NN e S R
EEMA 20264k

JSCCR Guidelines 2024 for the Treatment of Colorectal Cancer
KGEMES

MRTY w7 ar VEERFZ 7 N T,
UTODOHEBEZH# L TWET,

Q@ RkETA (Fia 15 Epk) K&K, €Q)
@57 : 16 pEE] MR

@CQ



(—&p
&ié CQ DHiHH)

AR, [RGB ART A EMA 2026 FRICI1T5, 2024 FFRRDHO EREGET R AR
R

KEEMIE, ASLOYEFTES RO,

MOCIBHE, THE Z LB T A EICER L,

MULTFIORUTI R LSNT, STEROZE B Update 2379040 CV VD,

5 FMRE 2)UIFTEeE T - BRXBRECY I SFMRE
R—=Z RG] R SEIRBDES

oxR— —REBEDH | -KFDIMPembrol ZHIBRL, RIZRHGLIZMNivo+pilZEBEE LT,
$tERET BHEE | -BRAF ZE BT BB EIZREL T, Doublet or Triplet +BEV ]
n7aotExX %, [FOLFOX+ENCO+CET JIZEIELT=. ,

-BRAF ZERKF 2BEICEALT, [TvibEUZOU+BEV %,
FENCO+CET(+sLV5FU2) JIZBIELT=,

SERRYT BEUT8 EBRELE.

ox—v FILI)R L TOREEI LB REEIEHIRL, mACAELUBEL,
TERBEILEBOBERICEVNT, FR”® L&t
[ETD/TPI+BEV J, TFRUJ, TREGIZ M fTL TR E L=,
“MSI=H/dMMR (=39 % — KA EIZNivo+pil ZBFEL, — KA
BUBOBERIRNESEER/BELE.

- BRAF* & fm FE BRI I 55— REEIS
FFOLFOX+ENCO+CET 1% &L, —RABRLUBDAERIRNE
ZiER/EBIELE,

-HER2 [543t 3 2 — KA BLEDAEIC, T-Dxd &8 L,
KRASTC B FERBICN T DREEBLL.
BRDINTRK BhEBEFEHIETNTRK/RET/ALK Bh&EfE
FISHEICBEL, ZRABRUKEOAEICISELITALEIZEREL
1=

IBARODFEFRD~"9 ZHIBRL, F7=(TFRD5~"8 ZBFELT=,




(Clinical Questions)

R—=Z CRET &R SEIRBDES

@~<— |CQ2 FREERSCICTHgIN D H A B T 4 v DR ZBRL L 720

- CQ3 EBECHTIO0RVNIEFMOIET Y RIZ, RF O HKR
BR. T ARN—ZRERAVERE. BHDOERKABROERZERLL
1=

- CQ5 fg o icE N OB KR R (CARM & B .
SYNCHRONOUS/CCRe-IV ER) m#t REBET L=,

oOx— CQ8 -:CQ &, BEWHBITXLT, 7UEE)SDUIZFFHUTSFUEEM
FTHLEHREININ ?ICEEL, AFHIVISFUHBAOEE
[ZDOWTE KL,

O BEFRIGEZE BNELEMEEFRACINA. QUKRTEE
ET-BREREEICTTIEMEZEACH T OHREXEHITE
ML=,
-QOHRENELTISMEVRTBEEE T BRABEICHT D
—RHREIZBWNT, TykBEUSOUBEY (CEEERE0F FHUT
FFUEGHALGWNIEE RS S, 1ZEML,
FRICKIHRERZEEMRL, HRELHL .

oOR— CQ9 HAEELTCIDNA [ZBHY HTET VR ZEBE L=,

ox— cQ12 RS TNT & CRT B LEEEAELERABROIET VX
ZEHF. ABHBD TNT (T 2ERARARBROEREEBEL.

ox— cQ13 RRXDIET U REEH L,

ox— CQ16 -fE 312 JCOG1609INT EAXRFDREIMEABRDIEREERELT=,
HERERFEERL, HREEHL

o cQ17 RS ISER YN BT UIRRICHT AR BATHRIDIER, KD
TREERELE

ox— cQ18 BB ERAEREERAICIEELE,

-fiZ 3t 31 MAVERRIC 38 & COLLISION BB DFEREE ML=,
HEERFEEREL, HREEHLE,

ox—v CQ21 fRER I~ WJOG5810G iR EE ML=,
ox— CQ22 I KB R TOC /MR DR X EE ML,
oOxX—v CQ23 HREERREERRL, HRELHL

HEBE T DIZH LT, nivolumab+ipilimumab 5%, pembrolizumab
BETNENICHERE, IETUALNIL, 8BXREZLHLE,
-HEBE T @IZH LT, nivolumab+ipilimumab 5%, pembrolizumab




gL, nivolumab BEFNFNICHEE, TIETUALRNIL, &
REHLI=,

HEEXQIZHNT, TMB RO7H KU POLD/POLE EEFEFHD
AREERTDILLERL, HEE, TETUALRNIL, §EBX
EEL=,

o~—v

CcQ24

HREREEEBL, BRETHLE.

31 VEGF & /0 8LE|I—FE¥ 2t EixBitL, OFTD/TPI+BEV
#%, @Regorafenib #&%, @FTD/TPI $&%, @Fruquintinib $5%
[CEWTHRE, IETUANL, AREEREHLE,

R XIZEN, ENOBEKAROIET Y R B85, LHEB
EL=,

o —v

CQ26

R GCP REMNIV R F U BWiE R REEZTBREL,

o —v

cQ27

R, KIGEABUBRROEREEENADT (TR
BT, JCOGT1702A HERDIEREEEL =,

CQ28

HEREXQIIRTREDRREBRERHIIMER T LEREIC
LT, EWRAEITOCLEERERT B, J&EMLT=,
-QIZBEL T, HRERZEEERL, BRELHL

AEITH PD-1 FUADE MBI 28 &L BRE L.




[ RIBHD J #HE R E T B O 7 aE A

HELEX DL DA SN DI A IRINT D LG A RETH D, HELESNDL U AL %5 ToEe iR Al HER
LA, THRRRBRIZB W TAH M RENTEY, 2> MR HEE L CEWN O 1 afheis L

DAV | DEESR,
| BN EOES I A I |
|
[ | ]
TG ETRD fEN G D TG SRS TR
(Fit) (Vulnerable [Vul]) (Frail)
MSI/MMR-IHC, RAS (KRAS/NRAS), BRAFV6OESE(R TR SHERSE
[
| ]
non MSI-H/dMMR | MSI-H/dMMR
[ Fit/Vul: Nivo+Ipi?
I ]
RAS/BRAFEFER \ ] RASZERR BRAFZERE!
Fit: Doublet® or Triplet + BEV Fit: FOLFOX+ENCO+CET
[ ) |
Vul: 7wt S 5+BEVS Vul: ENCO+CET(+sLV5FU2)8
]
= | Al

Fit: FOLFOX or FOLFIRI + CET or PANI

Fit: Doublet™ or Triplet + BEV

Vul: TwAbEY =2 5+BEV®

Vul: TwAEEY =2 5+BEVS

CET or PANI

Nivo: nivolumab, Ipi: ipilimumab, BEV: bevacizumab, CET:

panitumumab, ENCO: encorafenib

cetuximab, PANI:

*1:HER2 iz At TEMTHIEEBEIND A MDESR)

2 JEIG SR EALO LM ENT T ATRENS, S KNG, B, BREITEN, AT, BT E

&9

*3:Doublet: FOLFOX, CAPOX, SOX, FOLFIRI, S-1+1IRI

*4: Triplet: FOLFOXIRI

*5: 70k V e 5-FU+1-LV, UFT+LV, S-1, Cape
*6: BEV OOFHBHESES AN, )5 LB W S 137 b I BRI IE 21T

*7: Nivo+Ipi (HELEEE 1) £7-1% Pembro (FELEEE 2) MHELESNA(CQ23 £ [H)

*8: ENCO+CET & FOLFOX LD ffH LIS COA itk & 22 TSI LT




DI AR REHEST - R KIS R 2 MR IE D T LAY R L

<—IREE> <ZTIREE> <=ZRBE> <IWRSEREELARE >
*
FOLFIRI _—
ARl | vBEV - FTDITPI+BEV >
1.7 pani | * 'Rl FRU
FOLFOX FOLFIRI + | AFL REG
CAPOX +BEV RAM
SOX
*1,*3 5
FOLFIRI cET FTD/TPI+BEV
IRI *| Pani FRU
REG
11 2 *3, *4 *5
FOLFOX c FTD/TPI+BEV
CAPOX | +BEV P E,II + IRl FRU
" SOX REG
FOLFIRI
s+Rl | *BEV
*1’ *2’ *3 *5
FTD/TPI+BEV
FOLFOx +| CET  |—> FRU
PANI REG
*
*1,%2,”3 4 FOLFIRI )
ARl | +BEV FTDITP+BEV
FoLFox +| CET FRU
PANI REG
FOLFIRI  + :::\-n
*1,*3 *q,*2
e ) *5
FOLFOX FTD/TPI+BEV
FOLFIRI +| CET CAPOX | +BEV FRU
PANI SOX REG
_ Y,
*1,*2 '3, 74 *5

FTD/TPI+BEV
CET | 4 IR FRU

FOLFOXIRI + BEV PANI
REG

—

*1,*3

5-FU+/-LV
Cape
UFT+LV +BEV
$-1 FERO—REELUFEOPNSRBEEHMENDIL A ZBIRT D

CET
PANI




<—REE> <TIREE> =REE> TURSERRARE >

e N 7 T REEUEOTH SEBEHH =12 DX S AEIRS 5 ™
MSI-H/dMMR
— RSB TNivo+lpi. PembroZ{ERA L TLVRWEES(E,
Nivo+lpi or Pembro ZIRBEEORENEES A > TNivo+lpi Ei=(dPembro, vao"&iﬁ’tﬂ'ﬁ
J g J

( R ( FEROTIKEBUBEORNSHEEEHIMESND LA ERIRT S R

BRAFVSESE R FZREY PR

— A CENCO+CETZMER L TULVRLE AL,

FOLFOX+ENCO+CET )L — AR T2 (£ = R5AE CENCO+CETZ /= (RENCO+BINI+CETZ £ 9 3 )
HER2B31%" N ( PER+TRA. T-DXd )
RABROTNSRE |—>)

HiR=nEroiRER TIVALEUS S, OX. IRICHS - RMHIC.

L EES) ) L EROTREELEOREEES 1 >~ TPER+TRAE fZ(XT-DXdEEMT D )
KRASS M FERE SOTO + PANI ™
LERORGROTNSEE JwitBU=T > OX. IRICHRS « R,

EHFENSL S X ERR FRO=RAFRUEORERARS 1 > TSOTO+PANEET %

N\ J J

( TMB-H*8 ) (" Pembro N\
LD —RIBROPNS HiE JwibEUZET> . OX. IRICHIS « B CTMB-R 78 %2 E[E L,

SHEfENSL X >ZER LROZRABUEORE AR S 1 > TPembroz R 3
g J g J
(" ( NTRKEEEIBEFBE ENTR or LARO )
phwdleny RETRAEETFIE SEL
ALKRSEETFIBME ALE
T e
x BLIEERTS ) L PSR AR DRBARS o~ TR S y,

BEV: bevacizumab, RAM: ramucirumab, AFL aflibercept beta, CET: cetuximab, PANI:
panitumumab, Pembro: pembrolizumab, Nivo: nivolumab, Ipi: ipilimumab, ENCO:
encorafenib, BINI: binimetinib, PER: pertuzumab, TRA: trastuzumab, SOTO:
sotorasib, , ENTR:! entrectinib, LARO: larotrectinib, SEL: selpercatinib , ALE; alectinib

*1:BEV, RAM, AFL, CET, PANI 72ED 53 ARV IEO O - HESES DAY, B E7e0
RN A I ERE BT
“2: OX ff FEIEZ E NEIE L U CHilbA1E, HEFFRIE~OBATL B ESLD ( =2 M)
*3:CET, PANI % RAS(KRAS, NRAS) B AR I (2 i (2 A M) &S IR)

*4IRI Rt 220 AUX IRT 2T 20083 ZE L
*5: # H 159 (Later line treatment) (2 oW Cld, CQ24 2%/, FTD/TPI+BEV. FRU, REG
IXERF Y RE B R L 2R CfE A,

6: M G ZRRFHN BRI AT ) LT a7 AV T %179 (CQ26 25 )
TR AT ) BT 0T AV 7 kAT HER2 (ERBB2) #tE S RS -8 4121% T-DXd
HLBEEIND(CQ26 25 HHR)

*8: KGs Tl TMB 227 O bl 72 cutoff (Z#&im dH0, CQ23 #&






CQ 1:RBRRYWFINE pT1 KIBEDEIEROBISELEIIAH ?

© FwEWrmgTE GRIEED) OS5 I3 BHIERZIBINT 5 L25m<HHELE T2,

@ UIBRMEAROMAFHIMBZE T FO— T THROIVUE, IBINEHREL TV EiEE 2L
HE BB a5 <HELE T2,
(1) T1b (SM = 1,000pm LA |)
(2) RAE = BE RS
(MRS, FOBRARRc, AL
(4) 214 5eHE# o # ) (budding) BD2,3
)
e B WTIRBA EE X, IR O AR T WIS @R (L T Dh O THD,
IREARTREVE, Vo VERBELFRIRIZ A,

2 B T 1 GRIEER) D5 A 1TWrREatE L~ T, O R ATERESS, YIBREARIC 5= 5%
HEFR O IEE72 IR BRARRRZ T S CTER, 228 ORI D, FERBLE LI A O BRI A7 3 E
LEZOND, TET VAL YL C THDOHD, FEWRD/NT L A%EELUTTRVHESE | LT,

= ThD pT1 FEDOTRRED TN REENE D B UIR T h D, LnL, BB A7 A3 i
DTN pT1 EAFIET DI ELHFETHY, TOIIRREFNZ R L TR AN B REIEE LD
IBMBERZ A R BT C DT ENARTLEDVER B HCh D, BITEDLZA, Vo Hilnk (pN) &
e I T I CEDZWHEIIAFAE LIRS, S8R O R KA B INTRIER S5 O Wik ke L CR]
HTHZEMATRE TH S,

pT1 OB L/ HHRfE Y AV K 7L LT, HhE T o0 i2 PR AE (SMIZME) vV, (R LAR
8 + FVBR A  RioHE 70 & ORI 20, 12 S e 5 O o (L BE I - KSR RE B O FFAE, #EH, IR
BRELENRESI TS 28, ERROIBINEROWE G, [ B #0652
Jit, 1980 ) IZRid S CE7- pT1 OB NMAZEIBRD 3 H (DML IRE NEEZHE, @)
&AM S DU NE A FE, QWi TD massive 725 EH) 26 LITERSNHD T
&Y, Tmassive 73R 1T KM B EAI IO 5 it (1994 48) 123\ T2 2 1349 200
~300pm 82 - FR FED“E o T RE LR ) L BRI RN IC G TS N P, 20
% DA I T HIEGIEFEN IEND, BINFEIRE B BT 25MLL T SM =M 1,000pm
DEEHEL S, [RIBEIRIRAART AR 2005 FERRIZDY < Eils fa Rk 1 & U ChRodk
Shiz ¢, 72721, SM iHHE 1,000pm LA ETH-oTH 9 BIRLEE X)L EilisfE 32 bl T
D 167, SM M EE LA DU SEHERE AN 1, T D RTE, fll 2 OFEFIOHIRK) - 117
i, BE A HORBEEE L 3ICEBEL, WESVERELE BT A2 C 1o 7eian o b
T, BIREOMEINEIRET HIENEE CTHD, UL EEBEEX T, pT1 OV HifnBI 27
K 7% 1 D THRDOLG AT BB YIRRE 95 O HESE | LT,




723, SM RHHEE 1,000pm LA EDOBDYRZ K S ThiuE, Vo SEifaf =B ARV 2 &
DHIESN TS 89 REGEIFZES 7 0y 27 MIFFRIC BT, FEOFMFRT 2 SRR <137
BBARW B EE RS TRHBL 7235, SMIRAM EE LIS DU L /SRS Y 27 (K- A3 4~ TRtk D
SM 2 1,000pm LL EDOV SEHER R 1.3% (95%(EHEX ] 0-2.4%) Tz 9, AX
FEFTIZI\V T, SMIRIEE 1,000pm LA EHD T SM2-3 13V EilinfB ) A7 DML T
IR (o X 2.14%, 95% 12 HEIX ] 0.96-3.12%) TRWIERHESN TS 10, 2L,
B O R FE A7 0y 2 7 MFFROFE FIC L DL, SMIREEE 2,000pm LL EOU 2 Hifiz ks
R 11.0%THY, /ETTLIEDV L FHEBY AT THIE T A O R/t SM IR E
2,000pm LL_EDOBAITIZV L SHEEB OV AT NIDE NI EDR RSN TND 10, A% a5 T
BTV AOEENMLETIIH S, SMIZHEEE 2,000um L EOGEIZIIMO R FiisB) 27
K22 T ThIBINGYIRE LV BE T XETHAI,

2009 R CIBINAR AL BT &K LU THEH (budding) 2380172203 12, X512t
AR IR BT 07 ey = M EL TR Ch 5, Fie, BB ELI-SG AL ~—
TR TEIRWGENEL, FIREDATREMELHY 13, ZOURZEHFHEL & T3 540
R, Stk LR DIXIE NG R OIS FEHED 2 Y OGS R ES TG 1o
17708, MEAMI BT DB INEROEGAEHEE L C, KE D National Comprehensive Cancer
Network (NCCN) DA ART A2 TiE, JRER B, #i%k50EA Grade 3,74 DI EL K
+ 18/ FRJN > European Society for Medical Oncology (ESMO) D4 AR T A Tl IRER
BEESME, grade 3 differentiation, #: i (budding) grade > 119 AMfESES L CUD,

( EEHTREE ) (=EwswsE
(2 7)
v v
SR {T] b(SMBRRE
1,000um 2L E)
y

BRI
iR
A
EMCIRE
FERMmfEE
T
v
IR e Wé@%

v
44 BD1 &t BD2/3 il
v v v B EESIBYIRR
Zz3#<

(memz ) ( weepsBYRERdEETs HEY 2

Bt

Tla(SMEEE
1,000um i)

Eit




i Torin T Ze% HESRE
o R HELET 2 BCHEET S | BIKHEET S | RS | AL
CQ1-(» | 96%(22,23) 4% (1,723) 0% 0% 0%
CQ1-(2 4% (1,723) 96% (22,723) 0% 0% 0%
i

1) Kitajima K, Fujimori T, Fujii S, et al.: Correlations between lymph node metastasis
and depth of submucosal invasion in submucosal invasive colorectal carcinoma: a
Japanese collaborative study. J Gastroenterol 2004; 39: 534-543

2)Ueno H, Mochizuki H, Hashiguchi Y, et al.: Risk factors for an adverse outcome in
early invasive colorectal carcinoma. Gastroenterology 2004; 127: 385-394

3) Tanaka S, Haruma K, Oh-E H, et al.: Conditions of curability after endoscopic
resection for colorectal carcinoma with submucosally massive invasion. Oncol Rep
2000; 7- 783-788

4) RIGREATTE: KM Bl A, 55 2 B, @R AR, R0, 1980

5) KIGHEMF I KRIGREARNRAD, 55 5 ki, @l R, 3, 1994

6) KIFFEAT e i KPR A AR T A ERT ] 2005 4R, 4RI, #T, 2005

TRE #, Bk, B FE, il 5. KIE sm OB . b, WHREEIERE OB IIFIH
BT RIBPREENOW 2004, AAAT 4A/L 22—, HUN(, 2004 60-69

8)Nakadoi K, Tanaka S, Kanao H, et al.: Management of T1 colorectal carcinoma with
special reference to criteria for curative endoscopic resection. J Gastroenterol Hepatol
2012; 27: 1057-1062.

9) BRAVE—, KBRS, M BHEM, fh: BRI O WBEIRR OISR (1) T1b ¥
(1,000nm LA SM #2) U2 SEifisfs ) A7 J@ B E O, Kt NOW 2016 KIGHOZ W
LI update, HAAT 4L #—, BT, 2016: 63-77

10) Zwager LW, Bastiaansen BAJ, Montazeri NSM, et al.: Deep Submucosal Invasion
Is Not an Independent Risk Factor for Lymph Node Metastasis in T1 Colorectal
Cancer: A Meta-Analysis. Gastroenterology 2022; 163: 174-189

11) Kajiwara Y, Oka S, Tanaka S, et al.: Nomogram as a novel predictive tool for lymph
node metastasis in T1 colorectal cancer treated with endoscopic resection: a
nationwide, multicenter study. Gastrointest Endosc 2023; 97: 1119-1128.e5

12) KRG TE St RIGHEIR R AR 7 A R 2009 4R, )5 AR, 3R, 2009

13) Frpktn, [ SRR, AP{ETA, fth PIBLEHRERTE RN T1(SM) Ok - BRI 5%
MR IERIBIZE KIGFEMT e 7 ny =7 MIFJEORE 5. H Ll 20158 501 448-456



14) Oka S, Tanaka S, Kanao H, et al.: Mid-term prognosis after endoscopic resection for
submucosal colorectal carcinoma: summary of a multicenter questionnaire survey
conducted by the colorectal endoscopic resection standardization implementation
working group in Japanese Society for Cancer of the Colon and Rectum. Dig Endosc.
2011; 23: 190-194

15)Ikematsu H, Yoda Y, Matsuda T, et al.: Long-term outcomes after resection for
submucosal invasive colorectal cancers. Gastroenterology 2013; 144: 551-559

16) Tamaru Y, Oka S, Tanaka S, et al.: Long-term outcomes after treatment for T1
colorectal carcinoma: a multicenter retrospective cohort study of Hiroshima GI
Endoscopy Research Group. J Gastroenterol 2017; 52: 1169-1179

17) Oka S, Tanaka S, Kajiwara Y, et al.: Treatment Decision for Locally Resected T1
Colorectal Carcinoma-Verification of the Japanese Guideline Criteria for Additional
Surgery Based on Long-Term Clinical Outcomes. Am J Gastroenterol 2024 Epub ahead
of print

18) NCCN Clinical Practice Guidelines in Oncology: Colon Cancer ver. 1.2024
https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf (2024/5/14 accessed)

19) Argilés G, Tabernero J, Labianca R, et al.: Localised colon cancer: ESMO Clinical
Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncology 2020; 31:
1291-1305

CQ 2: RHAKIZEOARFEIFMEICH — RIS VR IHREINDN ?

