 3 1 APR Grade 2 1/18 -0/12 0
13 4 80 3 1 SLAR Grade 2 0/12 0/18 0
14 4 80 4 1 SLAR Grade 2 2/11 0/10 0
15 4 80 4 0 APR Grade 3 0/10 0/12 0
16 4 30 3 0 APR Grade 2 0/25 0/21 0
17 4 80 3 1 SLAR Grade 1b 2/6 0/21 0
18 4 80 3 1 SLAR Grade 2 1/13 0/16 0
19 4 80 3 1 SLAR Grade 2 3/8 2/23 0
20 5 90 4 0 APR Grade 3 0/22 0/9 0
21 5 90 3 0 — — — — -
22 5 90 3 0 — — — — —
23 5 90 3 1 SLAR Grade 2 0/6 0/6 0

Abbreviations . APR : Abdominoperineal resection, SLAR : Stapled low anterior resection, IMA - inferior mesenter-
ic artery, IIA : internal iliac artery
* According to the pretreatment evaluations. )

SITREERD 5. ROWEMZ5E, 1k, 2KRBEEOTHE2ED
‘oA ORI, #ATmEE LTQOL % T15~32%TH5. ChoLDOFEEL L 5-FUM
BEFTIRDZIEBLaAVTISATVA%REL, ¥ HOKBREEZNS & L-LERBRATDA,
BT 5 L BTRETH - 7. CPT-11 P ERBIERICHELSTHT L BEHI N
CPT-11 BHID#EST - BRABEICH T 55 739, —3F, &O7 oLy IV VRIERT
RIIERTORBY S L UZFDHOBK TDE B5S1 (FHT—I - A5V - FTFS5VI
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HU o AEER, BUTFS-1) iE, 200312 BiZ
LREIEBWTHE  BRBEOSRELEMIN
7o, #f7 - BRABEOFERERAIZSRE L
ERRABRIC B A ELhFIE, 99 Fi 37 #i14 PR
(37.4%) L RBIFT, LICEREELY VI HE
BECRHLTRZENZN3.0%DEHBE LN
7210, —F5 T, grade 3 LA EOEIEFBREBERIT
303% L AAKERHBRTEHLHIDTHo7/c. &
7z, SFLIZETF A SVIVE, BOBMERESHE
TELSERIEBI B TWBID,
Borner i3 0o UFT/LV & #EIC L % 5-FU
JLV &% 7 0 AF—N\— Kk CTHE L, 84% DA
EZWBENO UFT/LVBFE L WEEZ LI e
HWELTWBY. ZhbOREIZ QOL O Ah
LS-1D&S>%BENBELERTHH I LuiR
KRBT AHHDTHS. /7, Mitchel BiE, B
PrfEfT - BREBEICS LT 5-FU/LV/CPT-11
PR R RS & RFFBFA L7 phase 1 /1 study
% 2003 4E0D ASCO ICE W THE L7219, 2Ok
B, 6, 5-FU/LV/CPT-11/Radiation {3 255h 4
100% C, MBFHICR K 25% L HFELBETH
o 7. EBEERICEBWTCPT-11 17 TSmRNA
ERETO28, TSHERMAERVTAZ L
BEBNTWS., E/h, 5-Fulid Topo-1 #HE
L, TS & Topo- 1 IRIEEOMBEA%EZRT T & b3S
TNTWDH22), LichoTTS 2HETS 5-
Fu R¥UEHI & Topo- 1 IEM%AE 35 CPT-11
BIERABFBRE<REY, S-1 L CPT-11 Ot
ARBCLE->TwWAEEZLNS. B 5Fu
EN—R & L7ALFE RS RRESEERR . S
TH 32, EBHERER I SOBSREE L
S-1, CPT-11 ORI BEENZHEA G DO
FHERBELEZIONS.

Phase I THOLN/-HEHESH\VT, Prima-
ry endpoint Z A58 % 3, Secondary endpoints
& LTEYE, et BERICRKBEE, A4t
IERIEES), RTERE, £4FIMONME
TORTHRABROEFEZKRT L, EREIRE
THo7z. 5%, Phase TOHREIITHN, H1
HRABR T S-1/CPT-11 3 X U R Pk e
3, BEPOEPHROBVWALERKETHSC &
BRINT.
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