144 5% %64 MABEFAESOBRRRD L

UtroflEE® BT 2, FFRICBVTIE,
UToEFIZERA L (BV-4-2) (GEHix%
aR).

(1) BEAKLEERXE—DRIEDLN
72 VEEB. :

(2) EHEHRB OB RO ATEIES].

(3) EREHRBNRBEHEIE L CESEIED
& iz WIER.

B v-4-1 EBHREORAEE
A:BEBHBEBIRIINLTWEEE,
POENBEORERE TEZHET S.
B:BEEHGRPMELTWAEA, BEHRB»Y
NEPolBEROBEEHRET & HEBENER
HOREFEITE2HETS. BAHROMER
WICERENHAHEE, RBOEVHHOT
B SENBEORERTE CERET 5.
(% 64 BABBHEESDR—LR—I P55 H)

BREVIES!

V-4-2
EEAGERERVPRA—YIRICED LN
2 VWEER.
BEA  BEBRE ORI OBEATE .
ERA  BAGRBNARESEE L CEREIRD
5N WEER.

AR

-16-

A 58 T %

SRR OEHHBIVE BRSO hREH 432
mm (mean = SD. 752 * 535 mm, &K 25.62
mm, #&/N164 mm) TH5HI LH 5, cut off
Exr4mmEREL, BAHRN (EE) B
FEEEAS 4 mm KO al (n = 10, mean
SD. 267 = 073 mm) & 4 mm B LD a2 (n
= 31, mean = SD. 909 + 525 mm) {ZKBIL
7z (RV-4-1). #RF (HRE, ARKY &
BRAE VU EES U UANERE, BIR
RE, ZEEmE& (INF), BROFE, &
JZ) L OB ®ET L7z, BEHLE X Mann—
Whitney’s U test, Fisher’s exact probability
test, Logrank test & F\ 7z,

pe

R IV. {ﬁ':i % p

(1) BEHRIARENRRXal, a2 WERT
BEERZRD (p =00005) (RV-4-1).

(2) ERTF L OBFRITEBE, WIRE, EE
AR BRESE REMERERX (INF), &
ROBE, BRIIBVTEAARMTRIAERRIZ
Boohhroi. L, VIAEHER (p
= 0010), V ¥ ¥EEE (p = 0042) ZBw
TRAEBEEZRD: ('RV-4-2).

(3) BFTER®EIT al B 1/10 (10%), a2 &
12/39 (419%) & a2 THETH o7z 54
FRICELTD al HAT889% TH A0 IZxL
a2 BETIE529% LK<, al BELEMIRD
b (J/V-4-3). '



4. KB al. a2 BOERHEZENREFT—BEEREOFE

& V-4-1 EBRHENZEHERM

al a2 Total  Median
Depth (mm) | 267 = 073 9.09 + 525 752 + 535 432
' (mean * S.D.)
xR V-4-2 REFHRF
' al a2 v p—value
Differentiation Well 1 (100%) 1 (32%)
Mod 6 (600%) 26 (838%) .
Por 1 (100%) 2 (65%) P~ %
Muc 2 (200%) 2 (65%)
Macroscopic type Type2 7 (700%) 29 (935%) .
Type3 3 (300%) 2 (65%) P =023
Size (cm) 54 = 22 51 16 p = 0560
Lymph node metastasis n (-) 6 (600%) 4 (129%)
n (+) 1 (100%) 8 (258%)
n, (+) 3.(300%) 10 (323%) R=0010
n; (+) 0 (00%) 9 (29.0%)
Lymphatic invasion ly, 0 (00%) 3 (9.7%)
ly, 8 (80.0%) 7 (226%)
ly, 2 (200%) 16 (516%) D=0042
ly, 0 (0.0%) 5 (161%)
Venous invasion Vo 2 (200%) 5 (161%)
vi 8 (800%) 18 (581%) - ,
v, 0 (00%) 7 (226%) P = 0259
Vs 0 (00%) 1 (32%)
INF o 1 (%) 2 (65%)
B 9 (%) 25 (806%) p = 0482
y 0 (00%) 4 (129%)
Well : Well differentiated adenocarinoma
Mod : Moderately differentiated adenocarinoma

Por : Poorly differentiated adenocarinoma

Muc : Mucinous adenocarinoma

(Mann—-Whitney’s U test)

RV-4-3 BRER £FX

al a2 p—value

Recurrence rate (%)
5-year survival (%)

100 419 p =0068"
889 529 p =0078*"

** . Logrank test

* . Fisher’s exact probability test
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V. E €&

1. PEAFELEDS2H?

KEFZBOETESBHOREZEN DD E LTI,
Dukes % 5 (Dukes A, B, C)? & TNM %

Y 2hh, MELOERNCECERLT

WA, BEAGRBNEEEMSE T, Dukes

B, pT3 . LTHY$FoTW3. THITHL,

MO TKBBIE R (B6HR) ¥ T,

BEA G RNEEEMI L, SRFEREEREZRE
% al, a2 EMAMIEL, RAILTWwE. 20K
Blidal - [P BERHGEEEI TR, 5
WELRREL TRV, a2 [BrHEzl
ATELRECEBRELTV S, MESFICR
BLTWRW] LERINTWED, EEREE
e 2HEELZXINIER STV,

B4 5 B EERIZE L COFEDEL I
Quirke 5 ¥ PHMEL TV B &) CYHEL %
& L7 circumferential resection margin (CRM)
IKDOWTOBRMIBLALTH ), EHRBED
b OEEENY ERFE L 2HmEILSRL, b
NbNDHAR) ZNEYTIE, SHEDATD
o7, | _

Cawthorn & ® (X4 B/ 2 FEEHE I BV
T, 4mm#% cut off & L, 4 mm RiGDIE
Bl 4 mmBEDOEFITIIHEDIT) HB5F
EEBFEBICARTHH EHEL T 5.