O WNHEEYIBROFEEN—IEUIEOWm2 OS2 1T B RSO R A2 H L L
T LFERONRBHRE LDV — AT AEATITLE LT D,

@ WNHRBEEIEROME R EIGIER, KRR EOS A I RETERE DY A M EF7-35720
(2, 6 0 A FitE CONESR ALY =AM T REATH L m<HELE 2,

@ pT1 E CEMGUIBRZIT ORI T2 E120E, Vo EilnB- 0 BB LA R OM#R %
HHEL T, NESERAEIZINZ T CT Mol O ZWr-CEE~—h— 7 P& - — g
FUARBATHIZ L hFR<HELE T B,

IR G2 NS EI R 7214 O SRV R ABIE IS R AR AR L7 s 1 X3 e A L7, <
#1513 high grade dysplasia (HGD) (AF D pTis #&I2AHY) 24 T advanced neoplasia (AN)
DUIRE DR Chd, MIRIFEE T HGD A 4258 OB h o R AN OFAY
7 HT KGRI N2 T-8ED 6.9 5 THY, 10 mm LU EORIE, MERELFRI%ETHL YV,
— AT ADFEIEITOWTIE, K[ED National polyp study O E =z —MMFFEORE D,




HGD %5 Te KBRS 2 NREEUIBRZ I — AT A 3 E WIS E S viu,
15.8 FEDFMBIZZIZ BV TR IGHESE - F N 53% Pl bl sni-2, —J7, AN Ik,
P _ATUREATOIRNG G, T — AT AREL L, BIEFERIGIE DY AN 4.26 {512
MIBENHERHD 9, LLEL I KGO NEEEEIBR%E O — AT AIMEALEE D
o, KERBIOCKMDTART A TiE HGD YIERE DHELE — 1T A& 8 FELRES
N5 45 IR—F 2 RD National screening program %=\ L7-HF%E0>5, HGD BLTt 20
mm 2L _EDEFONRETIERE O KR E B L OSE L OYARZBZILSND AN O 2 (520 E
LRpZEnESNT ¢, £, AR TEIMESNIZKI ESD JERFIZ xR EUTE =R — M
(CREATE-J) Ot &Y, 20 mm LAE (K 50%73 pTis F7zid pT1 ) D 1,437 JEBIO 1%
gL (B T il 46.0 7 H) 12 15 #1(1.0%) D ERpHE R R s s B A LT, BLIRE
FRFETOWHEOH 1L 26.8 7 H THY, ESD # 2 [0l H DY —_AZLATH LI NIIEH]
13%<, 15 Bl 13 GIASMNRHIER 2 FEHESIL e 7, LA XD, 8 4% TITBAE IR 3 2
RFPE R e 2VIE RS 5 813, WREEEIERDS N2 AT T ATREMEA @\ 01T, 4]
(BN R KA O WARSEGIBRAA T S T DY — AT AR 1 23 % Th D, 2020 F12
HHNSNIEARFRDO T RIGWNHEEA IV — =0 7 e — AT ATTART AL JIZB W T pTis £z
IX pT1 JEFONEEE N — AT AL 1 FEBIHERESI TS 89, BN (ESGE: European
Society of Gastrointestinal Endoscopy) ® ESD (K71 12id. TESGE 1%, KGNS
BE 12 r HRICFEL, D% RN —7 ORI KOKGREEA AR T A NS EIB MO E 8]
BEATHTEHHETEL CD, ZHUT, BT AZ ESD UIBRED R RNG A E T RN
JZR T IRV A7 LUTIRY 227 (FRIGHY) ESD i Ti2 1 S5 | 8D AT — AL R
FIVHELE | 55T T U ATEINSIL TS 10, B E L TR RGO R ARG B Emnl e
&L RN BRI 208 W 2 LT B IR OBLE OO IR D 3 FEMRIVHEN TS
TeHLRiHS L T0D,

T KRG D NARSE B BR D 20359 FIBIER £ 13 EWT G B TE Ch o 1o 855121, NHSEY)
BrOFIECE LT JRAT R DOYATH L5725, KR oEOIBRZ O RPrE#1% 9.1~27.5% T
2 FELANICFE AT DT &S 1018 GBI O i — <A Z 2 AR 2GRS 5 H 1L,
AIRBIOEE CE s EAE 2 L LGB S STz, TORER, 3 WA#%E 6 WA%RDY
— AT RATHE RSN RFTRHR B Z TN T s NS L= THY, 24 1 H
B OFEFELRE Thol/odlT 6 7 A BN EFs LTz 16, ESGE DA ART AL BLUAR
HDOTRW; EMR/ESD HART AL (5 2 i) | TIE, 2EIGIREZEONESI T — AT 2% 6
ARIZFEMET DI ENHERS TG 517 F72, WIEIONIRSERAIZI T DRTLE A B OR
K5 DK X, Post colonoscopy colorectal cancer DKL 2 HILTERY 1 4FELINOEN
FIBR COI— AT AN FEL 51718

ARIRO L Jiigx % Al &R —MIFFE (787 44, 60.5 7 A) OFER, BINEREER 72672
pT1(SM) D NHEBELIEREAMEE L, 5 FHEAIEEFRD 89% T, BREMIHEEIG 6.6%Th
S72 20 FRICE S CIIAE IR & LR U R E I R< (1.4% vs. 16.2%), 1B I1GIERS



MiAT CERWGAIZIE, FIRRICHECT- BRI, B~ — 0 — 25 T E e Rl Bl 2203
Thd 2, Fo, AFFRICB W TULBINAEE ER 26 3720 ER pT1 (SM) EEIZB W T
6.3% D FFERBOT= 2V, LLEXD, pT1 & CIEMBYIBRET TR ST EFIZ VT, CT 72
EOWGZ WIS~ — 1 — 72 8% W — XA T AR HERES LD,

_— 1ToZ¢% (Rp e ANt HESERE
FRHERE D FIKHERE 9 | Ba<HERE TS | mE<KHER D 7L
cQ2-(» 4% (1,723) 96% (22,723) 0% 0% 0%
CQ2-2) | 100%(23,723) 0% 0% 0% 0%
CQ2-3) | 100%(23,723) 0% 0% 0% 0%
X #R

1) Lieberman DA, Weiss DG, Harford WV, et al.: Five-year colon surveillance after
screening colonoscopy. Gastroenterology 2007; 133: 1077-1085

2) Zauber AG, Winawer SJ, O’Brien Md, et al.: Colonoscopic polypectomy and long-term
prevention of colorectal-cancer deaths. N Engl J Med 2012; 366: 687-696

3) Cottet V, Jooste V, Fournel I, et al.: Long-term risk of colorectal cancer after
adenoma removal: a population-based cohort study. Gut 2012; 61: 1180-1186
4)Gupta S, Lieberman D, Anderson JC, et al.: Recommendations for Follow-Up After
Colonoscopy and Polypectomy: A Consensus Update by the US Multi-Society Task
Force on Colorectal Cancer. Gastroenterology 2020; 115: 415-434

5)Hassan C, Antonelli G, Dumonceau JM, et al.: Post-polypectomy colonoscopy
surveillance: European Society of Gastrointestinal Endoscopy (ESGE) Guideline -
Update 2020. Endoscopy 2020; 52: 687-700

6) Wieszczy P, Kaminski MF, Franczyk R, et al.: Colorectal Cancer Incidence and
Mortality After Removal of Adenomas During Screening Colonoscopies.
Gastroenterology 2020; 158: 875-883 e5

7) Ohata K, Kobayashi N, Sakai E, et al.: Long-term Outcomes After Endoscopic
Submucosal Dissection for Large Colorectal Epithelial Neoplasms: A Prospective,
Multicenter, Cohort Trial From Japan. Gastroenterology 2022; 163: 1423-1434 e2

8) 7 i, M GERR, AR, M RIBNREASY) —=0 T e — AT RTART A
Gastroenterol Endosc 2020; 62: 1521-1560

9) Saito Y, Oka S, Kawamura T, et al.: Colonoscopy screening and surveillance

guidelines. Dig Endosc 2021; 33: 486-519



10) Pimentel-Nunes P, Libanio D, Bastiaansen BAJ, et al. Endoscopic submucosal
dissection for superficial gastrointestinal lesions: European Society of Gastrointestinal
Endoscopy (ESGE) Guideline - Update 2022. Endoscopy 2022;54:591-622.

11)Hotta K, Fujii T, Saito Y, et al.: Local recurrence after endoscopic resection of
colorectal tumors. Int J Colorectal Dis 2009; 24: 225-230

12) Moss A, Williams SJ, Hourigan LF, et al.: Long-term adenoma recurrence following
wide-field endoscopic mucosal resection (WF-EMR) for advanced colonic mucosal
neoplasia is infrequent: results and risk factors in 1000 cases from the Australian
Colonic EMR (ACE) study. Gut 2015; 64: 57-65

13) Oka S, Tanaka S, Saito Y, et al.: Local recurrence after endoscopic resection for
large colorectal neoplasia: a multicenter prospective study in Japan. Am J
Gastroenterol 2015; 110: 697-707

14) Niimi K, Fujishiro M, Kodashima S, et al.: Long-term outcomes of endoscopic
submucosal dissection for colorectal epithelial neoplasms. Endoscopy 2010; 42: 723-729
15) Shigita K, Oka S, Tanaka S, et al.: Long-term outcomes after endoscopic
submucosal dissection for superficial colorectal tumors. Gastrointest Endosc 2017; 85:
546-553

16) Nakajima T, Sakamoto T, Hori S, et al.: Optimal surveillance interval after
piecemeal endoscopic mucosal resection for large colorectal neoplasia: a multicenter
randomized controlled trial. Surg Endosc 2022; 36: 515-525.

17) HrfETn, ME L, 7k S i K ESD,EMR W ARZ12 (5 2 hiD) .
Gastroenterol Endosc 2019; 61: 1323-1344

18)1e Clercq CM, Bouwens MW, Rondagh EJ, et al.: Postcolonoscopy colorectal cancers
are preventable: a population-based study. Gut 2014; 63: 957-963

19) Kim JS, Kang SH, Moon HS, et al.: Impact of Bowel Preparation Quality on
Adenoma Identification During Colonoscopy and Optimal Timing of Surveillance. Dig
Dis Sci 2015; 60: 3092-3099

20)Yoda Y, Tkematsu H, Matsuda T, et al.: A large-scale multicenter study of long-term
outcomes after endoscopic resection for submucosal invasive colorectal cancer.
Endoscopy 2013; 45: 718-724

21)Ikematsu H, Yoda Y, Matsuda T, et al.: Long-term outcomes after resection for

submucosal invasive colorectal cancers. Gastroenterology 2013; 144: 551-559; quiz el4

CQ3 KBEICH T SOy FEFMIIHREINDH

2Ry NIRRT, B PR OB D1 L L TITH e m<HER 40 (MR- =7
AL~V B), ¥z, Al FIRORIRE D1 L L TITHZ Lo ga<HElE+ 2 (MR E2 . e 7 %



L~UL C),

OuR Y NEFMTHONT
WSO KFNET > F MU EERGRER (RCT) a7 70 L 2 —{2B\W Cl1-12], IERESE R T Ci
BRIE TR & bl L€, PR S B —T5, il i) | i I i, itk is i i Bh oo &
AR 0 ABEHI 232 8 OB R AE MBI T D2 e S Cna(L, 4-8], Fi2, A0F
JERAER BIXOEMBEILFES THLIEN RSN TDIS, 5, 9-12], Zhbnb, IEEsE T F
TR T ORI D15 L TZIF AL TV,
— 7 | BRI IS LD ATENEHI RSO, I8 £ PO BT UVICLB AL EMER Y IEITEsE
TFRINOHEITHIRRES FE S T D,
Ry 3P AT, PERTUIERESE N AT, BT R ER O KO-, T L BE IR
Wi, BE— T al A — VKD E R BE, LE LT @i B SR Tl i T COBA R & DFs %
AL, MGV T FIROEA L TR T2 Z L3 IR S L TV,
1Ry PR TR, 2018 4F 4 ADENGIEITAT LT, £, 2022 4 H 2BIERE s (26 L TR
3 H L 7e > TuD,
QEME KT DAy M B FiH
%L DOAR—MIFFERAX T T yxz)% BRIk oma o D LR FATI IEESE T FINIC
T, BAMEREA TR L WA R A FEAR RERE DI AR SHUTCV A [13-23] {Numata, 2024 #860),
Circumferential resection margin (CRM)[‘@ PESR | S OHERASR, FEREHIMICEIL Tid, maRy b
B FHRMEND F RS HIESN D13, 15, 17-19, 24] {Hamabe, 2024 #863}, —J7, F
HTREIA RS, AR E W EAERISI T D[25], F-fFos=R - AT RITNENESE T T L1455
FAX R EHRESNCQND[13, 19, 26, 27 {Hanaoka, 2025 #8651, JT4F. [EPN D Diagnosis
Procedure Combination (DPC)T —#X— 2% F\ = KIFBIERIITE 6, vy MIEFHRO A
BERERR R B I I IESE T i LR F E 21RO 2 & 7R & TV vD{Hamamoto, 2025 #864)
{Mizoguchi, 2023 #866],
National Clinical Databese % F\ e ENA> B0 KB —MIFSETIE, 20,220 B OARAL R I7H)
BRIFIC I T, oA 3R BT TREESE T i b~ BIERBATREI A BIZIRWZE2VRE
72(0.7% vs 2.0%; p < 0.001), Fz il &, TEFEIE L =, AL ERTHIHICBEIL TidrR vy MR T
AR B AT C, FAIREHEL JBPE 30 H LN O R ABE=RIZBIL CIIMEESE FIT 3 B4 ThHT LN
RERTZ, (28],
1R w31 PAHTICBE 32 R 01D KHBL RCT THDH ROLARR 3Bk (1R b3 E R 237 4118
PEGE TRE 234 )i, FEEFHE B ThOBRIERATRIL, MEESE T FIl 12.2%I2xf L TrARy
FZBEFAIT 8.1% THHL DD | £ DEBHNEIIHFHFAAVNTITREA S 177 - 72[25],
RO M 2 S B IE B L L7= RCT Té 5 REAL 3Bk (1R~ Mt 586 i/ IEEEERE
585 12T, 3 HEHATHFE RIT ARy M 1.6% (95% Cl, 0.6%2.6%), MERESERE 4.0% (95%
Cl, 2.4%5.6%) THY, iy METHRIKRE THHZEDVRSILZ(HR, 0.45 [95% CI, 0.22-



0.92], p=0.03), F7= 3 FMETAAFRITIWTH A Y ME 87.2%, MEVESHE 83.4%THY, AR Yk
RECHEICBRAFTH-T-(HR, 0.74 [95% CI, 0.56-0.98], p= 0.04) {Feng, 2025 #862},

@)= S S R =V S &= =)

HESN D KIARET —H 2% =R — MFFFERC AZ T U ADDIT Ik $5aR vk
SAREFINIL, BEREEE T FIRIC T BAMRATERE G OHER AR DM, TEBTHIEI ANV 21
TEVL ASEEEN SR E | B AR CEN TWOAZEARENTA[30-36], —F7, FAkzRH
INESTARENZENFRRS AL TD[32], FRFE R A FRICBIT 2 MG ITREH THLL D
D JEVEBE T TR &R S ST 5[36-391,

FAERGRE SR T DR N AR TSR35 RCT Tl MEVESE F Filf St T, BB L
RHIHRIC TN ERE SN TND03, A RE 35 0/ NBGABR OfE SR TH2[38],

@B AICE TR

KEGHE DRy MR T OE AT, HANRSIAR F2 0 TaRy NS
FIFENIZRE T 5458 (k) | B L O TTE LA B a3 NS TITE AL
BT 2 fa#t ) O Sefth - Wik Sefh 4 857 248035 D,

1ToZ8% 1TORNWZ %
HELEE — — — — HELRREZ2L
FRSHELE D | BKHERE TS | SKHESE TS | R<HERE TS
CQ3-(») | 74%(17,723) | 26% (6,723) 0% 0% 0%
CQ3-(2) 0% 96%(22,723) 0% 0% 4% (1,723)
1. Lacy, A.M., et al., Laparoscopy-assisted colectomy versus open colectomy for

treatment of non-metastatic colon cancer' a randomised trial. Lancet, 2002.
359(9325): p. 2224-9.

2. Weeks, J.C., et al., Short-term quality-of-life outcomes following laparoscopic-
assisted colectomy vs open colectomy for colon cancer: a randomized trial. Jama, 2002.
287(3): p. 321-8.

3. Nelson, H., et al., A comparison of laparoscopically assisted and open colectomy for
colon cancer. N Engl J Med, 2004. 350(20): p. 2050-9.

4. Veldkamp, R., et al., Laparoscopic surgery versus open surgery for colon cancer:
short-term outcomes of a randomised trial. Lancet Oncol, 2005. 6(7): p. 477-84.

5. Leung, K.L., et al., Laparoscopic resection of rectosigmoid carcinoma: prospective
randomised trial Lancet, 2004. 363(9416): p. 1187-92.

6. Schwenk, W., et al., Short term benefits for laparoscopic colorectal resection.
Cochrane Database Syst Rev, 2005. 2005(3): p. Cd003145.

7. Guillou, PJ., et al., Short-term endpoints of conventional versus laparoscopic-



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

assisted surgery in patients with colorectal cancer (MRC CLASICC trial): multicentre,
randomised controlled trial Lancet, 2005. 365(9472): p. 1718-26.

Yamamoto, S., et al., Short-term surgical outcomes from a randomized controlled trial
to evaluate laparoscopic and open D3 dissection for stage II/ILI colon cancer: Japan
Clinical Oncology Group Study JCOG 0404. Ann Surg, 2014. 260(1): p. 23-30.

Jayne, D.G., et al., Randomized trial of laparoscopic-assisted resection of colorectal
carcinoma:’ 3-year results of the UK MRC CLASICC Trial Group. J Clin Oncol, 2007.
25(21): p. 3061-8.

Kuhry, E., et al., Long-term results of laparoscopic colorectal cancer resection.
Cochrane Database Syst Rev, 2008. 2008(2): p. Cd003432.

Buunen, M., et al., Survival after laparoscopic surgery versus open surgery for colon
cancer: long-term outcome of a randomised clinical trial. Lancet Oncol, 2009. 10(1):
p. 44-52.

Green, B.L., et al., Long-term follow-up of the Medical Research Council CLASICC
trial of conventional versus laparoscopically assisted resection in colorectal cancer.
Br J Surg, 2013. 100(1): p. 75-82.

Xiong, B., et al., Robotic versus laparoscopic total mesorectal excision for rectal
cancer: a meta-analysis of eight studies. J Gastrointest Surg, 2015. 19(3): p. 516-26.
Broholm, M., H.C. Pommergaard, and 1. Gogentr, Possible benefits of robot-assisted
rectal cancer surgery regarding urological and sexual dysfunction’ a systematic
review and meta-analysis. Colorectal Dis, 2015. 17(5): p. 375-81.

Zhang, X., et al., Robot-assisted versus laparoscopic-assisted surgery for colorectal
cancer: a meta-analysis. Surg Endosc, 2016. 30(12): p. 5601-5614.

Sun, Y., et al., Robotic versus laparoscopic low anterior resection for rectal cancer: a
meta-analysis. World J Surg Oncol, 2016. 14: p. 61.

Prete, P, et al., Robotic Versus Laparoscopic Minimally Invasive Surgery for Rectal
Cancer: A Systematic Review and Meta-analysis of Randomized Controlled Trials.
Ann Surg, 2018. 267(6): p. 1034-1046.

Ng, K.T., A K.V. Tsia, and V.Y.L. Chong, Robotic Versus Conventional Laparoscopic
Surgery for Colorectal Cancer' A Systematic Review and Meta-Analysis with Trial
Sequential Analysis. World J Surg, 2019. 43(4): p. 1146-1161.

Han, C., et al., Clinical, pathological, and oncologic outcomes of robotic-assisted
versus laparoscopic proctectomy for rectal cancer: A meta-analysis of randomized
controlled studies. Asian J Surg, 2020. 43(9): p. 880-890.

Wee, 1.J.Y., L.J. Kuo, and J.C. Ngu, Urological and sexual function after robotic and

laparoscopic surgery for rectal cancer: A systematic review, meta-analysis and meta-



21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

regression. Int J Med Robot, 2021. 17(1): p. 1-8.

Fleming, C.A., et al., Urogenital function following robotic and laparoscopic rectal
cancer surgery- meta-analysis. Br J Surg, 2021. 108(2): p. 128-137.

Flynn, J., et al., Patient-Related Functional Outcomes After Robotic-Assisted Rectal
Surgery Compared With a Laparoscopic Approach: A Systematic Review and Meta-
analysis. Dis Colon Rectum, 2022. 65(10): p. 1191-1204.

Tang, B., et al., Male urogenital function after robot-assisted and laparoscopic total
mesorectal excision for rectal cancer: a prospective cohort study. BMC Surg, 2022.
22(1): p. 185.

Wang, X., et al., Robot-assisted versus laparoscopic surgery for rectal cancer: A
systematic review and meta-analysis. J Cancer Res Ther, 2020. 16(5): p. 979-989.
Jayne, D., et al., Effect of Robotic-Assisted vs Conventional Laparoscopic Surgery on
Risk of Conversion to Open Laparotomy Among Patients Undergoing Resection for
Rectal Cancer: The ROLARR Randomized Clinical Trial. Jama, 2017. 318(16): p.
1569-1580.

Collinson, F.J., et al., An international, multicentre, prospective, randomised,
controlled, unblinded, parallel-group trial of robotic-assisted versus standard
laparoscopic surgery for the curative treatment of rectal cancer. Int J Colorectal Dis,
2012. 27(2): p. 233-41.

Park, E.J., et al., Long-term oncologic outcomes of robotic low anterior resection for
rectal cancer: a comparative study with laparoscopic surgery. Ann Surg, 2015. 261(1):
p. 129-37.

Matsuyama, T., et al., Outcomes of robot-assisted versus conventional laparoscopic
low anterior resection in patients with rectal cancer: propensity-matched analysis of
the National Clinical Database in Japan. BJS Open, 2021. 5(5).

Feng, Q., et al., Robotic versus laparoscopic surgery for middle and low rectal cancer
(REAL): short-term outcomes of a multicentre randomised controlled trial. Lancet
Gastroenterol Hepatol, 2022. 7(11): p. 991-1004.

Schootman, M., et al., Differences in Effectiveness and Use of Robotic Surgery in
Patients Undergoing Minimally Invasive Colectomy. J Gastrointest Surg, 2017. 21(8):
p. 1296-1303.

Huang, Y.J., et al., Effects of laparoscopic vs robotic-assisted mesorectal excision for
rectal cancer: An update systematic review and meta-analysis of randomized
controlled trials. Asian J Surg, 2019. 42(6): p. 657-666.

Ma, S., et al., Short-term outcomes of robotic-assisted right colectomy compared with

laparoscopic surgery: A systematic review and meta-analysis. Asian J Surg, 2019.



42(5): p. 589-598.
33. Dohrn, N., M.F. Klein, and 1. Gégenur, Robotic versus laparoscopic right colectomy
for colon cancer- a nationwide cohort study. Int J Colorectal Dis, 2021. 36(10): p. 2147-

2158.

34. Clarke, E.M., et al., Robotic versus laparoscopic right hemicolectomy: a retrospective
cohort study of the Binational Colorectal Cancer Database. J Robot Surg, 2022. 16(4):
p. 927-933.

35. Cuk, P, et al., Short-term outcomes in robot-assisted compared to laparoscopic colon

cancer resections- a systematic review and meta-analysis. Surg Endosc, 2022. 36(1):
p. 32-46.

36. Tschann, P., et al., Short- and Long-Term Outcome of Laparoscopic- versus Robotic-
Assisted Right Colectomy: A Systematic Review and Meta-Analysis. J Clin Med, 2022.
11(9).

317. Spinoglio, G., et al., Robotic Versus Laparoscopic Right Colectomy with Complete
Mesocolic Excision for the Treatment of Colon Cancer’ Perioperative Outcomes and
b5-Year Survival in a Consecutive Series of 202 Patients. Ann Surg Oncol, 2018.
25(12): p. 3580-3586.

38. Park, J.S., et al., Long-term oncologic after robotic versus laparoscopic right
colectomy: a prospective randomized study. Surg Endosc, 2019. 33(9): p. 2975-2981.

39. Mirkin, K.A., et al., Robotic versus laparoscopic colectomy for stage I-I1I colon cancer:

oncologic and long-term survival outcomes. Surg Endosc, 2018. 32(6): p. 2894-2901.

CQ 4:FHEMKBREICAT VNaRIIHERINDID ?

O FEMFRIEORE IS ERERNEHITB TS, IEREEMZ B ELIZAT O MaRIE, BEOH A
- DEERYEHH D70, TRIROBIRIBLL TITH 2 &2 55 <HERE T2,

@ FOEOMIC LR ABE BT HATUNEIRI, TR LT,

AT MEEZATORNS, FWHREH Y B2 5 otk IR O Y L+ (TSI DUV TG
TLOMENDD,

@ RIGHISERIOIERZ iR & LI fiTRT 0O PAZEMAEFRALE (bridge to surgery: BTS) L TOAT
MBI, 128 a2 5<HELE T 5,

AT MEBEZATIRNG, FIEATOIMHE &3 SE IS DWW TR T2 M E DR H D,

<Q EYEREOBEIRLBRDLRWERHIZETS, EEREMZ BRLLIZAT U MNEE >




JEE B LD PAZEIE IR 2 (D UIBR AN BEEA T AR 26 K 0, BIBR AT HE T2 D3 MM T N REZRIE 5]
(2R DE B HTEHREEL COAT U NERIE, AN TALFERE2 G AR FIFIc N, BEOHK
B - DE RO D IRNE IR ZRTEIE THY, BN bEs NSRS (ESGE) DA AR T A THE
RSN TSV, W BEIAT U MNAREAB RN & L LI DO AZ TFH I ATIE, A7 MA
PEBEC N LT R0 14 IO B OHER AR, SECRBMED o7z 25, 12721, ME MR
AT HRE TIXENBEIRIMETL, AFFEBEMTLIENHRESITRY 67, {HEIT
WA H W 2 BN D,
<@ FMFIEDBEIGERDBEIBITDIAT L MaE>

FEMFLER IR EE TEL CODEBF IR 22T MEENE, 1B RIS ED RGO/ N
FARREEAEIC LA ZRFL - 2D ATREMEN B B T20D, ATV MR B OGS IR E BRI & TH D,
AT U N H B LI 6, BHLOVAT B EEDLEDHRE 87385 bevacizumab O FHIZ-DV T
I, THEOWFEI DB AERIEICBNT, ATV MNEEZLTZEREFE L QW BE TEILOYA
INIE DL ST, DWENH ST 8, LinUeiih, UM ZBEOIEEICB W TEEIN
69— OIRFGEIIE T N TALFER & L LI FE Tl 7eun 28, YIRS REMETT R K
e OO A A7 IR P A3 30 0 H B CTHABURICEB W TR B LIS & O R EMECHTEN
RATHDZEL, D ECT G E DR ESLIMPIEDIRIEN T# 52 DR EL D
&, BIFE ST, bevacizumab 2 925 T EDMBE ZxHT DATY MIE TR H & LB X
% (regorafenib, ramucirumab, aflibercept (2D THLIAUTHET D), AT MEEEITIRI
(2, FEMPRIEA Y R 25 Lok FIE R O Y R E 3 I THEISI DWW TR ET T 20D 0 5, iz,
WU FT XML O R B2 B CTh, AT U MEEIZLDZRAOWMENRHY, EEN
WEIThD 9,
<® BTS LLTDRATUMEE >

RIBHARHEIRZRHEE L7- BTS L THOAT L MNEETIE, BAa%2 DS OWIEICLY
RO FINZELEEL, BEEI72 MR A - WE AR TR FIN 21T 28T, IS IHEZL T 2805 T
&5, BTS &L TOAT U MNERER AR A R LTI DAL T F I AT, A7 MNEFH
TA LALMIERREAMEL, — I G303 E<, iz & OHERDIRNZEDVREIL TG 1018,
F2, FRILFIAL D RAEIZ LA EER, Yeid AR E, £ DB ES T —REREBE2 ATRE, DI
KIGOBIZZN FTREZRE DR R A 8D,

A D PAZENE R IR 2 BTS A7 MEFR LB AT A i LTz, 5D 2 DDT 4 4
(LGB O R HISGEN ARSI, 3 FREFE, BRBNGEHE A BET 2 oTc bt
721920 —5C, BT MUEGERER LY, A7 MAEOBRO 22 L3R T 5 O IR
WAL, THRe B ST DR RS TV D, 2020 FhRD ESGE ARZ A 1)
T, ZEMROBHZEM: RIS %95 BTS L TOAT U MERIL, 1BIRF — 204k, Z2FLoY
27, BT %%EE G ok 2 IR DWW TH Y R LB O TRl DWW T2 ICF#R T 5
ZEEHERL TS, ks, EGHEICKT TS BTS LLCOAT U MR TIE, OBLIZITIRIAN T



oM U BE KIET (RIS, ILPHEAF SR AIREICR D5 8 030 5) 1o, Fliz1TIAMHEL
FRTHISIZ OV TR L E D5,

WFRITLTh, 272 NERITZE LR L OEKBRIEDY A% EIT LITREL, FHITH
LT EEAIY, BFIEICRET 507k 3 (BRRATF2L) NENDBREETITHNEThHD, A
D HERIEFRTFSBERF ST, FF0 - BRRAIRR DRI 90% ML LT — 77, IBRIED
PESRITAE B RIAT M E TR AL 2~5%, FE 10.3%, i 1~10%, BTS HEYDAT K
BETIEE 1.9%, il 1.2% HiESn 5 21>O

R PRAANT FESEIEIR A58 IR, MERPARAE S 30 nl AE LI D s R 5 T B 25
URNEENE, N EEIBRIE DR A EEAL T DT T, ATV NAMO FTREMED m<iR b7,
WEAT+ XTI/ Y,

— 1ToZ,% TR\ e% HeA 7L
PRSHELES 2 | §5<HERES D | BIKHERE D | BRKHELET D
CQ4-D) | 4% (1,723) | 96% (22,723) 0% 0% 0%
CQ4-(2) 0% 4% (1,23) | 87%(20,23) | 4%(1,723) | 4%(1,723)
CQ4-3) | 4% (1,723) | 87% (20,723) 0% 0% 9% (2,723)
X B

1) van Hooft JE, Veld JV, Arnold D, et al.: Self-expandable met al. stents for
obstructing colonic and extracolonic cancer: European Society of Gastrointestinal
Endoscopy (ESGE) Guideline-Update 2020. Endoscopy 2020; 52: 389-407

2)Zhao XD, Cai BB, Cao RS, et al.: Palliative treatment for incurable malignant
colorectal obstructions: a meta-analysis. World J Gastroenterol 2013; 19: 5565-5574
3) Liang TW, Sun Y, Wei TC, et al.: Palliative treatment of malignant colorectal
obstruction caused by advanced malignancy: a self-expanding met al.lic stent or
surgery? A system review and meta-analysis. Surg Today 2014; 44: 22-33

4) Ribeiro IB, Bernardo WM, Martins BDC, et al.: Colonic stent versus emergency
surgery as treatment of malignant colonic obstruction in the palliative setting: a
systematic review and meta-analysis. Endosc Int Open 2018; 6: e558-e567

5) Takahashi H, Okabayashi K, Tsuruta M, et al.: Self-expanding met al.lic stents
versus surgical intervention as palliative therapy for obstructive colorectal cancer: a
meta-analysis. World J Surg 2015; 39: 2037-2044

6) Park YE, Park Y, Park SJ, et al.: Outcomes of stent insertion and mortality in
obstructive stage IV colorectal cancer patients through 10 year duration. Surg Endosc
2019; 33: 1225-1234



7)Park JJ, Rhee K, Yoon JY, et al.: Impact of peritoneal carcinomatosis on clinical
outcomes of patients receiving self-expandable metal stents for malignant colorectal
obstruction. Endoscopy 2018; 50: 1163-1174

8)Imbulgoda A, MacLean A, Heine J, et al.: Colonic perforation with intraluminal
stents and bevacizumab in advanced colorectal cancer: retrospective case series and
literature review. Can J Surg 2015; 58: 167-171

9) BATT A EIE AR HLE AT MR LOEEOUETIZOVNT. R ZHE
1107 55 1 5, HAHIE 1107 55 1 5, Pl 24 11 A 7 H
http://www.pmda.go.jp/files/000148167.pdf

10) Yang P, Lin XF, Lin K, et al.: The role of stents as bridge to surgery for acute left-
sided obstructive colorectal cancer: meta-analysis of randomized controlled trials. Rev
Invest Clin 2018; 70: 269-278

11)Foo CC, Poon SHT, Chiu RHY, et al.: Is bridge to surgery stenting a safe
alternative to emergency surgery in malignant colonic obstruction: a meta-analysis of
randomized control trials. Surg Endosc 2019; 33: 293-302

12) Wang X, He J, Chen X, et al.: Stenting as a bridge to resection versus emergency
surgery for left-sided colorectal cancer with malignant obstruction: A systematic review
and meta-analysis. Int J Surg 2017; 48: 64-68

13) Arezzo A, Passera R, Lo Secco G, et al.: Stent as bridge to surgery for left-sided
malignant colonic obstruction reduces adverse events and stoma rate compared with
emergency surgery: results of a systematic review and meta-analysis of randomized
controlled trials. Gastrointest Endosc 2017; 86: 416-426

14) Amelung FJ, Burghgraef TA, Tanis PJ, et al.: Critical appraisal of oncological
safety of stent as bridge to surgery in left-sided obstructing colon cancer; a systematic
review and meta-analysis. Crit Rev Oncol Hematol 2018; 131: 66-75

15) Zhang J, Zhu H, Yang W, et al.: Endoscopic stent versus diverting stoma as a
bridge to surgery for obstructive colorectal cancer: a systematic review and meta-
analysis. Langenbecks Arch Surg 2022; 407: 3275-3285

16) Cirocchi R, Arezzo A, Sapienza P, et al.: Current Status of the Self-Expandable Met
al. Stent as a Bridge to Surgery Versus Emergency Surgery in Colorectal Cancer:
Results from an Updated Systematic Review and Meta-Analysis of the Literature.
Medicina (Kaunas) 2021; 57: 268

17)Hu Y, Fan J, Xv Y, et al.: Comparison of safety between self-expanding met al.
stents as a bridge to surgery and emergency surgery based on pathology: a meta-

analysis. BMC Surg 2020; 20: 255



18)Cao Y, Gu J, Deng S, et al.: Long-term tumour outcomes of self-expanding met al.
stents as‘bridge to surgery’for the treatment of colorectal cancer with malignant
obstruction: a systematic review and meta-analysis. Int J Colorectal Dis 2019; 34:
1827-1838

19) CReST Collaborative Group: Colorectal Endoscopic Stenting Trial (CReST) for
obstructing left-sided colorectal cancer: randomized clinical trial. Br J Surg 2022; 109:
1073-1080

20) Arezzo A, Forcignan 6 E, Bonino MA, et al.: Long-term Oncologic Results After
Stenting as a Bridge to Surgery Versus Emergency Surgery for Malignant Left-sided
Colonic Obstruction: A Multicenter Randomized Controlled Trial (ESCO Trial) . Ann
Surg 2020; 272: 703-708

21) RKIGAT N RFH R KIBAT MR E DT DI=TARTA . RBAT - h
LR EDRAL Ver.2. httpsi//colon-stent.com/?318_page.html (2024/5/14 accessed)

CQ5 UIkFTeEZEIREBZEH I S Stage IV KIGEICH T SEFRRVIRIIHERIND
n?

[ DAt FE I R R R BT L AR DY, JBR B LA IR ThiuE, SR
ZHIBRL TR FEMRIELITIT L RHER 35, (FELREE 1.7 L ALX)L C)
QRFEBIZLDERDBBRNGEEIT, REELUIBRY T 2FEKWRIELITOZ L2 THHLETD,
(HEBBRE2 - T T AL ~ULB)

.

DI AR Re/RiE R 2 35 KIGHEE ORI BEIR OIS TR O 2V RIBE TH 5, FAZERH
M7, PRAFAREE CIIHE R 2R A AR 2 B B9 T T AR BRI OWCIT R
BTN, I KRIRIREZ2G2NEIER TR, FUIERADIBRL TR RS FMPFIELITIZ
WIRHERES LD,

—J7, BERERRW U IR DS ZRIE AN 3 DI ITS ES EREBZ 03D, TRISHDIE
WoHBUTSEA U TR RUIBREZITO 2O A AVENRELE 2D, RO A M T % D7D TR
FEEOYIFRDIERFENZ2E D QOLDO U ZETUIE F 5T 20E THIT 52 L3RS Tldewn
O AR REIL i E DEA TR IRAE THY, T A IHESC T LE OVAZ R ENZEND, JF
BA G 2l EPREA TR T # 2B BT 20 ER DL Y,

ZDIHIEGNIRL, RS IREIERE AT U730 D3 L% e AT UTIE B 0 AR f A R A3 4
EL, ERIZX 2R 207G 23 EECE 7L D% T RBFZED AZ T ) AD A 3K
5™,

— 7, EEARPG, CIBRAREZREAE 201 FEREK D KM (TR B A BR<O IS8T D)%
RUIBRIC BT D IR (L LLEAER (JCOG1007) DfE SR AVFER S, TEFHEH H ThoHe/EAF
HAM] (OS) 1 X R I BGI R A1 T o T 1 (mFOLFOX6F 721X Cape OX +bevacizumab) 24727~



BEREEIRPE MO BEREL ORI ZEN 720 (A I P g2, 92> Hvs, 26, 40°H) 2
EDESIIZY, BIKGHIE B ThOH E RS, WL OER B2 820045 RR0Y)
BRAM T AT E B O BEFE (2 MR TR o T2, LnL7Ras, Akl T, 2EMEORA
RAT—T BB AR L /2L, BIRE R CIXIERE CHDO DO TCHRPIFILE DO Rl Lo T
VR B KD IER A B IR 32 AT BEME DS B DB 31T DI B PR FE 3812 2T
1%, 7N — TR ORE R DH RSN TR, F72, RFOQOLIZRIL ThigiESiL T
720, IR IR EAT O IIIEEAT > T8 6 DR D IDIF R H BT LD RO BL T
BHDHNY, ARFRERO Y FEEFAMBEZ N T, R BICIDIERA B CRlE 2L 78 OF)
AlX13% Th o7z, BERICI W TR R A UIBRE 30 AR BNE R SEOFH O S EE 1T o7
Biaz, BRI E OJFFE A DHED 24 BFE R A RIT16%L ik SIL TRV, RIEROMH
EThoT-,

AN DB RO A A L HEGRBR O FE R3S /-2, CAIRO4RERIZA T2 4+ T o~
— 2\ TONIZRABR CTHY, FEFHEE B THHOSIE, JFRBEGIFREE O H J-fi7320. 12 H, 3
YIPRIEREL8.3 A L RERIC 213727 572 (P = 0.32) 9. ARBRTIZy 1SR L CBEVAS A
WHILTEY, BEVA W EEMREICIRFE BEIRZBINL T AR M LICHFELRNIEN
RSN, FEMPEREIC T DR BBEFMT RIT13% THY, JCOGL007+6+7L—F L T\
7=. SYNCHRONOUS/CCRe-IViRBRIZR A « 23> « A — AR 7T O REBR T, HA T
DFERPHE SN TND. RS = EAHGE B 1Z0STHY, 70 i 3R FE B O BREE
16.72>H , SEFRIERE18.60> A ML 2213700 572 (P = 0.19) .CAIRO4FRBREDE W T, =
HLORBRCTIIr FAERY 3 E L TBEVH LUIPIEGFRIUAIEN VSN TWBEZ L THD. S
AR DRI BB T RIT 11 % Th -T2, 72720, WO RBRGIEFIER T E@0Ic
ITHEET, BT VA EZEEL TUHHIDO T EIDS D 72WEFIE COMHTIZE > TNDHI LTI
HEEETD.

Ll EXY, SO TR AL ERGABRORE R OIT, YIBRARRE R RIRES A A T 5 TE RO R
BT DUROBERIIZLVEBZOIND, 72721, i3 BT L DIERA MG LI TR
FEBNZHER % 70 REN & ETRY, JFEBEOIER, BB OINEE, 2FIREDIE), M T,
FIROVRY , GIBRIZLDIERAEFI DN R T 72 & DEGIR 7RI 2R SN R~ 2 LA
Do

e 192t % Tzt HEXE BT
FRHERE D FIKHERE T2 | BI<KHER TS | m<KHER TS 7L

CQ5-(») | 96%(22723) 4% (1,723) 0% 0% 0%

CQ5-(2 22% (5,23) 78% (18,723) 0% 0% 0%

SCHR



1) Cummins ER, Vick KD, Poole GV: Incurable colorectal carcinoma: the role of
surgical palliation. Am Surg 2004; 70: 433—437
2) Seo GJ, Park JW, Yoo SB, et al: Intestinal complications after palliative
treatment for asymptomatic patients with unresectable stage IV colorectal
cancer. J Surg Oncol 2010; 102: 94—-99
3) McCahill LE, Yothers G, SharifS, et al: Primary mFOLFOX6 plus
bevacizumab without resection of the primary tumor for patients presenting with
surgically unresectable metastatic colon cancer and an intact asymptomatic colon
cancer: definitive analysis of NSABP trial C-10. J Clin Oncol 2012; 30: 3223—
3228
4) Aslam MI, Kelkar A, Sharpe D, et al: Ten years experience of managing the
primary tumours in patients with stage IV colorectal cancers. IntdJ Surg 2010; 8:
305-313

5) Stillwell AP, Buettner PG, Ho YH: Meta-analysis of survival of patients with
stage IV colorectal cancer managed with surgical resection versus chemotherapy
alone. World J Surg 2010; 34: 797-807

6) Sterpetti AV, Costi U, D'Ermo G. National statistics about resection of the
primary tumor in asymptomatic patients with Stage IV colorectal cancer and
unresectable metastases. Need for improvement in data collection. A systematic
review with meta-analysis. Surg Oncol 2020; 33: 11-18

7) Kanemitsu Y, Shitara K, MizusawaJ, etal. :Primary Tumor Resection Plus
Chemotherapy Versus Chemotherapy Alone for Colorectal Cancer Patients With
Asymptomatic, Synchronous Unresectable Metastases (JCOG1007; iPACS): A
Randomized Clinical Trial. ~J Clin Oncol. 2021;39(10):1098-1107.

8) Tanabe T, ShidaD, BokuN, etal. :Primary Tumor-Related Complications
Among Patients With Unresectable Stage IV Colorectal Cancer in the Era of
Targeted Therapy: A Competing Risk Regression Analysis. Dis Colon Rectum.
2021;64(9):1074-1082.

9) van der Kruijssen DEW, Elias SG, van de Ven PM et al.: Upfront resection versus no
resection of the primary tumor in patients with synchronous metastatic colorectal
cancer: the randomized phase III CAIRO4 study conducted by the Dutch Colorectal
Cancer Group and the Danish Colorectal Cancer Group. Ann Oncol.
2024;35(9):769-779.

10) Rahbari NN, Biondo S, Frago R et al.: Primary Tumor Resection Before Systemic
Therapy in Patients With Colon Cancer and Unresectable Metastases: Combined
Results of the SYNCHRONOUS and CCRe-1V Trials. J Clin Oncol.






CQ 6:Stage MABGREICHTRMBEMLFRASHEREINDIH?

@ Stage M KIGEIZKTL T oxaliplatin JFHEIEEITO Z & AR HELET 5,

@ Stage MARMHFEIIKITLTT AL VIV BMPRIEAITI Z L2 99 <HERE 2,

BRURY & =

»

oxaliplatinffFREGE
HELIAY
7ZyibEY =YY BMEE

1 R AZITIU T BRI

<Stage IIfEBEEICXIT 5 oxaliplatin fFRRENZE T A >

Dukes’ B BL U Dukes’'C Zx[ %L LT-RKTD 3 2DT & MMEEEEREBR OFSEATIZE
WC, 5-FU LV IR B & bl U CiE s A E IR S L OV A I Ot R 2 7R LT V.
Z D%, Stage MIFEIGHEZ X G L LIt L FREIEIC I\ T, 6 7 H @ oxaliplatin (OX)
OF AL (CAPOX #iEFB LW FOLFOX #15) 1%, 6 4 H ® 5-FU+1-LV [ZH TR - ET
DFIRYAZ %K) 20% b SEHIEN GBS L2 26 ) RFLT/HNAYAZ Stage MNIZxFLTHTdo
7= ACTS-CC 02 Bk 7 Ci%, UFT, LV (2%]95 SOX BIENE M2 RE720 720, T
TEREBIENREINZE TH TR THY, 18/ NI AT 27220, CAPOX i3 LU FOLFOX %
B, Ok TORERAIMTL, ATV TH AR ZRIREEIREE L TSNS,
<Stage WFEBEITHTH7ALEVIV UV BMPFREDOTE T 2>

Stage WIfEMEA XIS ELT-MZ MBI L FRIEIZ BV T bRV BRIEb HERE S
%: (1) 5-FUH1-LV I%5% (2) Cape (X-ACT 35 9) #5108 (3) UFT+LV (NSABP C-06 3t
B 9, JCOG0205 ki 10) MIELYE, URTHLV (x4 5 (4) S-1 DIELYE (ACTS-CC 3RBR
W) R RENT=—J7, Cape (23535 S-1 OIELPEITFEF STV (JCOG0910 7R 127)
723 MSI-H KGN AT F % BAFCTHY, 5 DDT X IMEHBERBROH AT BT,
Stage MIZxtd 27 ALE U VU HANEIEIZ LD MBI LBIED, TS § 5%
T A NIREN TR 13
<IBRHFICEE 25>

OX Pf F##LIE 5-FU +1-LV IZ e~ THEIC Grade 3~4 OIRRBEIHER EREGOFRENS
WZEBRESIVTNS 26, BRI R EIL, 1R 720 Sl BNC R T 5280
MREE72575, BURF TR HELES MDA 072 T RI TR REITRV Y, ZOJOR A EFRLLHRFEN
DNFD T Al &~ IRIEMIFIZ B3 2Etb T, Stage MAEGREAXIRELT
OX it #R1L (FOLFOX, CAPOX) IZ RO MBI P IEDORETC, ERNOT & 2K
AR (JFMC47-1202: ACHIEVE ik 14) 25T 6 DT MEIEABR (TOSCA 3R,




SCOT # %, IDEA France i, C80702 i, HORG 7k, ACHIEVE &) Ot A b
W1 (IDEA 3 1519) 3 1 A $e5-8F GREREE) © 6 1 7 8 5-8F GHRRE) [Tkt 32365
PEIE, R H OER A RICB O Th, BIFHMEEE ThLIREFRIZB W THHHFIIIC
IERE SN2 o7 (3 FE IR A TR (N=12,834) 19 : 74.6% vs. 75.5%, /~—K 1k 1.07,
95%[EHEIX[E] 1.00-1.15, 5 FAEFR (N=12,835)16:82.4% vs. 82.8%, N —F It 1.02,
95%EFIXH 0.95-1.11), — 4, AEFSIAETIGIL 3 U H BEHETEL, KT Grade 2 UL
ORI RS AR e O B LS KIRIIRWZ e AV REN T2 (6 7 A B FOLFOX
CAPOX:48% ,45%, 3 71 A # FOLFOX,/CAPOX:17%,14%) , £7=, 1GHERh FLiBHL
A (FOLFOX #£& CAPOX #) LD MNAZ HAFEHAAGED B, FOLFOX #£ TlL 6 7 H #5-#f
D 3 7 AR HEIEAVRENS — 5T, CAPOX BETIE 3 7 ARED 6 A H B4 53k
SYEDRENT-, FT2, FRNTEFHH SN 7 7 e— T ClI s, 31K 2 275% 5] (T1-3
73> N1) Tix CAPOX 3 4 H # 5 REOIEL M MRS LTz, AR CHEMiZi7z ACHIEVE i
BRCH Rk O BRI RS 1417 20, TEREFIFUCREIE CTlIdb o727, EENHH
HENToNAVAZ Stage & Stage IS Z x5 &L OX %L (FOLFOX,

CAPOX) [Z LA AL AL DR FT T, TR R LIEH L VA (FOLFOX #£& CAPOX
BE) ORI EAERD RO DI 18,

<A HPHIWTIZ L DTBRL DA PRTE >

Stage LM IZxLC OX B AMIEIC K DM MIB L ARIEAATO ZE R HELES LD A3, FF
(CHFARY A7 B3\ Tk CAPOX 3 47 H #5507 BB U2 Bk (6 7 H) bR
BRI L0185, BET NEHBIAIZRE LA, WEFHAT— T BN JF203%07
Hid, Stage MAERGRE 3,051 51D EGIKFUER B EREFT 1B T A AL~V TORMEFENTIZT,
IDEA #RBA T SN 72V AZ 5338 (KU A2 : T1-8N1, YA T3 or N2) & VT, F/2&512
A7 FER T1-3N2 & T4N1-2 (|23 4HL, OX (FAHRIL (6 7 A) OEFRAMRFIS- 19, KU A
IHE, WIAZHEOWT U T, OX fFH# L (FOLFOX, FLOX) IZ X404 i b 745
B, 7oA VIV BRI R U CH RIS BRI A7 R A R LT (IR A BE N —R
Lt 0.79, 95% (84X [H 0.66-0.95, mVUAZEE: ~Y—Rk 0.84, 95% (5 #E X 0.71-0.99),
CAPOX HRIECIZL, IRVAZRED - CHREEHFHIA B RS, —77, MYAZBEOH T
T4AN1-2 |2\ T, OX SRR BIEOF A BRSO —R I 0.95,
95% (B HEX [H] 0.71-1.27),

TAMIDWTIE, MOSAIC 7k (Stage WIS Z 512 OX fFARIEE 7o (LB UV U]
M IEZ ) 2 DBE L~V T — 2o h IR CHEIMSNT-E AR BT oG 2055
D, OX F FHFIEILE X RIENT IR Th D LM ST,

VI XD, EHIEERTIE, BiRU=iEsh T — 450, Trtifi»dH 5 RAS, BRAF, SA~vyF
EIEMRE R B AR E DA A~ —T1— 5B E|Z, BRIAZEMRSNOR (X 1), AESE
£, 15PN, BRI E O F IR ERIBHEOL L2, BEORERECIAREMRELZ D,
AR OB LIIEHL VA LIEF IR 28I T D2 E R EL,



<EBEBBITAZZET A >

Stage IIEMEEIZ351F75 UFT B (1 4ER0) O FH7 BT k92 BEFLSE A 471236 1 DI
(NP —KLH 0.52, 95%(E#EHX[# 0.33-0.81, P=0.0014) (NSAS-CC #k##) 2123, Stage I,/
M EAGEIZF1T5 S-1(1 M) @ UFT Bl (1 4F ) (26T dE (O —REH 0.77, 95%15F
FHIX[E] 0.63-0.96, P=0.0165) 23RS TC5 (ACTS-RC #tB#) 24, — 77, upfront surgery %
OB LFIEEE L CO OX O AHICOWUIRIESITES T, ERE COAShEs
SMTFL CHELE T 28D -3,

HEAN CITE R A U COIIRRNAR A S b Z &3 %<, A THEMER I2H5
( ) o TR AR VL4 DI AR B EIZ DUV Tl EORTC22921 3BAIC 35UV THRFES
I, ALFBUR BRI E 3 JOEN L P AU BRIE R W T UV Th, ZofkEURY R —2
DB TR TR AR MR AEF RIS EE 5 2 0N e RSz 29, iRk
TG R IE% D ypStage 1/ BRI I BRIER] IR A BIL R IEA AT v REZ2 B
(%35, i FOLFOX & 5-FU+1-LV O7 % MU EGRBRIC KO T, OX HHICES A &
(T FER BN R RS QA (=R 0.657, 95%5#HX MM 0.434-0.944) 20, —
77, pCR #1=° ypStage 1 (2% 9 D8NRI HOWTITHASI T2,

o Troen TN L% Hete s
o BRCHEIET S | SKHEIET S | SCHERT S | <R S | AL
CQG'@ 91% (21,723) 9% (2,/23) 0% 0% 0%
CQG'@ 9% (2,/23) 91% (21,723) 0% 0% 0%
x #

1) Efficacy of adjuvant fluorouracil and folinic acid in colon cancer. International
Multicentre Pooled Analysis of Colon Cancer Trials (IMPACT)investigators. Lancet
1995; 345: 939-944

2) André T, Boni C, Mounedji-Boudiaf L, et al.; Multicenter International Study of
Oxaliplatin,5-Fluorouracil ~ Leucovorin in the Adjuvant Treatment of Colon Cancer
(MOSAIC) Investigators: Oxaliplatin, fluorouracil, and leucovorin as adjuvant
treatment for colon cancer. N Engl J Med 2004; 350: 2343-2351

3) Haller DG, Tabernero J, Maroun J, et al.: Capecitabine plus oxaliplatin compared
with fluorouracil and folinic acid as adjuvant therapy for stage Il colon cancer. J Clin
Oncol 2011; 29: 1465-1471

4) Kuebler JP, Wieand HS, O’Connell MJ, et al.: Oxaliplatin combined with weekly
bolus fluorouracil and leucovorin as surgical adjuvant chemotherapy for stage II and
Il colon cancer: results from NSABP C-07. J Clin Oncol 2007; 25: 2198-2204



5)André T, Boni C, Navarro M, et al.: Improved overall survival with oxaliplatin,
fluorouracil, and leucovorin as adjuvant treatment in stage II or Il colon cancer in
the MOSAIC trial. J Clin Oncol 2009; 27: 3109-3116

6) Yothers G, O’Connell MdJ, Allegra Cd, et al.: Oxaliplatin as adjuvant therapy for
colon cancer: updated results of NSABP C-07 trial, including survival and subset
analyses. J Clin Oncol 2011; 29: 3768-3774

7) Sunami E, Kusumoto T, Ota M, et al.: S-1 and Oxaliplatin Versus Tegafur-uracil and
Leucovorin as Postoperative Adjuvant Chemotherapy in Patients With High-risk Stage
II Colon Cancer (ACTS-CC 02): A Randomized, Open-label, Multicenter, Phase III
Superiority Trial. Clin Colorectal Cancer 2020; 19: 22-31

8) Twelves C, Wong A, Nowacki MP, et al.: Capecitabine as adjuvant treatment for
stage Il colon cancer. N Engl J Med 2005; 352: 2696-2704

9) Lembersky BC, Wieand HS, Petrelli NJ, et al.: Oral uracil and tegafur plus
leucovorin compared with intravenous fluorouracil and leucovorin in stage I and III
carcinoma of the colon: results from National Surgical Adjuvant Breast and Bowel
Project Protocol C-06. J Clin Oncol 2006; 24: 2059-2064

10) Shimada Y, Hamaguchi T, Mizusawa J, et al.: Randomised phase III trial of
adjuvant chemotherapy with oral uracil and tegafur plus leucovorin versus intravenous
fluorouracil and levofolinate in patients with stage Il colorectal cancer who have
undergone Japanese D2,/D3 lymph node dissection: final results of JCOG0205. Eur J
Cancer 2014; 50: 2231-2240

11) Yoshida M, Ishiguro M, Ikejiri K, et al.: S-1 as adjuvant chemotherapy for stage IIl
colon cancer: a randomized phase Il study (ACTS-CC trial). Ann Oncol 2014; 25:
1743-1749

12) Hamaguchi T, Shimada Y, Mizusawa J, et al.: Capecitabine versus S-1 as adjuvant
chemotherapy for patients with stage Il colorectal cancer (JCOG0910): an open-label,
non-inferiority, randomised, phase 3, multicentre trial. Lancet Gastroenterol Hepatol
2018; 3: 47-56

13) Sargent DJ, Marsoni S, Monges G, et al.: Defective mismatch repair as a predictive
marker for lack of efficacy of fluorouracil-based adjuvant therapy in colon cancer. J
Clin Oncol 2010; 28: 3219-3226

14) Yoshino T, Yamanaka T, Oki E, et al.: Efficacy and Long-term Peripheral Sensory
Neuropathy of 3 vs 6 Months of Oxaliplatin-Based Adjuvant Chemotherapy for Colon
Cancer The ACHIEVE Phase 3 Randomized Clinical Trial. JAMA Oncol 2019; 5: 1574-
1581



15) Grothey A, Sobrero AF, Shields AF, et al.: Duration of adjuvant chemotherapy for
stage I colon cancer. N Engl J Med 2018; 378: 1177-1188

16) André T, Meyerhardt J, Iveson T, et al.: Effect of duration of adjuvant
chemotherapy for patients with stage Il colon cancer (IDEA collaboration): final
results from a prospective, pooled analysis of six randomized, phase 3 trials. Lancet
Oncol 2020; 21: 1620-1629

17) Kotaka M, Yamanaka T, Yoshino T, et al.: Safety data from the phase III Japanese
ACHIEVE trial: part of an international, prospective, planned pooled analysis of six
phase III trials comparing 3 versus 6 months of oxaliplatin- based adjuvant
chemotherapy for stage Il colon cancer. ESMO Open 2018; 3: e000354

18) Kim ST, Kim SY, Lee J, et al.: Oxaliplatin (3 months v 6 months) With 6 Months of
Fluoropyrimidine as Adjuvant Therapy in Patients With Stage II /I Colon Cancer:
KCSG C0O09-07. J Clin Oncol 2022; 40: 3868-3877

19) Margalit O, Boursi B, Rakez M, et al.: Benet of Oxaliplatin in Stage III Colon
Cancer According to IDEA Risk Groups: Findings from the ACCENT Database of 4934
Patients. Clinical Colorectal Cancer 2021; 20: 130-136

20) Shiroiwa T, Takeuchi T, Fukuda T, et al.: Cost-effectiveness of adjuvant FOLFOX
therapy for stage Il colon cancer in Japan based on the MOSAIC trial. Value Health
2012; 15: 255-260

21) Sakamoto J, Hamada C, Yoshida S, et al.: An individual patient data meta-analysis
of adjuvant therapy with uraciltegafur (UFT)in patients with curatively resected rectal
cancer. Br J Cancer 2007; 96: 1170-1177

22) Kato T, Ohashi Y, Nakazato H, et al.: Efficacy of oral UFT as adjuvant
chemotherapy to curative resection of colorectal cancer: multicenter prospective
randomized trial. Langenbecks Arch Surg 2002; 386: 575-581

23) Akasu T, Moriya Y, Ohashi Y, et al.; National Surgical Adjuvant Study of Colorectal
Cancer: Adjuvant chemotherapy with uracil-tegafur for pathological stage Il rectal
cancer after mesorectal excision with selective lateral pelvic lymphadenectomy: a
multicenter randomized controlled trial. Jpn J Clin Oncol 2006; 36: 237-244

24) Oki E, Murata A, Yoshida K, et al.: A randomized phase I trial comparing S-1
versus UFT as adjuvant chemotherapy for stage II /Il rectal cancer (JFMC35-C1:
ACTS-RC). Ann Oncol 2016; 27: 1266-1272

25) Bosset JF, Calais G, Mineur L, et al; EORTC Radiation Oncology Group:
Fluorouracil-based adjuvant chemotherapy after preoperative chemoradiotherapy in
rectal cancer: long-term results of the EORTC 22921 randomised study. Lancet Oncol
2014; 15:184-190



26) Hong YS, Nam BH, Kim KP, et al.: Oxaliplatin, fluorouracil, and leucovorin versus
fluorouracil and leucovorin as adjuvant chemotherapy for locally advanced rectal
cancer after preoperative chemoradiotherapy (ADORE) : an open-label, multicentre,
phase 2, randomised controlled trial. Lancet Oncol 2014; 15: 1245-1253

CQ 7:Stage IABGREICHTERMBEMEFRASHEREINDIDH?

@ TN IR 5, GIEIE 2. 8T U ALV A, GFEF:90%)
@ BEREEHIAZOGEIIIMPNCFRIEZATIZ LA <HERE D, (HERREL 227 AL
/v B, B EFH:100%)

3,238 4 DG - ELIGHE (Stage 11 :91%, F&IGHE:71%) Zxt5L L7~ 5-FU+
LV+levamisole & T 4 b L7 QUASAR 5Bk T, {LEARIEREO HR R B L OVELF
RIIFBICBIFT, 5 FAFRT 3~4%D LRENERALNIZA, Stage T D 2,146 4D
HTIEABZETROOLN o7V, ENOTL A MU EGRBRIZ SV CH, Stage TFEIHREIC
%% 14RO UFT #5103, FHTEMICHL 5 AFEATFRITZNEN 94.5%, 94.3% (H—
N 0.93, 95% 15 HHIXH] 0.66-1.31) LA B/ AR HMHIZIRITFEF S 727 o7 (SACURA &
B 2), A% 7 U2 3450 SEER database review? T, {LRETERED ELEHIM A B I 7ot
MRHLHLDODOH B AEFRSI TR, Fi2, 7 BBV PR — R LT
oxaliplatin ~—RJRFEDBNMEZEFFEL 72 MOSAIC 385 6 ) O NSABP C-07 i85 7 T,
ZILEN 40%, 29% D Stage I DEE G FILI=08, Stage U FERGEDY 7 7 L — T fHTIZ
BOTHEIE, AFEBIC EREDRITFEHIIL T2, BLELXY, Stage T KGR T, F58Y
RY & BT AR R B L RIE A THO T oI T HERE S22\, AN DT AR T AL T,
Stage W58 DRRNCHEIREVAZEEZ R EL, MrFSND2 R FHRSNDRIERZ 2500
BALT29 2 OB MBI L FIRIEZA TOMIRE T HIENHER SN TS (52 1), BIFE Stage T
WHE O FFE Y A7 K 113, BARREPIET CERSINTODLD, LD E T R (TH
SLEDO TR, TEF VAT RETILDD, THHFHRAR BT 7 N —F Tk~ THBL
FRIEEATOE VORI I TS 55 2 Hivd, RO BN Th - B3 GRRIA 7 %2FF> Stage 1T
RIGHEZF10 2 P BEMBEIZ AT 375 UFT, LV #EO BRI AVEZ Lelidat 32 i &8l
220152 (JFMC46-1201) 23[E N THiFTSH, T4 52, 2R FL- 228, A5 U IR « Ko, $R1EY
POSHEHEEL 12 ERTEDI S, Db 1 DORMA T mIAZ D Stage 1 A5 EE
LT, UFT LV IZE At L5, FIREIMIDD ATFRNBE WL REINT- 9, BlkE
RCIEHFREEIAVEICBW CERF Lo T VR HALC, BEOMEBAEEL T—FIZE
W AR E T HEDNHELES LD (shared decision making 77 m—F), 7238, FRARpELS:
BYIRF % Tl % DFFFEY A2 2T T D020 Web > —/LsFI I AlEETHHHS, BE LR
DT 5728, REFEIFESDR— 52— AR AT — 2% AW RS 7% 7
W=7 BB HESI TS (http:/momogram.jscer.jp/momograms) 9, FEFE U AZ LI




IRy FIEEERE RIBA A T2 Stage IRERE, SEEIURNE DD (5~8% L) fisd T
FRIZBEATHD, ENIOEERRERGE RS 7 AL VI BB RV AT PN & E5 1]
REMER ST NI ENHELES NS0, 1EFHTD MST/ MMR-THC 4 (FRERITH) 23202
THpH 10,

FmY A2 Stage 11T KIBHEIZ KT DIBHEL DAL LIBIEHIRICOWTIE, #EiRiade T
%o JRAIAIIZIE Stage WAEMGHEICHEC T ini L e G I N 22 LB 2 bivd, 7o kB>
R—2RIEFTHIUL 6 7 A THD, Oxaliplatin ~_X—RIEFEDOFE IOV TIE \ZH5
X912, IDEA collaboration OfE RS Stage MAEGHE T1~3 7> NLIEFNZ BV TIE
CAPOX 3 7 HbHEIES L CnD 1V, —T5, FEdE Y A2 Stage 11 KNGO il £ 5-HiH O
1% L7= IDEA collaboration OFt & AT DFERIX, 6 7 A B G239 5 3 W H B G OIESHM:
IIRENR o723, Stage M[AEAER, CAPOX THhivix 3 7 HE 6 1 HE 5O MR
([Z[RIFRE Tl o7z 127, CAPOX @ 3 7 H G I3 KRR EF AL LD eI b nZ i
5, A EYAY Stage T RIGREEIZIBWD THIRFRIRIE DO — 2 TH 5, MG HEITICE EADAH
DFER 19128 T, oxaliplatin < — 2D FHEIED TRR MO EHE L Grade 2 2L Lo
R IRBE EA A B S, G2MED, 34 DFS X3 WA EL 6 W AKGIZRIE T3 A
ABEGPEREEL THESNORE R Tholz, T4 1238105 3 1 H 513 6 1 H 5Ttk L
RRVEIR AR A B 23 40003, TeHERIRICHT-> TIERMK GO FEELD AT 2%
BRETHIENEEND,

# 1 ASCO, ESMO, NCON HART AL 14168 ChIF HiL TWDY AT K] -
S > EifE S 12 8 A
T4
A3 A bR - EIER HE R0 < B iR e B
ZE L1
NRE V> NERE
R R IR
Wi 51
CEA &ifi
Tumor budding
MSI-H,dMMR &<

AE

T4 G ERIEYS DNA (circulating tumor DNA: ctDNA) (21555 1547 % (molecular
residual disease: MRD) O A3 H ST\, AFCTIToiz GALAXY #BR Tl
ctDNA 7330117 F %K T ChHIENBESN TS 10, $/-, DYNAMIC #EA T,
ctDNA 5 SRICEAS B b FRIED B2 H W DR IIER D BRI IR B/ i U A7 (R -




(DN THIWT T IR YERR I B~ B L P E DO AT R AL >0, 2 FHEFERRAfFR
ICBWCIHELMEERLIZ 1718 L)L, ctDNA [Et:Toh-> Th T4NO SEFIDOFRERITEL,
ctDNA (255 MRD DA 34 B b 2 1E D BEE L Z DR E A nt 4 BB O B & BHT
EEED, BRI TR TIIAGRIN TORNEELIZ, 5B ORI FIEDOERELLLLIZEBR
LT U AOREN IR SN D,

- Iz EH TR % e
T RS | S<HetTs | B<HetTs | mdizss | AL
cQ7-(» 0% 0% 90% (19,721) | 10%(2,721) 0%
CcQ7-2 0% 100% (21,721) 0% 0% 0%
3 B

1) Quasar Collaborative Group; Gray R, Barnwell J, et al.: Adjuvant chemotherapy
versus observation in patients with colorectal cancer: a randomised study. Lancet 2007;
370: 2020-2029

2)Kajiwara Y, Ishiguro M, Teramukai S, et al.: A randomized phase III trial of 1-year
adjuvant chemotherapy with oral tegafur-uracil (UFT) vs. surgery alone in stage 1I
colon cancer: SACURA trial. J Clin Oncol 2016; 34 (15 suppl): 3617

3) Gill S, Loprinzi CL, Sargent DJ, et al.: Pooled analysis of fluorouracil-based adjuvant
therapy for stage II and Il colon cancer: who benefits and by how much? J Clin
Oncol 2004; 22: 1797-1806

4) Figueredo A, Charette ML, Maroun J, et al.: Adjuvant therapy for stage I colon
cancer: a systematic review from the Cancer Care Ontario Program in evidence-based
care’s gastrointestinal cancer disease site group. J Clin Oncol 2004; 22: 3395-3407

5) Schrag D, Rifas-Shiman S, Saltz L, et al.: Adjuvant chemotherapy use for Medicare
beneficiaries with stage I colon cancer. J Clin Oncol 2002; 20: 3999-4005

6)André T, Boni C, Navarro M, et al.: Improved overall survival with oxaliplatin,
fluorouracil, and leucovorin as adjuvant treatment in stage II or Il colon cancer in
the MOSAIC trial. J Clin Oncol 2009; 27: 3109

7) Kuebler JP, Wieand HS, O’Connell MJ, et al.: Oxaliplatin combined with weekly
bolus fluorouracil and leucovorin as surgical adjuvant chemotherapy for stage II and
Il colon cancer: results from NSABP C-07. J Clin Oncol 2007; 25: 2198-2204

8) Sadahiro S, Sakamoto K, Tsuchiya T, et al.: Prospective observational study of the

efficacy of oral uracil and tegafur plus leucovorin for stage II colon cancer with risk




factors for recurrence using propensity score matching (JFEMC46-1201). BMC Cancer
2022; 22: 170

9) Kanemitsu Y, Shida D, Tsukamoto S, et al.; Study Group for Nomogram of the
Japanese Society for Cancer of the Colon and Rectum: Nomograms predicting survival
and recurrence in colonic cancer in the era of complete mesocolic excision. BJS Open
2019; 3: 539-548

10) Sargent DJ, Marsoni S, Monges G, et al.: Defective mismatch repair as a predictive
marker for lack of efficacy of fluorouracil-based adjuvant therapy in colon cancer. J
Clin Oncol 2010; 28: 3219-3226

11) Grothey A, Sobrero AF, Shields AF, et al.: Duration of adjuvant chemotherapy for
stage Il colon cancer. N Engl J Med 2018; 378: 1177-1188

12) Iveson TdJ, Sobrero AF, Yoshino T, et al.: Duration of Adjuvant Doublet
Chemotherapy (3 or 6 months) in Patients With High-Risk Stage II Colorectal Cancer.
J Clin Oncol 2021; 39: 631-641

13) Yamazaki K, Yamanaka T, Shiozawa M, et al.: Oxaliplatin-based adjuvant
chemotherapy duration (3 versus 6 months) for high-risk stage II colon cancer: the
randomized phase I ACHIEVE-2 trial. Ann Oncol 2021; 32: 77-84

14) Baxter NN, Kennedy EB, Bergsland E, et al.: Adjuvant Therapy for Stage II Colon
Cancer: ASCO Guideline Update. J Clin Oncol 2022; 40: 892-910.

15) Argilés G, Tabernero J, Labianca R, et al.: Localised colon cancer: ESMO Clinical
Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol 2020; 31: 1291-
1305

16) National Comprehensive Cancer Network: NCCN clinical practice guidelines in
oncology. https!//www.nccn.org/professionals/physician_gls (Accessed on May 06, 2021)
17)Nakamura Y, Watanabe J, Akazawa N, et al.: ctDNA-based molecular residual
disease and survival in resectable colorectal cancer. Nat Med 2024; 30: 3272-3283
18)Tie J, Cohen JD, Lahouel K, et al.: Circulating Tumor DNA Analysis Guiding Adjuvant
Therapy in Stage Il Colon Cancer. N Engl ] Med 2022; 386: 2261-2272

19)Tie J, Wang Y, Lo SN, et al.: Circulating tumor DNA analysis guiding adjuvant therapy
in stage II colon cancer: 5-year outcomes of the randomized DYNAMIC trial. Nat Med
2025; 31: 1509-1518



CQ8 EEAEICHUT, IVILEUS I VICAFHI IS F UZEEMT D EIFHRIND
Nz

(@ #FFERmEE B AL LB (LR )
1. ZoALRVIV U BANZ XA % MBI L ERIAIL, PS 23 REFTILFERIBICBL CURI &S
EBRA, SHPENR EERIEEIMETNL T, 80 REL EDOBEERE TR THTHZ
LEFIHERT D, (MERE 2.7 VAL~ C, 8 EH:65%)
2. ZALEVIVAZTFHI T TF RN R ML ERIEL, BEE 23777
YR O _EREFRITARETII RN, [TORNWIEETHHELR T2, HEIRE 2.7
L~V C, AR HR:83%)
@ YIBRTREAEAT - R KRR 33 2RI
A BIBRABEIES T - BRI (05— RIBRIZBUW T, 7o bEYI P H+BEVICIRHEF
BOXXVITFTF LRV EETHHELRT S, HRE2- T AL C A8
2R:100%)

-

<D-1 80ikLh OB HEITX 27 ALLVIV T RO MMBILFREE>

ZAVETIT 80 mibA LD w2k R E LT R MBI b R O i SRR BRITAFAE L 72
WS, BCKRTERiSNTZ 5-FU N — 2D RIEICRE 57 & MME LGSR D
pooled analysis %I, 80 kA LD S SR EUTE FAL T2, 80 7L Lo @it
IZBIFDAIEITHONTIE, BN b BENCBT DR CH, &b FRIEIC LA 2417
M (0S) FEE BN RITFRD B -T2, Ll K[E D National Cancer Database (2006~2011
F) 2Tz 80 kAN 8,141 & RELIR T HAINIFETIE, 42.8% MBI LTFIEEZ T
THEY, ML FRIEEZT T BEO T RN BLF Cho72, Fo, KENLOHAE TIL, 80 7%
LU LD @ 2B 57 MU VITUAZLHOSIE R S RAT A FE LR E CTh o720, AHFR
[ZOWTE, 80 kLA LD ElE O ADRFHIZANETITRZIL TR, 70 %L Lo &g
ZRET DT bE VIV 2 Wl i B P E I B3 21 CIE, B IR DR BB
DEVMEFNIZIZD 7208, ZTOMOAFHFRICEL TL 70 RO BE LT RD -7, &
27C, 80 kLA LD EEE KT DI R L FRIEICBIL T, BRIAZEEELIZHOZ T,
Performance Status (PS) <° FZ[AHERE, (LI CURY L7222 AR B DHFRED 72
FHUE, 7oA VIV AT LD FIRIEEATO A HER T 5,

<D-2 80mLA LDOBEEHE T BT MLEVIV +F PV FFF RIS DM LSRR
FHHYF5F o (OX) BEREIEDN S B E 1T BV OBIRSNAEIAIE, §9 20~40% FREE LR
FH A RIEE TIEHLHHLOD, 80 Ll EOFEEF T\ TH, —EMHET OX JF%
IENBIRSNTOBZENKENSIE SN TS, 7o (LB YISV BMRIEIC OX % 13
FI 56 HTEICOWTIT, 80 MLl EOEEE D AEMHRELIRENE, 2 ETIcFE i
WU, 70 R EA RO Sl A S T RE I BUEE T 508, BRI AR (DFS) o2 E 7



[t (0S) DU BT HEZEIC DV TUT B L7 RIIHFHLN TN O SRS Sh -
B2 pooled analysis (2T, 70 Ll EOEEE TIXT7 ALY U HEINRIEIZ 95
OX @ EFHICED DFS BLO OS EROMMLARITRINT, LLABMEH MOV A%
BB U EEAE IS I S HERR S TSI, X512, 75 BREL EERIRELTKENB O
Th, OX PFHEEICED OS IERNFITOWTH BT e) -~ (SEER-Medicine;/ ¥ —F
Fe 0.84, 95% {E4HIX[E 0.69-1.04, NYSCR-Medicine;/ ~—REk 0.82, 95% SHEX M 0.51-
1.33), £2C, 80 kL L& EEICOX MO EA L IRIELIT RN LA HEE T2,

KQ REDEIBRAREET - BR R A DIRWPFIED>

IR AR REMEAT « BRI KRB (S0 D 3MIRIE IR T, AR BLEMEZE T, 70 Ll ¥
1% 80 mELh EOFEEFE KL, OX PFRFEN—RIGH L CRIRSNDEI & T 30~
40% EHESIHTNDE, 7ok VIV OX PRFEIEIZBE 35 26 I AHRRER O 47t B iR AT
TIE, 70~75 k& Ty M4 7 LUTZRS, A IR (PFS) > OS ICBW THENZ LD W
BN ROBNIRD LIV RWEIO T2, — 3Bk Cld @i i COSA G 958
FHRSILTRYY | i#ﬁ%ﬂibf:?f&.?’@%é:k@, EEEICIBWT OX JFH A %
B U7 —# TRV RIS BN LETHS,

il D UIBRANRELEST « B8 KM 16 -2 — I Tl 7o kB VT +BEVISAFIZ B
THEEAERYI A F S CE D, AR TS -3 IAERRER (JCOG1018 #BR) T, 75 mLbl b
DS £ 10~T45%0 DPS-2D EE 25 RIT, 7o ME VIV +BEV L7k VIV +
BEV+OX A, EFEFHMlIEE Thod PFS 128\ T, OX HFRBENS B if 7o [m T o
72 DODOAEATEE (P RAE 10.0 BH vs. 9.4 BH, ~P—FE 0.84, 90.5% 1Z5HE X [
0.67-1.04, one-sided P = 0.086), OS |23\ Th EIREENFIT AL/ (FIAE 19.7
A vs. 21.3 A~ —KE 1.05, 90.5% E#EKH 0.81-1.37)"%, ZZhEIG 1T OX PR
BAFCho7275(29.5% vs. 47.7%, P =0.0059) , A EFFS (Grade 23) 1L OX JF B CHEBELIC
PR BT (52% vs. 69%) , 7 EEUIY L +BEV B 38% 23MEIAREL T OX AL TE
Y, OSIZZENZIn->T- B DO —DEE 2 il RETEMmS/H MAHRER THD FOCUS2
ARERTIEL BEVIEDH PR W TR EO OX PEFREENRES B S fraill£721370
L LD BEEGUS, ZoALE VR D BERRTE (BdR) & OX (R FA#RE (BE) ﬁitb%&éﬁfco
FERHIE H ThD PFS IZ3HWT OX JF HEIERED RAFR R ChoTob DO EZE
<, OSHBLUE EFFEL (Grade 23) b M FEICEITHE) 721, —FF, FEH¥ERED OX {ﬁﬂ%fﬁ“{mx

ANE L ErEAD frail)>D70 %L B (TR 78 %) ARTRIC S-1 (BEHER&E) &
OX PFRIEE (BR) 2 bR L 7= & 2L AR (NORDICY) Ti, BEVOSFFH#H330%&
FREHTho72h3, OX JFRBECOHAE: PRS IERNFEDOLIL, 0S b BRI RIEIN
7220, LLEDISNZBEVO U H DA 20 b BT OX P IC LD A IPEIT — B L TRz,
el GIER AN RBET T - B3 R e — RIB IS W T, 7o b VIV U ABEVICIEEE ] &
DAFHPVTFTF LR e a2 55<HELET 5, 72721, AEMOH L2 TOEREET OX



EANEESNDOTIF RS, KRBT BARITST, BELT OX 0 572L, ik
(ZHIBEr g ~ETHD,

sers 1THZ,% TNl s HELE R
T mcHeET s | mieET s | B<HEET s | s<iEEss | 7l
cQ8-(D)- 17%
W 9% (2/23) 65% (15/23) 9%1(2/23) 0% X
1 (4/23)
cQs-(1- 13%
W 0% 0% 83% (19/23) 4% (1/23)
2 (3/23)
CQs-(2) 0% 0% 100% (22/22) 0% 0%
SCHR

1) Haller DG, O’Connell MJ, Cartwright TH, et al.: Impact of age and medical
comorbidity on adjuvant treatment outcomes for stage III colon cancer: a pooled
analysis of individual patient data from four randomized, controlled trials. Ann Oncol
2015; 26: 715724

2) Sargent DJ, Goldberg RM, Jacobson SD, et al.: A pooled analysis of adjuvant
chemotherapy for resected colon cancer in elderly patients. N Engl J Med 2001 11; 345:
1091-1097

3) Abrams TA, Brightly R, Mao J, et al.: Patterns of adjuvant chemotherapy use in a
population—based cohort of patients with resected stage II or III colon cancer. J Clin
Oncol 2011; 29: 3255—-3262

4) Vermeer NCA, Claassen YHM, Derks MGM, et al.: Treatment and Survival of
Patients with Colon Cancer Aged 80 Years and Older: A EURECCA International
Comparison. Oncologist 2018; 23: 982—990

5) Bergquist JR, Thiels CA, Spindler BA, et al.: Benefit of Postresection Adjuvant
Chemotherapy for Stage III Colon Cancer in Octogenarians: Analysis of the National
Cancer Database. Dis Colon Rectum 2016; 59: 1142-1149

6) Jessup JM, Stewart A, Greene FL, et al.: Adjuvant chemotherapy for stage III colon
cancer: implications of race/ethnicity, age, and differentiation. JAMA 2005; 294: 2703—
2711

7) Sanoff HK, Carpenter WR, Stiirmer T, et al.: Effect of adjuvant chemotherapy on
survival of patients with stage III colon cancer diagnosed after age 75 years. J Clin
Oncol 2012; 30: 2624—2634

8) Yothers G, O’Connell MJ, Allegra CJ, et al.: Oxaliplatin as adjuvant therapy for



colon cancer: updated results of NSABP C—07 trial, including survival and subset
analyses. J Clin Oncol 2011; 29: 37683774

9) Tournigand C, André T, Bonnetain F, et al.: Adjuvant therapy with fluorouracil and
oxaliplatin in stage IT and elderly patients (between ages 70 and 75 years) with colon
cancer: subgroup analyses of the Multicenter Inter- national Study of Oxaliplatin,
Fluorouracil, and Leucovorin in the Adjuvant Treatment of Colon Cancer trial. J Clin
Oncol 2012; 30: 3353-3360

10) McCleary NJ, Meyerhardt JA, Green E, et al.: Impact of age on the efficacy of
newer adjuvant therapies in patients with stage II/III colon cancer: findings from the
ACCENT database. J Clin Oncol 2013; 31: 2600—-2606

11) Chibaudel B, Raeisi M, Cohen R, et al. Assessment of the Addition of Oxaliplatin to
Fluoropyrimidine-Based Adjuvant Chemotherapy in Patients With High-Risk Stage II
Colon Cancer: An ACCENT Pooled Analysis. J Clin Oncol. 2024 Dec 10;42(35):4187-
4195

12) Gallois C, Shi Q, Pederson LD, et al. Oxaliplatin-Based Adjuvant Chemotherapy in
Older Patients With Stage III Colon Cancer: An ACCENT/IDEA Pooled Analysis of 12
Trials. J Clin Oncol. 2024 Jul 1;42(19):2295-2305

13) Kozloff MF, Berlin J, Flynn PJ, et al. Clinical Outcomes in Elderly Patients with
Metastatic Colorectal Cancer Receiving Bevacizumab and Chemotherapy: Results from
the BRiTE Observational Cohort Study. Oncology. 2009 Aug 78:329-339

14) Decoster L, Kenis C, Naessens B, et al. Integrating geriatric assessment in the first
line chemotherapy treatment in older patients with metastatic colorectal cancer:
Results of a prospective observational cohort study (AVAPLUS). J Geriatr Oncol. 2018
Mar 9(2):93-101

15) Arkenau HT, Graeven U, Kubicka S, et al. Oxaliplatin in Combination with 5-
Fluorouracil/Leucovorin or Capecitabine in Elderly Patients with Metastatic Colorectal
Cancer. Clin Colorectal Cancer. 2008 Jan 7(1):60-64

16) Figer A, Perez-Staub N, Carola E, et al. FOLFOX in Patients Aged Between 76 and
80 Years With Metastatic Colorectal Cance: An Exploratory Cohort of the OPTIMOX1
Study. Cancer. 2007 Dec 15;110(12):2666-71

17) Cunningham D, Lang I, Marcuello E, et a.AVEX study investigators. Bevacizumab
plus capecitabine versus capecitabine alone in elderly patients with previously
untreated metastatic colorectal cancer (AVEX): an open-label, randomised phase 3
trial. Lancet Oncol. 2013 Oct;14(11):1077-1085.

18) Takashima A, Hamaguchi T, Mizusawa J, et al. Oxaliplatin Added to

Fluoropyrimidine/Bevacizumab as Initial Therapy for Unresectable Metastatic



Colorectal Cancer in Older Patients: A Multicenter, Randomized, Open-Label Phase 111
Trial (JCOG1018). J Clin Oncol. 2024 Nov 20;42(33):3967-3976

19) Seymour MT, Thompson LC, Wasan HS, et al. Chemotherapy options in elderly
and frail patients with metastatic colorectal cancer (MRC FOCUS2): an open-label,
randomised factorial trial. Lancet. 2011 May 21;377(9779):1749-59

20) Winther SB, Liposits G, Skuladottir H, et al. Reduced-dose combination
chemotherapy (S-1 plus oxaliplatin) versus full-dose monotherapy (S-1) in older
vulnerable patients with metastatic colorectal cancer NORDIC9): a randomised, open-
label phase 2 trial. Lancet Gastroenterol Hepatol. 2019 May;4(5):376-388

CQ 9: AMHARMBREDRIC/N\A AV —Hh—REHREINDH ?

@ RAS, BRAF, IA~yHEEMRE KR (MSI HL<I% MMR-THC) #2175 Z L 295 <H#E
ﬁf‘j‘éo

@ Stage I /MIRIGREDHTEIZ OV TIEI A~y THEEMKRE RIAFEZ1T) 2 &2 s HEDE
ERAN

JATENC BT IR EONLE ST E L CDStage 1T/ MR &+ DI B L2705
1%, @EME 3 DINRHE B B IE . OFF () B8R 592 BT b R B 281 b
%o Flo. KIFEEMRHIC B DERE AD /S, A~—J1—EL T, RAS #1518 (KD
#150%), BRAF {5 AR (8 7%) , IA~yFEEIERE R (MST-H,/dMMR : 4 15%) 3
0D, ZNDHDSAA =T — T SFTAX BRI 372 | BRRRBRO % AT A2 b L
ML=,

Stage I /MR AHBMEFHIEICEA TS 9 DO R MAHFRER A xR & UT- AX T C
I%, RAS #1514 BAXEARNCEL T DFS O —R I 1.36, 95% {5 #HX M 1.15-1.61),
OS (N =Rk 1.27, 95%F#HX ] 1.08-1.55) ELICAEICR R THLZEIVRIN TS U,
BRAF &5 12854, DFS (=R 1.33, MSI 8 % —F It 1.59) 8L OS (Y —F
bt 1.49, MSI Fi#& Y —R b 1.67) E TR AR Tho7o V, Fiz, BRAF B5 A RIK LT
I%, 5-FU/LV £V FOLFOX % ffi f L7-#£C OS 2 BAF B R A b7 2, —J7, MSI-H/
dMMR (X B BT 5% B THY, 5-FU B I DM MBI b FRIEO A DMEIXZ L
3.4 HEIZ Stage [I CTIXPIFHINIC L DE B G RSN TNDZEND, 5-FU BEAMOT 4 it
FRIEEATHORE T2 57, [AlkEIC Stage IMMSI-H,/dMMR KiG#EIZBW T 5-FU Bl
L FREE T R L L L COFRAUELRNZED ACCENT 7 — 4 X—ZT
DT —)IRHTIC B CRENT- 8, —J5 T oxaliplatin Z0FHL7=%5A 1%, 5-FU BEEL T
DFS (N —K 0.47, 95% (5 HEIX[# 0.27-0.82) BLN OS (O —K It 0.52, 95% 15 X [H]
0.28-0.93) A& DM AR LT 8,




ELGRE AT B L2 AR IE I DWW T, ZIVETIE RAS 15 74 57, MSI-H,/dMMR (2>
WCAZRBT M T TS, RAS A2 #1X, pCR X° down staging &\ o725 1197275
PN RN UIEF AR LA RO 727258 910 DFS (=K 1.55, 95% 15 8 X [#]
1.19-2.02) & OS (/N H—REk 1.33, 95% 15 #HX[H 1.13-1.56) 1348 B THDH LN UTHEDfFHT T
REN TS 10, —J5, MSI-H,/dMMR % MSS,pMMR & el L Ciaiah feds L OVERFIC
BEREWVTRO L) -T2 1112 7233 MSI-H,/ dMMR J& T 4T 18 s | ookt L Cldbe s
F oo I RA L MNLERN DR WA IEI RS 19, BRI ET T THD,

HFEEBUIBRD P LA~ —H— D BURIZIB W T, EEDAZ NI T TS, fEHT
& ENTAFEDIFEA L TR FRIED THOIV T, W IO AZFETIZ BT
RAS #5148 B 1416 T BICA B2 RFS O —R Lk 1.89, 95% (R #EIX[# 1.54-2.32), OS
(NP —RE 2.24, 95%(EHEX A 1.76-2.85) LAHBAL7- 14, F7-, BRAF {5 1A % 15174 [A]
FRIZR R72 RFS (N —REE 1.89, 95% 5 #H X [H] 1.64-2.32), OS (/1 —REk 2.24, 95%15##
X[ 1.76-2.85) &= L1= 17, JfilEBUIR% 2OV Tlx KRAS {51285 CoAZ RT3 60,
X130 RFS(OR 1.49, 95%/5#E X i 1.01-2.21), OS(OR 1.981, 95% 15 #HX[# 1.61-2.43) 3
AREICRRThHoI2 19, 72720, — AT (i) GIER rTREREBINZ I\ T (i) BIBRDS T 1424
JERTELIEND, RAS $2\ 3 BRAF #5128 RIS U CRINEIG O T 21T E 90N %
SBOBTRRETHS, D7pitt, RAS H L% BRAF s F AR 2 A THIERTIX, HRUA
IIENZENDIT () BIBRE DB EIRNT 41 —=7 o7 BB THD,

LI EXY, RAS/BRAF iEfs 113 OS X° RFS O T4 PR 7L L CTHATHY, BRIAZIIIG
CT BRSO EITE T D03, AT S FREO S R TR F- & L CoAH AR50 2R
STV, B B IRITERE ~OAHENDRNE DD EFREIRAE 5720 | JREEIN LT
ECEETHIEEEHELET S, — 5 IAYy TEEERE R (MSI #i#s, MMR-THC) 1 X1
% PR 7O H7eH T, Stage 1L/ T D& ML FRIEIIT 27 ALYV BUAEIED
HETRK T-ELCTHMENLSN TN D, D7 Stage 11/ TIL THiE B L R IEE T2
BRI, AR D Fhi 2 i< HEE S5,

AE

BRI UIBRZ S BIF B HT-72 /34~ —71—L L T ctDNA (circulating tumor DNA) 73 [El A9
[ZHEB S TUV5 (2025 4 10 H B TARIKGR) o AFTIT U7 KRR F M B8 T
B2 GALAXY #BR 19I1CF\ T, i fiitg 4 BIFAUICI1TD ctDNA BEPEIT, ek DR ELS:
HIR T2 %< b 172 0S BLRFS O F % ARREFTHHZENRE SN 20),
ctDNA BN T %A BIAFTHHZEIE, GALAXY RBRUA DR EITB N THL—ELTER
V. OS/RFS D) 722 T 1% T — L&V D, —77 . ctDNA ORRAFERICE ST AL
fiite th—~_AZ L Z2OH A OV TIENAE G D | EEROERRBRIE TR THY ., £
HORE R FFT=D,




sers 1To28% TN L% HESE T
U mceRds | mieys | BHeRTs | mHiRds | AL
CQ9-(» 22% (5,/23) 78% (18,723) 0% 0% 0%
CQ9-(2) | 96%(22,23) 4% (1,723) 0% 0% 0%
X B

1) Formica V, Sera F, Cremolini C, et al.: KRAS and BRAF Mutations in Stage II and
I Colon Cancer: A Systematic Review and Meta-Analysis. J Natl Cancer Inst 2022;
114: 517-527

2)André T, de Gramont A, Vernerey D, et al.: Adjuvant Fluorouracil, Leucovorin, and
Oxaliplatin in Stage II to Il Colon Cancer: Updated 10-Year Survival and Outcomes
According to BRAF Mutation and Mismatch Repair Status of the MOSAIC Study. J
Clin Oncol 2015; 33: 4176-4187

3) Des Guetz G, Schischmanoff O, Nicolas P, et al.: Does microsatellite instability
predict the efficacy of adjuvant chemotherapy in colorectal cancer? A systematic review
with meta-analysis. Eur J Cancer 2009; 45: 1890-1896

4) Guastadisegni C, Colafranceschi M, Ottini L, et al.: Microsatellite instability as a
marker of prognosis and response to therapy: a meta-analysis of colorectal cancer
survival data. Eur J Cancer 2010; 46: 2788-2798

5) Ribic CM, Sargent DJ, Moore MJ, et al.: Tumor microsatellite-instability status as a
predictor of benefit from fluorouracil-based adjuvant chemotherapy for colon cancer. N
Engl J Med 2008; 349: 247-257

6) Hutchins G, Southward K, Handley K, et al.: Value of Mismatch Repair, KRAS, and
BRAF Mutations in Predicting Recurrence and Benefits From Chemotherapy in
Colorectal Cancer. J Clin Oncol 2011; 29: 1261-1270

7) Sargent DJ, Marsoni S, Monges G, et al.: Defective mismatch repair as a predictive
marker for lack of efficacy of fluorouracil-based adjuvant therapy in colon cancer. J
Clin Oncol 2010; 28: 3219-3226

8) Cohen R, Taieb J, Fiskum J, Yothers G, et al.: Microsatellite Instability in Patients
With Stage I Colon Cancer Receiving Fluoropyrimidine With or Without Oxaliplatin:
An ACCENT Pooled Analysis of 12 Adjuvant Trials. J Clin Oncol 2021; 39: 642-651

9) Clancy C, Burke JP, Kalady MF, et al.: BRAF mutation is associated with distinct
clinicopathological characteristics in colorectal cancer: a systematic review and meta-
analysis. Colorectal Dis 2013; 15: ¢711-718



10) Peng J, Lv J, Peng J: KRAS mutation is predictive for poor prognosis in rectal
cancer patients with neoadjuvant chemoradiotherapy: a systemic review and meta-
analysis. Int J Colorectal Dis 2021; 36: 1781-1790

11) O’Connell E, Reynolds IS, McNamara DA, et al.: Microsatellite instability and
response to neoadjuvant chemoradiotherapy in rectal cancer: A systematic review and
meta-analysis. Surg Oncol 2020; 34: 57-62

12) Swets M, Graham Martinez C, et al.: Microsatellite instability in rectal cancer:
what does it mean? A study of two randomized trials and a systematic review of the
literature. Histopathology 2022; 81: 352-362

13) Cercek A, Lumish M, Sinopoli J, et al.: PD-1 Blockade in Mismatch Repair-
Deficient, Locally Advanced Rectal Cancer. N Engl J Med 2022; 386: 2363-2376

14) Brudvik KW, Kopetz SE, Li L, et al.: Meta-analysis of KRAS mutations and
survival after resection of colorectal liver metastases. Br J Surg 2015; 102: 1175-1183
15) Passiglia F, Bronte G, Bazan V, et al.: Can KRAS and BRAF mutations limit the
benefit of liver resection in metastatic colorectal cancer patients? A systematic review
and meta-analysis. Crit Rev Oncol Hematol 2016; 99: 150-157

16) Tosi F, Magni E, Amatu A, et al.: Effect of KRAS and BRAF Mutations on Survival
of Metastatic Colorectal Cancer After Liver Resection: A Systematic Review and Meta-
Analysis. Clin Colorectal Cancer 2017; 16: e153-e163

17) Gau L, Ribeiro M, Pereira B, et al.: Impact of BRAF mutations on clinical outcomes
following liver surgery for colorectal liver metastases: An updated meta-analysis. Eur J
Surg Oncol 2021; 47: 2722-2733

18) Huang J, Zang Q, Wen Y, et al.: Prognostic value of KRAS mutation in patients
undergoing pulmonary metastasectomy for colorectal cancer: A systematic review and
meta-analysis. Crit Rev Oncol Hematol 2021; 160: 103308

19) Nakamura Y, Watanabe J, Akazawa N, et al. ccDNA-based molecular residual
disease and survival in resectable colorectal cancer. Nat Med. 2024;30(11):3272-3283.
20)Kotani D, Oki E, Nakamura Y, et al. Molecular residual disease and efficacy of
adjuvant chemotherapy in patients with colorectal cancer. Nat Med. 2023;29(1):127-
134.

CQ 10: EEEICH U TRIARISHERINDIH ?

RIS T 2N IR SR ER L VAL PN 0, BEGREEDS ¢T3 LATRODELIGHEIZ I3 T FhE A HELE 3
%o WTTV L EREARS D2 HEVEI TSI TR LT, Bl TITT FRE 24 WS TEHAERID
FEHEITHALI TR,



@O HrATEIZITIN P2 WS TRIT Y EIEE EEO 5 51, T EREZ1TO L2 sS4
Do

@ MRS P2 WS TGV > EIER R RN E D556 O T ERTE DA AF R UE D RILIRE
BITHLN, JRETRFE O RS TEHI201TH LA T<HELE T,

AR TOM%IFHRIBIEIC LD E, FEBIEMHED 15~20% 15 Zfj107 ) Eilsk 1M MEET 5,
M7V EHRR K TIE RS PR B O JKE LR 2 DD MAHY, —fRIZZho0 T#I1%
RETHDH, RO BIBRUAFTIERITIL 45~55%135|Z 5 FF AT SONLZEN S EH S S
T, R SEERREE SRS D 7\ EB O SO G B B 7 IR 08 BR R L= SEGI oD 181 5 26
TED RO, RIS 2EB I 1995~2004 420 pT3-T4 FHBIE G IE 5D
A= T M IEA I fBAT O, M ENEEIO b A2 EFRIFIERIE B L i L C R AT T
Y (68.9% vs. 62.0%) ¢, Al L CRIDTYL SE AR EEE A 32 IEFI I X 5 EE O T
BSENREDFAET D e R LT Sk b &% 9, £z D3 UL /SHERIE ORI R E72D T
EIARY o SRS L, 7Y o SEHERE O SRIE D B LR 510, % 5 BIFSE D BRI L L
T—EDNAT AP DS TODAREERHHH DD, BELDOWFIEIT BV TERIENRE BT 5
—BUIRERBIELNTRY, A5 EEIC IV AFEESIF SN BRI REVEE IO,
AT AR 2 i TU T IE BN RO T, TRFRRICIER L 725 U B M T 55
AIITIBFEE BTV B A E R THHZENRIESTRY, T ERE OB MRS
PalANA 11-13>O

BB 7 ) 2 SEiES O 72\ E BN 31T DR B O EZRICEL T, JCOG0212 R T
EAFRT CT F721% MRI (2T 10 mm LU EDMIGTY L SEiSFEER T, S TR ASE K
A KO NL AN AL E 3 DB G 2 R8T, ME RS A A7 ) 2 - B AT B &L e G M)
B4 (ME) £ 0D B35 RIS B3 + R J5 213 (ME + LLND) Bk 5 IS P et S vz, T OH
R, WEREAFHIFICI VT, ME+LLND #£i2xr9% ME #£O N —R T 1.07(90.9%15
FEIXH 0.84-1.36) THY, FEHMES—TL @ ER% 1.34 LLI-ARBRIZEB W T, ME #£0 ME
+LLND #2632 3L ML H AR RE & 722> 7= (P non-inferiority =0.0547) 14,
JRFTESE DOBERE T ME B (12.6%) (2H~T ME+LLND £ TA ZIIER (7.4%) TH-71278,
T FEOD 8 P78 A= 77 MR 248D TRELL TH6Y, RIKIRHIETE B Ch 2278, BRImE
FROWTIUH A B2 2T, —J7, IFERESN-EWBI T —# T, 7 F R/
% /EFE (ME+LLND vs. ME;82.9% vs. 78.9%) & 7 £l )7 #5564 775 (ME + LLND
vs. ME;85.3% vs. 80.3%) 1612 ME+LLND B 3 B4 THY, cStage MAERIGLd
BT 7 N—TREHTICHE T, ME+LLND BEOMEF R AFHIFIIA B IC B Tho7- 19, &
P ERARIC BT, ME+LLND #£121349 100 43 O FARFR R IER 49 240 mL o> H i 1
AR BHI, Grade 3~4 O FAFAOHEIX ME £ (16.0%) L Hf L ¢ ME+LLND #f




(21.7%) TEMEB D H -T2 16, PEIREERE, BIEMERREICITA B2 ENR DO 1718 %
FELL B RERE E D% 413 ME E LV ME+LLND BEC S\ MEAIZ7RD T2 19,

A5 BRIE 3 2 B FE AT L IAL T ST HALTOBRICK TI, 5V e SEilia R 23 etk ks s
FEBNZBILCTIE, T ENEEAT DV EBRHERE S TS 19, LLARRS, JCOG0212 ikl
DFERNOIE, AT RIS ER LI SEAMFAE LRV EBNZ I CTHIILT 2hiE &2 — IS A I
FTHZLITmATHE OB DHELES IR, SR TS0 A A7 S BA L TG S0 ISl S
DR OREEZFERL, TV ALY M REREE LD N T 2B AN B LU GRS R E T
RETHD, 728, WA HHRIFRE DG TS AT 7 5 R ME B 238 1A A 5 21E O
FIIWO TR, FFTHENEREEZ O 35 ZEOREMEICL R E T,

B AT IR 7 3035 &4 W CEDIE B O FLHEITIA ST\, RIS Il 7Y >
0 LRI EDIRFE RN R D D LD T 2 5 I EERGERER O & R AFHWE S TN DR FHE
B A7 20 ZDFE RO FHEMARGELIZRBRLZ N, £, M7 SEls O RS
DFEFEIZ SN TE AT, BT HEOTENLITA R OREETHD, KIGFETIE S D% 711
eIk Dl MRIIZEAMIGY B DOZWHEIT R 10 mm 20y M7 L3508 e
5 mm &AWy T7ELTZIEIN BAF Ch DD, TERDTEAIEIC IOV RO H A L LT-2
WIRED IR E /RSN TD 2V, BUE, @R MRI Z H\N 78 5 58 O 2 W EHED i NTIZ BE
T DR DS HERITRDETH THY, Vo SED RREFEROMAEDEIZE-T
90% LA EDIKETY L SHIHRB DAY ATRE TH LT LR RESIL TN D 22,

Hett 1TH2¢% 1Tl tn HELE T
o WMHEET S | BHEET S | BT S | MRS | AL
CQlO-@ 100% (23,723) 0% 0% 0% 0%
CQ10-2 4% (1,723) 96% (22,723) 0% 0% 0%
X

1) Sugihara K, Kobayashi H, Kato T, et al.: Indication and benefit of pelvic sidewall
dissection for rectal cancer. Dis Colon Rectum 2006; 49: 1663-1672

2) Kobayashi H, Mochizuki H, Kato T, et al.: Outcomes of surgery alone for lower rectal
cancer with and without pelvic sidewall dissection. Dis Colon Rectum 2009, 52: 567-576
3)Ueno M, Oya M, Azekura K, et al.: Incidence and prognostic significance of lateral
lymph node metastasis in patients with advanced low rectal cancer. Br J Surg 2005;

92: 756-763

4) Kanemitsu Y, Komori K, Shida D, et al.: Potential impact of lateral lymph node

dissection (LLND) for low rectal cancer on prognoses and local control: A comparison of



2 high-volume centers in Japan that employ different policies concerning LLND.
Surgery 2017; 162: 303-314

5) Inoue H, Sakai K, Nozawa H, et al.: Therapeutic significance of D3 dissection for low
rectal cancer: a comparison of dissection between lateral pelvic lymph nodes and the
lymph nodes along the root of the inferior mesenteric artery in a multicenter
retrospective cohort study. Int J Colorectal Dis 2021; 36: 1263-1270

6) Ueno H, Mochizuki H, Hashiguchi Y, et al.: Prognostic determinant of patients with
lateral nodal involvement by rectal cancer. Ann Surg 2001; 234: 190-197

7) Akiyoshi T, Watanabe T, Miyata S, et al.; Japanese Society for Cancer of the Colon
and Rectum: Results of a Japanese nationwide multi-institutional study on lateral
pelvic lymph node metastasis in low rectal cancer: is it regional or distant disease? Ann
Surg 2012; 255: 1129-1134

8) Ozawa H, Kotake K, Hosaka M, et al.: Impact of lateral pelvic lymph node dissection
on the survival of patients with T3 and T4 low rectal cancer. World J Surg 2016; 40:
1492-1499

9)Hida K, Nishizaki D, Sumii A, et al.; Japan Society of Laparoscopic Colorectal
Surgery: Prognostic impact of lateral pelvic node dissection on the survival of patients
in low rectal cancer subgroup based on lymph node size. Ann Surg Oncol 2021; 28:
6179-6188

10) Ueno H, Mochizuki H, Hashiguchi Y, et al.: Potential prognostic benefit of lateral
pelvic node dissection for rectal cancer located below the peritoneal reflection. Ann
Surg 2007; 245: 80-87

11)Yang X, Yang S, Hu T, et al: What is the role of lateral lymph node dissection in
rectal cancer patients with clinically suspected lateral lymph node metastasis after
preoperative chemoradiotherapy? A meta-analysis and systematic review. Cancer
Medicine 2020; 9: 4477-4489

12) Ogura A, Konishi T, Cunningham C, et al.; Lateral Node Study Consortium:
Neoadjuvant (Chemo) radiotherapy with total mesorectal excision only is not sufficient
to prevent lateral local recurrence in enlarged nodes: results of the multicenter lateral
node study of patients with low ¢T3, 4 rectal cancer. J Clin Oncol 2019; 37: 33-43

13) Kim MJ, Chang GJ, Lim H-K, et al.: Oncological impact of lateral lymph node
dissection after preoperative chemoradiotherapy in patients with rectal cancer. Ann
Surg Oncol 20205 27: 3525-3533

14) Fujita S, Mizusawa J, Kanemitsu Y, et al.; Colorectal Cancer Study Group of Japan

Clinical Oncology Group: Mesorectal excision with or without lateral lymph node



dissection for clinical stage II /Il lower rectal cancer (JCOG0212): a multicenter,
randomized controlled, noninferiority trial. Ann Surg 2017; 266: 201-207

15) Tsukamoto S, Fujita S, Ota M, et al.; Colorectal Cancer Study Group of Japan
Clinical Oncology Group: Long-term follow-up of the randomized trial of mesorectal
excision with or without lateral lymph node dissection in rectal cancer (JCOG0212). Br
J Surg 2020; 107 (5): 586-594

16) Fujita S, Akasu T, Mizusawa J, et al.; Colorectal Cancer Study Group of Japan
Clinical Oncology Group: Postoperative morbidity and mortality after mesorectal
excision with and without lateral lymph node dissection for clinical stage II or stage
I lower rectal cancer (JCOG0212): results from a multicentre, randomised controlled,
non-inferiority trial. Lancet Oncol 2012; 13: 616-621

17)Ito M, Kobayashi A, Fujita S, et al.; Colorectal Cancer Study Group of Japan
Clinical Oncology Group: Urinary dysfunction after rectal ecancer surgery: Results from
a randomized trial comparing mesorectal excision with and without lateral lymph node
dissection for clinical stage II or III lower rectal cancer (Japan Clinical Oncology
Group Study, JCOG0212). Eur J Surg Oncol 2018; 44 463-468

18) Saito S, Fujita S, Mizusawa J, et al.; Colorectal Cancer Study Group of Japan
Clinical Oncology Group: Male sexual dysfunction after rectal cancer surgery: Results
of a randomized trial comparing mesorectal excision with and without lateral lymph
node dissection for patients with lower rectal cancer: Japan Clinical Oncology Group
Study JCOG0212. Eur J Surg Oncol 2016; 42: 1851-1858

19) You YN, Hardiman KM, Bafford A, et al.; On Behalf of the Clinical Practice
Guidelines Committee of the American Society of Colon and Rectal Surgeons: The
American Society of Colon and Rectal Surgeons Clinical Practice Guidelines for the
Management of Rectal Cancer. Dis Colon Rectum 2020; 63: 1191-1222

20) Nagawa H, Muto T, Sunouchi K, et al.: Randomized, controlled trial of lateral node
dissection vs. nerve-preserving resection in patients with rectal cancer after
preoperative radiotherapy. Dis Colon Rectum 2001; 44: 1274-1280

21) Ogawa S, Hida J, Tke H, et al.: Selection of lymph node-positive cases based on
perirectal and lateral pelvic lymph nodes using magnetic resonance imaging: study of
the Japanese Society for Cancer of the Colon and Rectum. Ann Surg Oncol 2016; 23:
1187-1194

22) Kawai K, Shiomi A, Miura T, et al.: Optimal diagnostic criteria for lateral lymph
node dissection using magnetic resonance imaging: a multicenter prospective study.
ANZ J Surg 2023; 93: 206-213



CQ 11 :tIFFFIREREREIC X U TTRTERISHRE S NS D ?

© JHFTAFEYAZ DI EVEBNI LTI, WAL R IEE1TH 22 38 <HESE %,

@ JRFTRZEYAZ HIEMEBNT LTI, T LR (R RRIEZRL) 13, 1Th7en L2

AT, FEVEREITE IS LT TME (65 E TSME) + B AR A0 05 285 5
HERNATOI, 17, RITHERRELIC RS A S TR 12, Bk TIEUETH L1
RITABURRIE TR A AT O TRV O BUR Th D,

TFV 2 EHERRE D72 W EZ BT ST IEBNZ I T, ATRTEC SR AR IR 2 IC A0 5
PREENE DA A LB LT ARFRIC BT DT MU EGABR T, WD EIRR, 24AFR
(2T, TTERIE AT LR WEE CAH BICHEIRFES, MERRREIRE VD N2 e iiE ST
WHM Y, 45 BIEDEFIORGTTTHDHZEND, ZOREDOBERIZBENITHS,

PA XY, RN I1T DT HT B BERE O JRET AR IREUC 31T 6 LR R, HDVNIAIL
HEORBELEL TORNECHDNTE, BRER TGO e =87 A3 72<, FEHEEHRIE upfront
surgery CThHod,

BIBR ATREZR LG (o6t 9 DI AT, T ZRE DT O WHCKIZIW T, RFTEIEERO
IR EHE R EE DA DHERDEEZ H IR R BRI ARSI, MilgsM=, £330 Hils
PEDEGEH DIG M OIBR % OREGN 3 DI L B RIEE LT, MiBRIEZRL, ({bRiE
B, HUR BRI, B RRIE LA L P RIEA A B DR T2IRIE D 4 BN T # Mg
=B BRIZIB N T, BRI IE AL FHRIERE A ML A A T IR Cheb R EDME o7 4,
ZORERBIEZ, NIH 22 ARG, Stage T 721X O E G654
HBNRIEE L C, ASFRIEE UL AL A SR I IR MR SN 5, 20014, i b
TR LA R L P N SR EE 2T A MU R LT3R M T o4y, IR P IEREC T
IR E TN SN 6,

Z DAMDEEDEG R RER I L ORAZT FUS T, BT EIC LY, AfERom FIEER
DIRNEOD, JHFT R EO FAVREILTND 79, ZO72OBCKTIL, JRFTEITE I RTL
TR BREIEZAATOZEAMERE Ch 5703, WIS 1Tk~ 72V 27K (NCCN,/ESMO 5 A~
ATHETONTWBIRZK A HREALL N ENG], T3,/4, Vo~ ifiis#htt, CRM
involved, EMVI[ + 1) 1ZXo CTEBILEITERY, BRINEKETH[FE-—Clidiau 1010 7=, i
AT SR IEZ R L7256, WE R, PHEMREIETE, MERRERETE, 2 WO AERE DA E
FHRORAFENEMT 5 1214

PLESY, WORDET 222 B9 U, JAFTEIEY A7 D3 @O E FHSIDIEFIZ IV T
ATBURBRRIEZATOT LN B ESD,

AT AL D FIEE LT, R #E % (LC-CRT : long course CRT) 2MEVER T
DN, BRI Z RO BT AL AOH B B 2% (SCRT : short course RT) & £ fia S41 T2,




LC-CRT & SCRT ? ki Tlid LC-CRT 2 pCR ZHiLEmWH DD, FATHIEIR, AFRILONE
A EFGIFSGE SR EIN QD 1516 50 28R i #riG (IMRT :intensity
modulated radiotherapy) Z VIR L7 HUR BURTE O B TARRRERIZ I ClE, SRR
bR EOBHAN RITFRDO LN TEL T, A% ERMA FHFREROEH O IMRT OF MM
[ZOWCORHMEALETHS 17,

WA b PR SR EE DR YE CHHUFIMI BN TIE, IR AV IE B2 5 G & U TR A
IZED A FEFEG AL, EREEOHIENC LA FR oM Fa B U, BRI o7
WL HRIE DA 2 me 357 — 26 H T& T D, PROSPECT s A A T
23 AT REZ: ¢T2N1, T3NO, or T3N1 (Stage IIA, IMA, or IIB) DKUY A JER % B TR
(bR E R LR T b AR (mFOLFOX6) (27 % 2MEL, AR bR A% Tl non-
responder O A ZIEIRAYTATHI LB #FIEE 9255 0/ IHRRER Chd, T2
HH O 5 AR 47475 FOLFOX BET 80.8% (95% {5 #HIX [#] 77.9-83.7) , AL E Mt #ipis
BETIE 78.6% (95% 5 #HIX [H] 75.4-81.8) & FOLFOX REDIELH NS, R A 5625
fi#t, FOLFOX FE T 21.9%, (LA BEH#IRIERE T 24.3% Cholz, 7235, IRHIMLARIERT
1%, 10.4%DREF CTIRTFTE/ TS BUR BB A EiSh T g 19, FOWARC B, T4
X T EVE ISR R LWV o 7o YA SEFI A& Te cStage T (T8-4N0) /I (T1-4N1-2) Zxfg L7z
5-FU/LV Of kR b dire s (FU+RT) & mFOLFOX G A i b 2 i S ik
(mFOLFOX6-+RT), #iiaifl 75k B (mFOLFOX6) @ 3 £ ik T, mFOLFOX #& ¢
TRIRRED 3 AP AR A7 RIS I 1T DI U A ARRIE 2 55 AR Th 5, 7236, itz B b 7k
E1X FUHRT BETIE 5-FU LV, £0fthod 2 BTl mFOLFOX Tholz, il d, 3 FMH A
FERICHEF1T72< (FU+RT 72.9%, mFOLFOX+RT 77.2%, mFOLFOX 73.5%, p=
0.709), mFOLFOX Z B IR HEDEIMEI I RSN > Teb DO, RAEFRB IR IT R
RICHH B AITROON2) -7 19, HAE, cT2N+ or ¢T3-4aNany, MRF uninvolved %%}
Gl Uz, ALF USRI T D IR E 7515 (CAPOX) +IE AV P RN B IE D IS TE
% 5.2 CONVERT #ER D HEITH THY, pCR HIXHFEFRIFE THLZENHESNLTODR, &
#% O L EIHMIE H DAL FF-D 20,

R EREEIT OV, LD T EL, PROSPECT &R IZ L0 R AT 58U A7 )3 FEEE AR
%14 Tl LC-CRT LR EE + B IR b7 U SRR IE D IEL PED FEH S THDH D
D, RFROFEREIRFE T % upfront O FHTHEILEE D LLEGRER T2V, EBIZ, FATHIEUAZ DG
WEBIN LTI, IRRTHESEIED O A WX B S CIEBE ClIen2&nh, 1772002
La K HELE 2,

7235, Total neoadjuvant therapy (TNT) 35X Tf Non operative management (NOM) (Z-2
WL, ERLEL BEIO BRI NTZN,

HEVEE (53 frpnzis HES:

kA
Xt
v
-




SRSHELES S | BaKHELETS | BaKHEIETS | R<HELESD

CQ11-») | 9%(223) |91%(21,723) 0% 0% 0%
CQ11-(2) 0% 183%(3,723) | 78%(18,723) | 4%(1,723) | 4% (1,723)
X Bk

1) Fujita S, Mizusawa J, Kanemitsu Y, et al.; Colorectal Cancer Study Group of Japan
Clinical Oncology Group: Mesorectal Excision With or Without Lateral Lymph Node
Dissection for Clinical Stage II /Il Lower Rectal Cancer(JCOG0212): A Multicenter,
Randomized Controlled, Noninferiority Trial. Ann Surg 2017; 266: 201-207

2) Ozawa H, Kotake K, Hosaka M, et al.: Impact of Lateral Pelvic Lymph Node
Dissection on the Survival of Patients with T3 and T4 Low Rectal Cancer. World J
Surg 2016; 40: 1492-149

3) Nagawa H, Muto T, Sunouchi K, et al.: Randomized, controlled trial of lateral node
dissection vs. nerve-preserving resection in patients with rectal cancer after
preoperative radiotherapy. Dis Colon Rectum 2001; 44: 1274-1280

4) Gastrointestinal Tumor Study Group: Prolongation of the disease-free interval in
surgically treated rectal carcinoma. N Engl J Med 1985; 312! 1465-1472

5) NIH consensus conference. Adjuvant therapy for patients with colon and rectal
cancer. Jama 1990; 264: 1444-1450

6) Sauer R, Becker H, Hohenberger W, et al.; German Rectal Cancer Study Group:
Preoperative versus postoperative chemoradiotherapy for rectal cancer. N Engl J Med
2004; 351: 1731-1740

7)van Gijn W, Marijnen CA, Nagtegaal ID, et al.; Dutch Colorectal Cancer Group:
Preoperative radiotherapy combined with total mesorectal excision for resectable rectal
cancer: 12-year follow-up of the multicentre, randomised controlled TME trial. Lancet
Oncol 2011; 12 575-582

8) Sauer R, Liersch T, Merkel S, et al.: Preoperative versus postoperative
chemoradiotherapy for locally advanced rectal cancer: results of the German CAO,~
ARO,“AIO-94 randomized phase Il trial after a median follow-up of 11 years. J Clin
Oncol 2012; 30: 1926-1933

9) Rahbari NN, Elbers H, Askoxylakis V, et al.: Neoadjuvant radiotherapy for rectal
cancer: meta-analysis of randomized controlled trials. Ann Surg Oncol 2013; 20: 4169-
4182

10) Cervantes A, Adam R, Rosello S, et al. Metastatic colorectal cancer: ESMO: Clinical
Practice Guideline for diagnosis, treatment and follow-up. Annals of oncology: official
journal of the European Society for Medical Oncology/ESMO 2023; 34: 10-32



11) NCCN Clinical Practice Guidelines in Oncology: Rectal Cancer ver. 1.2024
https://www.ncen.org/professionals/physician_gls/pdf/rectal.pdf (2024/5/14 accessed)
12) Peeters KC, van de Velde CdJ, Leer JW, et al.: Late side effects of short-course
preoperative radiotherapy combined with total mesorectal excision for rectal cancer:
increased bowel dysfunction in irradiated patients--a Dutch colorectal cancer group
study. J Clin Oncol 2005; 23: 6199-6206

13) Wiltink LM, Chen TY, Nout RA, et al.: Health-related quality of life 14 years after
preoperative short-term radiotherapy and total mesorectal excision for rectal cancer:
report of a multicenter randomised trial. Eur J Cancer 2014; 50: 2390-2398

14) Birgisson H, PAhlman L, Gunnarsson U, et al.: Occurrence of second cancers in
patients treated with radiotherapy for rectal cancer. J Clin Oncol 2005; 23: 6126-6131
15) Bujko K, Nowacki MP, Nasierowska-Guttmejer A, et al.: Long-term results of a
randomized trial comparing preoperative short-course radiotherapy with preoperative
conventionally fractionated chemoradiation for rectal cancer. Br J Surg 2006; 93: 1215-
1223

16)Ngan SY, Burmeister B, Fisher RJ, et al.: Randomized trial of short-course
radiotherapy versus long-course chemoradiation comparing rates of local recurrence in
patients with T3 rectal cancer: Trans-Tasman Radiation Oncology Group trial 01.04. J
Clin Oncol 2012; 30: 3827-3833

17)Hong TS, Moughan J, Garofalo MC, et al.: NRG Oncology Radiation Therapy
Oncology Group 0822: A Phase 2 Study of Preoperative Chemoradiation Therapy Using
Intensity Modulated Radiation Therapy in Combination With Capecitabine and
Oxaliplatin for Patients With Locally Advanced Rectal Cancer. Int J Radiat Oncol Biol
Phys 2015; 93: 29-36

18) Schrag D, Shi Q, Weiser MR, et al.: Preoperative treatment of locally advanced
rectal cancer. N Eng J Med 2023; 389: 322-334

19)Deng Y, Chi P, Lan P, et al.: Neoadjuvant Modified FOLFOX6 With or Without
Radiation Versus Fluorouracil Plus Radiation for Locally Advanced Rectal Cancer:
Final Results of the Chinese FOWARC Trial. J Clin Onco. 2019; 37: 3223-3233

20) Mei WJ, Wang XZ, Li YF, et al.: Neoadjuvant Chemotherapy With CAPOX Versus
Chemoradiation for Locally Advanced Rectal Cancer With Uninvolved Mesorectal
Fascia (CONVERT): Initial Results of a Phase Il Trial. Ann Surg 2023; 277: 557-564

CQ 12 BEREICKT S Total Neoadjuvant Therapy (TNT) [F#RINEIH ?

ELIGHE T35 TNT 13772 a2 95<fE5E 32,




TNT &0, RETHHEIISE T 203, RIS OMfICF#% UGE2 R RS TR W TR E
FHHREE (CRT : chemoradiotherapy) D55 S & 52T 5728, BBMEDIR R4 Bk
FIHAEITRD 2B YL IR RTA IR A AT IR RIS Ch D, &8 eiE%, Iial
FRSTRTICATY induction chemotherapy (INCT), FRE 1412 Tl £ TORELIENATO
consolidation chemotherapy (CNCT) ®BR#E 23 T4V CTE7=73, ML (long course CRT,
5x5 Gy BHIMST (SCRT)), FMIEDL VA RLHIHITH —ED= Y ZDFHIL TR
WORBLRTH D,
<TNT (INCT,/CNCT)vs. CRT>

TNT & CRT Z bl L7 B4 AL LGB DS, WO i & Tund 1-8), AzhEICREL
T, HELFHTERZER) (PCR) HIZHOWTE, ¥ (5x5 Gy) %12 CAPOX #1795 TNT L
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@© MSI-H/dMMR @ 8IER REERME — RIGHR G125t L L7 5 MAHKEYNOTE- 17738/ ¢
1%, $iPD-1 Hi{&EKpembrolizumab (Pembro) &#Z HEEK B 1=
(FOLFOX/FOLFIRI=BEV/CET) Z L L7=fE R, PFS (ZPembro #CHEIZRAFTHY
Y(PFS HfE16.5 A vs. 8.2 W H ;=R 0.60;95% fEHEX[H 0.45-0.80;
p=0.0002), 54*1BHF Tld, OSHPembrofit TR Tho7- (P RAETT.5 I Avs. 36.7 B H;
ANP—RE 0.73;95% (SHEX[#10.53-0.99)%, Grade 3 LL LD EFF G IFPembro TR
(56% vs. 78%), Hf% BEA FEHRIIZ\MEE TH -7 (31% vs. 13%) , F7o, BIOH AR
B CdHCheckMate SHWEER Tl #EHERYHEIL | nivolumab (Nivo), Nivotipilimumab




(Nivo+ph) D3FEZ BT SA, FHof]E TMSI-H/AMMREHE S - —RIBIRIZHBITS
Nivo+lpi A AESK M . B I OVETRIET A L2 BT BNivol Nivo+pid b g S 7z, filil, —
UIGHRIZ I DNivotIpil I HE SR L L~ CPRSHMA T 47 (240 H PRSEIA 72%
vs. 14%; p<0.001) THY, BIEHET A > OIEHTTIX, Nivo+IpilENivoL L ~PESH A EIZ B4
THoY (YA RBIEE vs. 39.34 H; NP —KE 0.62;95%(FFH X [#]0.48-0.81;
p=0.0003), F7=, Grade 3 LA EOHEFHLIINivol lLEZL TNivotlpi TRRLE ME[H CTh
572(22% vs. 14%) . LA EXD | MSI-H/dMMROYIFR A EER AZ3E Tldk, —RIGHEL TNivotip
F72 1 Pembro < HEIE S NS, 7283, Pembro& Nivo® [ELHE LHBES BRI X723 . [E DOH %)
PEITIFIE [FIFREE SARE S, Nivol SRl 7R L7=Nivo+IpidS e b I E 2 HIFF TE DL A
VEEZBND, — 77 CNivotlpilENivoE/ziZPembrolZ b R CHyE B A E RO E I H
SHEBEBLETHD,

@ MSI-H/dMMROEIERAGE R B BETR IR 1 (ST = VAR A FLERIIARAE ) 25t R Ll
72T 2MEiREREL T, Pembro, Nivo® 25 I FHFRERZM T4, W\ BENE| A SR A
FFRPPESN DD, 7, Nivo+lpild, Z5hEI455%, 1 4EPFS RT71% & BAFRRiE
RSN 5, Graded LLEDOHBEBHFRLOBENE O EHIESCD, Selsdk 7z
CheckMateS8HWRER 1, BEIGH G (50)8 T = 778 AL MHESRIIARTEH) & & FAL- Lk
BT, NivotlpilENivox EEIZE M REN TS, BLELYD | MSI-H/AMMRDEIFEA

BRI Cld, —RIBHEL THRIET =y 73R A MEESE DN EH S TOZRWEE, ZRkIG
FELLRECofl S R<HERES 11D,

D. @Iz 2T, MSI-H/AMMRO¥H|5E 1%, Nivo, NIvo+IPl, Pembroz VE DL R=4 2
Wik (CDx) Z VT, kB af 3 W B R £/l IR AR CEMINDZENEELY, 72
. NivorPembro TlE— B2 HCDXDIK GBI AL TWDD, ZALE FURYER)Z2MSIFR A L TI0%
UL EOREW—BHENRESI TS, 2D — JF OCDXIZ LD HERE R Ath )7 OIGFRHE O
JSHIEIZHWAZ LT, BRIRANCIEZ H EE 2 b5,

@ I, [EEEL T2 RE2 A (tumor mutation burden—high : TMB-H) EJEHE &V O & 03
HeST L, FoundationOne CDx{TXYTMBA=Z7 10 mut/MbLL_EOFEHERTEWE A £/ XA
DETEHEIZ BT, ILFHRER (KEYNOTE-158735%) 0 1B IIEHT |2 TPembrof ik DA %)
PERRENICY LrL, ZORBRIIIKRIEBE LS FNTHEHT, TMBA=7 10mut/Mbd
WO A RO Z Y % 5 | K3 1T DI RIIIAR AR i %0, RYAT—
B IEMRE 25 (POLD1SH LIFPOLEB A T4 R) TlEmW R if s, —77, £hb
ERRSEAIEZZ LV EVO L H D" 1D, KFC-CATL AR TN A V- TMB-H A
127THIOFEHTTIE, TMB-H2>2non MSI-HIZH31F B Pembro® A ZhPEIX TMB-H2>OMSI-HE
AR UURL, F72, BHIEHRICEB W CRTD/TPIE el U CHIBHR R Sh A 23 B (2



(FdefiE 1.6 H vs. .00 H) ZEMRHAE SN2, TMB-HRBFHE %L TPembroZ 51 %

R EL TR 24 1135 573, F71Znon MSI-HAER] (F16%) Tk, —HBODNARY A7 —+F

P IE B R 728 B O TMBAS T 33\ Bl bR | A 20D CIRIERY Tl %, 20
728, FTD/TPI+=BEVX°REG, FRUZEMDIGHREERILL, b NTME SN DA EF LI

HAFEEBEEEX | BN LEE W T LR S D,

EFELIALDOpMMR (MMR proficient) /non-MSI-H/non-TMB-H® KA 2% L T, ST =
VI RAL NREIROA IS THOT, B TIEARRBR LN Tl S ~&

ISEZIAR

ST = I IRA L MREIEOM OB, Pl A & H RN E L TR

S, EBITNivo+lpi Tl, MM ARG L[REE, T OMENEHLIRDIEND, FERIZHT->
TUIEBERNE =X 7 LB O U 7256 IS L BT D (B AR R IR S S 20N A S S ik
HARTAL, WIEFEATAREESZROZ L),

1To2¢% TN L%
HELERE PRSHELES 5 FI<HELET 5 FI<HELET S PRSHELES | HELEEEZRL
)
CQ23-
N(';2 +I®' 100% 0% 0% 0% 0%
1vVo—+1p1 (23/23) (o] (o] (o] 0
CQ23- 56.5% 43.5%
Q250 & t 0% 0% 0%
Pembro (13,723) (10,723)
CQ23-
N'Q +I®' = g7 0% 0% 0%
1vOo p1 (22/23) (1/23) (o} (o} 0
CQ23- 52.2% 47.8%
Q250 & P 0% 0% 0%
Pembro (12,723) (11,723)
CQ23- 39.1% 60.9%
250 4 4 0% 0% 0%
Nivo (9,723) (14,723)
CQ23- 82.6%
@s© 0% / 17.4% (4,723) 0% 0%
Pembro (19.723)
STHR
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CQ 24 R TFREABEICN T DR AERIIERINDIH ?

7k VT, oxaliplatin, irinotecan, T VEGF #2784, it EGFR HifA3 (RAS %
ATID G E) IS I EART (G5 AEE E Te) Lol ty, RITTRREITIZLEHELE 2,
@ FTD,/TPI+BEV J#ik:

@ Regorafenib &%

@ FTD,/TPI 5

® Fruquintinib 5




79k, oxaliplatin(OX), irinotecan(IRD), # VEGF %> 7 #1%, Hi EGFR HiiAk
(RAS BT D) [T FIVEARM (B 5 R a 5 Te) L7roTeBED% HIawEL T,
regorafenib J%% (REG) 3L trifluridine (FTD) tipiracil ¥z (TPI) %75 (FTD
TPD O A M7, CORRECT iR (/I Il 6.4 vs. 5.0 BH, N —REH0.77,
95% (5 HEIX[#] 0.64-0.94, p=0.0052) 3L RECOURSE 5 (&AM hJefE 7.1 B A
vs. 5.3 B H, ~NF—FRLk 0.68, 95% 5 XM 0.58-0.81, p<0.001) [ZLVIRFESIL TV ND, S5
\Z REG X° FTD/TPI (ZAR)is « Rt T D BE At GUIAT O 7 7748 ot B E BRI R 2 TAH
kD FRESCO-2 i (24T IR Ui 7.4 WA vs. 4.8 BH, ~H¥—RE 0.66, 95%15
HEX[# 0.55-0.80, p<0.0001) T, fruquintinib #%EFRU)OEMESGEA S, #7112
BRI b o712 2, -2z desrh, FTD/TPI 2 REG OIRHIEN 72 W EE 126 LT
b, HETEMSNIZT 78R 5RO T AHRER (FRESCO k) T, FRU O 24 {7 HIHIAE
ERREIREN TS 5, FTD,/TPI IZBHL Tl bevacizumab(BEV)E DO FIREIED, AFH T
Ehgsh=5 1,/ TR C BA7e G ARSI 68, BRINE S FE RS 07 55 AR
% SUNLIGHT #RrIZ3\ T FTD,/TPT HlgvE L b, = ERHGE H Th o 271
DA BRI RENTZ (P fiE 10.8 B A vs. 7.5 7 A, "V —RE 0.61, 95%15HH X [H]
0.49-0.77, p<0.001)?,

LI EEY, REG, FTD/TPI, FRU (X, W #Lb & ATAHIZI01T DA AR H 3KIRH DI
ELTLEDIT DAL, & BAOA R R FRIRE LS 2 Hivd, <612, FTD,/TPI+BEV i
FTD,/TPI H.A|L iU TAFHIRIE R RE RLL TR FIaROE —RILEE 2 D
%, BEV OO N #7288 121X REG, FTD,TPI, FRU HARIEDO W EY A7 L3
T4y BB LTI CIEIRTDZENEEL, EEE, %ATRRICHNGNLTNE 3 FlDHiAl
IRIFRIZBWT, BGIAFICBE T2 =t 7 o AR T5, REG & FTD,/TPI IZBIL
TUE, RIGEFTERDIT 7% TR TEOARFRD KBUEL 7 T — X2 X —2DfiRHT, K[EH
O FEHIEOBLEAF TR Tl A DAL FE THLERE I TS 101112 IH|T
PR C IR A7 8 361 0 & G NE % BB b L 72 SOREGATT a1 L UL Rl dh
DO, AAEFIE B X O EA G IEIC T2 o b s S0, FRU ICEEL TR,
EOBEIFE T REG LD WM TON, WITNLERRA IMEE R, 2REL TRIKHED )
REBOLNDZEDRIBEIL TS 19,

BB AEFZITOWVUL, REG CIXFREEKIG, ¥, THl, miiE%s, FRU Tk
FEIILE, TR B, AR, FURARMEREIR MES O IE Mk #EMED, FTD,/TPI Tix A
K- A ER OB 20 8 A UL T IR TR E OB E 3 R, R FEF G T 17 7 A/
72%, FTD,/TPI+BEV Tik FTD,/TPI HANZ b ~4F I EREL - i/ MBI 728 00 i ik w1
Nz, B, 1S, BN, EIMESEOIE MR EEOEENEINT 27O HEENLETHD,
7238, PS 2 I EDHBFITRILTIZ FTD,/TPI+BEV, REG, FTD,TPI X0 FRU OV
MZBWTHAERB L ORI SN TR LT, 1IN & UHERIEZRIRT 500
LELV, REG IZOWTIAREREOBI MG H B TH5 160 mg,” H D EEMEIMENZ E5,80



mg F721% 120 mg N OELAL A HEHFRDEE THIUTEFEAICH &L QOSARN 7V —03
FHIVTEY, AR/ L R RITE G TEH ATREME AV RIBEIL TNV 1415.16)

INAT = —F—ZH5L, VWD biomarker-directed therapy &L TCi, KRAS G12C &
FLEMER %645 sotorasib(Soto) + panitumumab(PAND7S FTD/TPI £7-1% REG % %R &
L7 4 21056 111 #H5U5% (CodeBreaK 300) (235 T, ORR 26.4% vs 0%, PFS 5.6 7 A
vs 2.2 77 H (HR 0.49) LI/ 882 R L Cvs 19, £7-, HER2 B4 (RAS BF A7) i)l 5k
9% trastuzumab(TRA) + pertuzumab(PER)%, [EAE 11 48 TRIUMPH #B# (230> C
ORR #J 30%., PFS #J 4.0 2> H EEmWAE M AR LT 19, 512 NTRK flAiE S 1-X° RET @t
BBIET72E DRTAN—EG T E2 A TDIEFNKTTDIRRICB O T, FAERICE W B EIA L
FEe A7 RS S S QD 192020 U5 X0 T b % T IR OIEHEERE DT 7 MLk
BB Cld72W b D0 | #7159 (FTD/TPI+BEV (SUNLIGHT : ORR 4.5%. PFS 5.6 72 1),
REG (CORRECT:ORR 1.0%. PFS 1.9 72 H), FRU (FRESCO-2:ORR 1.6%. PFS 3.7 7>
A) LU TEEIA T EL, EEAF IR RAFCh D, LI ELY, 2 biomarker-
directed therapy % F1GEICEATUCEM 581X %Y THHEB 2 HND,

Pt EGFR HUiEFRIC RIS Lo o7 RAS B ABRUEFNZ R L T, —E SR, bt EGFR Hiikdes
B EIRBIRAAT o715 EHL EGFR FUASEZ G35V F YL o DPHEDFE P ED I
TWD, ZRIAHEL T CET+IRI #ik21755 I ARER (CRICKET 5k 22) Tl3Zsshfl e
21%, JREHIEE S 54% MiEE, FHEARED ctDNA ICHBV\ T RAS B LN BRAF A R4
RO IRVEFNZ R TEPFONT-ZEAREN TV D, EBIZ, ctDNA T RAS, BRAF,
EGFR ECD 75 B[tz ai a1 2% L PANI H4I121T-72% I FH> CHRONOS #k 23)
T, BRhEIE 30%, WA HIEEEIS 63%LMESHL, ctDNA IS0 BRI O A AN RS
Niz, ZhoxEETe 4 DORiAXF T FHRER (CAVE, VELO, CRICKET, CHRONOS #5r) ©
BRI T — 2 DT — JUFHT 29123\ Th,ctDNA T RAS, BRAF B ARNCIRELIZ)F vy
FIEITERIICEE THDLZ LRI TV,

LU EJY, $t EGFR HUASEDOYFr Lo VREIEIT, BURE R TIEHELHZ TR > Tiend oo
IBRE T BB, &I TR T RAS G AR NSNS A3 4
RETIEIR, 5, IFERE FIRREOEIE2 LR ThS CITRIC ik, PARERE
X° FIRE-4 #RlR7e & OfE AR EZ 2 D15 EOME ST A2 & IfFS D,

y 1THZ,% fThlnits .
HELERE - — - — HEXTREZRL

FRKHERE T2 | BIKHERET D | BIKHER TS | m<KHER TS
100% (23

cQ24-(» P 0% 0% 0% 0%

23)
CQ24-(2) | 183%(3,723) | 87% (20,723) 0% 0% 0%
CQ24-3®) | 9% (223) |91%(21,723) 0% 0% 0%




CQ24-@ | 22%(5,723) | 78% (18,723) 0% 0% 0%
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CQ25 UIFTREXRIBEICH I SEARMFRERDMFHREISHERINDD ?

Oxaliplatin f B AIRMRRIEBR2AR1C, & D QOL FEEBRL T, MERRIEIIBIT 22l
HELRT D,
D FOLFOXIRHBEV #% D7 VEYIPL+BEV (HEIREE 1, TE T VAL~V A, 6 EE:
100%)
@ FOLFOX/CAPOX/SOX+BEV #% D7 v Lt VI +BEV HEIREE 2, T F U AL~L
A, B E . 65%)
® FOLFOX+CET/PANI #® 5-FU+-LV+CET/PANI (#£12f 2, =5 AL~V B, &
EE.91%)

O YIBRAHERHE IR T 5 —IRIBRE O FEWEEIL, Conversion FITCIERAEFIE B F5 L%
IRV D AAZLDE N FIEDM T D, UL, EASEMFRIEN LT — E %
1%, ENLL LIRS SO RTINS, HEFLEIZLS QOL K FE2TE57201F
[EEEL 72230, JRBAHIENC LD FIERA B 53 2N n B IR 0D, DFD, 81708 A
ERWPPRILE D% T less toxie 7oL ¥ AN RDHERFRIEAATO IR IS DN FAET D, B A1
FOLFOXIRI+BEV #&{%1E, 1Z&A L DERAFER T 8-12 A2 /L DB AFEMFIEZ TG B
[Z7 AL EYIP LV + BEVAZ L DMERRFIEICBAT T 28 G A P a— L L THUESH TV
1, 2012 EEOZIFICE O Th, FOLFOXIRIHBEV % OHERFEIELL T vLE IV
+BEV JIED R L U THERES D,

@ oxaliplatin [T RN ARA AR E OFEREDTRE LR, FFEZLEELRNI LB, D
728, BARER T DD TII e, RER G RE2BEL T 12-16 A G 52 P
L, 16-24 I8 F72 1388 BEA% 1 FE A 775 “Stop and Go” il <IHHR S TETZ, oxaliplatin
O A DHERIRIE BT 57 # MEHGRER D [PD AZ 7 F VL AIZHBWT, B O
P CESE’CPI(%MEL@WE'ﬁL'f\Rjﬂﬁ%ﬁﬁﬁi&ﬁ FIIZ oxaliplatin K195 Stop and Go

EAFHIRNCZER N E RS- (3 3Bk, 1,271 #1], HR 0.99 (95% IC 0.87-1.13))

¥, FOLFOX/CAPOX+BEV LB IA# 12 Z85hE LR B L E DS ORI HERFRIEIC




BAT T RSB RO LLIGBR D AX T TV ATlE, 7ok VIT +BEV (ZLDHERF
BRI B SR EA I O R TRO b 00 (AF T F I AP —RH 0.56), &
AFHIMIA B TR > Te (AZTFIL A AP —FH0.88)4), —J5, BEV B2k
DHEFFRIELRGBB S 2 L LT IPD AX T UL ATIE, 8 DV M A 7 B o 4k
E0 370 3 #lE (N —RE 0.78) Th-o7=Z&h, #EFFRIEEL T BEV BAFREIT;E
XN EESNTZ B), LLEMND, FOLFOX/CAPOX/SOX+BEV #RiE% OMERHRIEEL Tix
7 oALE YTV +BEV AR E L CHERE SN,

@ FOLFOX +CET/PANI L2 AW FIEL OMERREIR, 5 IAERR) o7 X
MZ L, FOLFOX+PANI %% 6 $1 27 /L1412 FOLFOX+PANI fkfgeft L 5-FU+-LV+PANI
HMERRIRIERED T 2 2MUEE AR (N=164) TIE, SEHEAF IR, 247 ML RRRE
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Wk %, 5-FU+CDDP OF 8 A IEIZ#i< 5-FU+ CDDP O L i Rz o 4 A
PEARRFEL 7255 AR ER (RTOG98-11 #&85R) (2B ¢, EEFHIE H S8 B A I oA
AMA R IENTET S, REIRGE Tl 5 I 73R (67.8% vs. 57.8%, p=0.006),
AL (78.83% vs. 70.7% ;p=0.026) (X MMC fFHRECAEICBEAFTH-7- 9, Zhb 2 &
BRoO#ER IO OFAFEANT 5-FU+MMC 23ME3ESH, MMC Off i DAEELWGE OREL v A~
LLT 5-FU+ CDDP f fi#&iE4 %% 4%, 5-FU % capecitabine =° S-1 [C{E X2 DMHHIT
bAUTEY, F LR CI3A 2N R ESh 1819 KEDOHARF4/2 Tk FU+MMC
LEHIT capecitabine +MMC | preferred regimen &L CRE#i&iLC5, S IAHFABR TO
ALITONTELT, %O AHIfFID,

TIT NTHR U TR AT T REZR D A EEHA] (5-FU +MMC) O E i R B A MR LA OE
I FHEER (JROSG10-2 #lk) CTlE, 5-FU O 5-&% 800 mg, m2day (& L7z, ENT
O MMC OBEFETE LD 7= F 8RBT L2 27278, 31 BIDRENT T 2 FEMR AR
77.4%, 2 A7 93.6%, 2 - Rl 83.9% & RAFRAE CHY, HELRAHFEFRIT
AL oT2 16 — 07, R CHITA, B &R & 5-FU (1,000 mg,”m2, day) Zf L
T ELHY 17, BEMESCHIEITEE LR D, IRRAT Y a— VERET DL ENDD,

AR, MU OREARZ LD, A~ @mOREE P AR L2 D, IR g~ &K
JkiZ FTRE &3 D08 BE S S U FR E (IMRT) 28 B 3 Eg R THWHIAIH127eh, RTOG0529
BRI 3\ VTN P8 R - B8 1597 IMRT DA FPEAEES AL, Grade 3 LA L AMESI Rz
i/ L ERERS, BXO Grade 2 L EOIMEmEMEDOR AR L2252~ LT, Lol
IMRT i, 3 i B & A~ HEZ R TR TS 5\ M B R PR A B9~ 5 720, N2 A%k
DIHHAL T RRFED T TITIZED KD LIS 1819

bR 0 KB 4 DFEE] CHEFIFERI AR AEAS ATBE L 725728, HIENAHKEL COE
[E BTN (APR) O ENTZ L, KIGHEATFTE L0 & 72 2 sk OFAAEFIE ClE, il
D 5 AR EFRITFIRACT BIIRIE CEARDIeh o T, Fio, AP, Fidi
TR, ALERES IS LE R, 1991~2000 4Tl 14.3% THH7=DIZHKIL, 2011~
2015 4F Tl 84.83%EZ D HLHRITHIMNL TS 20, BURESTIX, (LB BRRIER OBRAFOH
FEIEBNHRT U CRIREN Do AL BT R IER OFAFC B RIEF O APR (ICRIT 5V AT~ T+
v 7L 2—"Tl&, APR %D B3 R1T 23.5% (IQR 15.8-46.9%, 19 ikBR) , EMEisE D3
4% 9.0% (IQR 6.4-13.3%), 16 7RER) ICFBDT= 2V KIGFEATFEE D7 0y =7 MIFFEICEB TS,
T RGP DIRAFL B IIEBNT 65 APR ICET AT, 5 ERAFRITHERIERT
75% (95%CI, 46-90%)., FEAEIENIT 36% (95%CI, 21-51%) T 7=, 728, (LM HRIE



B OB ELHERENE, (LB RRIRIER T 14 8~12 MRS C D28, ACT I BRODIE
IERTIZ T, BRRBSERZNEI G I TR B L L H I ERJ U, (bR R IE B 4k f?’ﬁ 11 #D
I S TR R 5 2 FENEIA TR TEFID 72%73 26 R B H5E 2 F2hEI AT ELZ
RSN TRY, RE FIROBESHIBIRHIII B BT &R REE XD 22,

I DAL A8 V- 1 B LT k32 SR a e M AL P U SRR IR O TR R Rl & ft L o
AT T AV IV E =TI, 5 FEREFRIICF B BIRIETRIFTE 7223 (UAZEL 1.18,
95% 51X [#] 1.10-1.26, p<0.00001), &4 7= H B EZRO 0> (VAZH 1.01,
95% (5 HEIX[E] 0.92-1.11, p=0.87), 5 M A\ TAT A7 RITHEHRIG R I C 84% (95%
{EHEIX T 72-92%) , LS HEHRIERE T 90% (95% (S IX [H 85-94%) THY, fE =&l
olz(p=0.1)28, F=, 1 HILME R BRI o DR SRS R PTEIR LD 1h
WRAE AR LTE VAT~ T 4 /L E 22— Tl 5 R AF ISR, RETOIbR% it
FTUTERIC, 85.0~91.6%, 85.3~100% &R BT/ RS2 -T2 24 LLEND, T HIAT
P8 R RO ISR U R PRI E A TOZE M B E LW EE X A, FRL TR IED
BT AT OIS, 3L EEZ2 E NS RO U SRR A0 R AT U1 BRd IR L 720 155,

<(2) YIBRARREDIRMFIE A 7R DAL PYE R - b B IS5 92 1R > Mok 2 & e T 2 A
ILIRER) TH %, BSC (Best Supportive Care) DA & R 3R RIEAZ BB LLIG LT-T % MME
HERBRIT7< EEFREIC LD TR OERZ EHR T8 7 VAT, Ll %4 5—K
15 WR ARG L UT- 3R 152 B LT B R A BR IS B W CRBRIGIERE O A DIME DS RS TG 25
26 DL Y, EWpEiLIT BSC LGB L T4 OFE 3 K OERAEFI S I FRF &AL, L E1TH
ZLEHERET D,

InterAAct 30 2513, BCK CHIaSI =704 MEE ILHRBRTHY, —KIFHEL TV AT
FF v+ 5 FU BIEEIINVAR T TF o 72 VEIEN SV Tz, EEFHIE B ThoH %
NENE(BT% vs. BIYNFEE TR IR T-b DD | BRI T 0 Bt A AR (5.7 72 A
vs. 8.1 H) . BIOEAFHIM (12.8 20 H vs. 20.0 2>H . HR=2.00, P=.014)) (28T, &
NRTZF MBI THY, FT1—R 8 LU EOFEFRL VAT 7T B CIREE ChoT-
(62% vs 86%. p=0.016), ZILHDORERFER AL L2, WK TIIAINR T FF 0+ 370 2% 1)1
FIEDNEREIRRE CHOLENE T DI 2728, Z Dtk | AFH S E RS RS 1T AR
TdhbH POD1UM-303/InterAACT-2 35k 26/ |23\ C, —IRIBIEDAIVR T ZF 0 + 370 2%
BIVIRIEIZ T 581 PD-1 58 Tdh 5 Retifanlimab O FREEZhRESRHFIES-, 2R EGHE
H CTh oM MAF R BT Retifanlimab BN EIZBHTHY (9.3 7°H vs T4 00 H
HR 0.63(95%CI 0.47-0.84) . p=0.0006) , 2417 1[#1% Retifanlimab £ CRAF THHZED
RENTZ(29.2 20 H vs 23.0 22 A L HR 0.70, p=0.027) , ZNHDFER AL LT, ILRTTF
+ /37043 /L +Retifanlimab f FRIESHT7- 0B BRI S L CALE ST bz, BAEXD,
BIBR AR RED i RIS 2 788 DALY E ¥ LR B TR LT, SEWHRIEAI T A TRHELE
Do



AINZIBIT DAL R bR DO PRSI, KK L UMD T 7a< 2930030 KHT oD Jr B
TORKBIEEARRBR O Ei I IR THS, BITOTE T U ADLLIIEENSD T —HDIMET
HY | EESIEFIFFE~D B E KD HID,

A

TIRIGIRUIEDFIRIEEL T, L PD-1 A THL=R N~ 7 BAIB L O LT r) X ~7
HANDARME (FEEIE 11~24%) ITOWTRICK THEM SIS TR 32) 33) 1S
L KREDOHART AL TIE—IGHR THL PD-1 HURZ R D56 13, WA DL A3
TSN TND, 72720 MR EG AR TIIALPVERE A T DRISRAGBAFR A THHZ L
(R EPLETHD,

— fToZl% Tzl HEAB 7L
FRHELE TS SR<HELET D | BRKHERET S | BE<HERE TS

CQ28D | 100% (22,722) 0% 0% 0% 0%

CQ28®@ 96%(22/23) 4%(1/23) 0% 0% 0%
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