ZhizH L, Picon 5 ° BEAHEINEE%
perirectal fat invasion £ &¥ L, 3 mm % cut
off il L, 3 mmEz#HOES L 3 mm LD

TR % HBIRE LTV A7, EERICAEES

BOLVERELTNS. ,
F-ABTREFS " A, BABENEE
B % depth beyond mp (BAF, DMB) &3
¥ L, DMB 6 mm % cut off fEi& L, 6 mm %k
WORES & 6 mm LA EDRERTIE, BEFOIF
IMWSELFEEVFEAEICARTHY, DMB 6
mm U ERFEABRTFLHEEL TS, SH
ObhbhoiRiz, BEHBIEEERZ 4
mm % cut off fH& L, 4 mm KFHDES & 4
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mm P L OFERTIIHEEDIT ) DY) VI FHER
LY URERBIIBWTARICHB L TV,

2. EEHENSEES AT EOMESIC
DL1T

ARV EESE % € BAHE L - &L,
BB L7 3MEDATH B, ThLOMET,
HELOMESIZOVWTRRTWSHDIE—D
bBDONL ol FEH, bhbh AR
#L, WCOPDORMBERIZEZ Lz 7.

1) AHDRZFEDH?
BEOHEERE TR, #THEO%E, FHOD
WIBBYFT BRI X 0 B REI & JIlT S h 3L %
TUR5— MERL, REEBFNICKRELT
WABBRSKRETHLERDbNE. [KBER
FEG] (BT D OUMBREROR Y Hv
KREBREATWE LI, BREETHEIVDHD
Thhi2~4mmEBTLEATHILRIE
S5Thrhd L, EMEBICIHLTIEE
PYRE7L85— MERT LI L1, BEMI
HEEMICAES TR, L L, HkEN
KSUx—bw(ith47Ux—bw)$
TR ERICEEFMET 50 THNE,
BHE L RARICELRE2 2 ~4 mm BRTEE
L. 7U89— b e BB LTl Y 2 2 &%
ETh5b.

2) AY(CERICRIETEDDN?

), TAEREMEFRE LTV, &
Bflix RA T, L OBERBEFICERL

7. BIROSFEFETRERLEETHS. UT

ZRY 33ER (LT EES D 446%) %k
L7

(1) BEASERERFR—IRICED LR
w11 ES (LA FEED 149%) % Bt
L7-. BAEGRAI-IEAHBNORERI
FHoNEH, BEEEAEIRKBELTWEEART
Hb HEMRRKBEFEKOFRLERICR
[EE > HERE L RBBOBERLHET S ]
EREBLTHAHOT, RICEABHRBIREER
PRETEETHoTdD, NEPLBRIL .

(2) BAGRBOWMARIMOMBBAE D D 13



4. Kigal, 2 BOBRFBEEHRA—BEERFONE 147

| EEmE?
EHEEBOR

o
¢

a: Gk, HEBRAOESLEL TS 0HRE L 0P EREGERDOBRR
W OIS EE REERIOFLLOBLDIELALATLEY.
bk, PIEBICHFETAIRERRL, BRRMELENT 5.

B (ST EERD 176%) BRI L7
<EEHRBRVFRLTWEHE>
BEEHGRFHE L TWBEEE, BIRESTOE

EXSTIEETHY, HENDXI-+IFM %

HRETAHIEDVRBERIERH -7z (BV-4-

3). W V-4-3alZRT &2, HRIHES D

BAPRLTWAERTIE, BitkcEEL:

Be, HeRNOBRELEL VLIRS VHR
7 DEE TR O BIEMRME L O ITHIBTAHH
e, RACI-oTi, BREEHIOFELLO
FLHEHLRABIENTESL. HERBZIT
A3 554, B V-4-3b I1TRT & 9 ICHRILK
WZLTC, FEBICHELET ABERERL, BER
MEENTALENEDY, WEDAS—FFA
VRBESICRETEZWER bR

<BEEHR ORIV AHE 256>
HRWHERAOAHET, L IEISEESM
DOHRTHL, REBRTRTEAHETHIET
5 EHIKEAAICRBELTVSEE, R
FoTid, BREEHIOFLHOFLDLELR
LIENTE, WEAY—FIA4 VEESHITH
ETERVWERDN (FV-44).

(3) BAGRBIMRZEHIHIE L TERMEHRD

B V-4-4 EREEHEOZERS DAL ES
FEBTRTIEL, BAEBRTHICETH X
SIAEFMCEBELTW A4, BEERIO
FLQBLLLOLABILHNTES.

bRV D IER (BAFEESD 122%)
ZBALZ. AEKBEMESOFEEHIC
[EE, SEEREL-BEFOBELHET 5.
[BEAED SERHEDO LV Y NERE, #HIK
B, WEmEER, hCRBREE TR,
BERMICED W] LRBELTH 5.
Kinoshita & ¥ #5#4 L T\ % tumor deposit
7 ERASEOMEDHBIEEDOEVEWV) T
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148 5% %64 BABEMAEROHERRD S

L TCHAH. LAL, tumor deposit T < Tdh,

BELERIGEREFZDONT, BELTY
HEFANZED OB IINETH - 72,

UEto iz, #lg v 2»ORENET
bh, BEBENREEEZAEL, al, a2
I A2 Lk, BEBRIZBWIAEST
e, LEBEHICZLVWEEZZLORS. 2006
F£3RICHRE R [KBRIURWHH] (8
7H) P Tital, a2 EVIHEY RDIZTTITR
{7%Y, pAEWVIHIFWIZH > TEY, Dukes
SRR EOEBRMNZHELZIIBUVR LD
5. LaL, bhbho#@iEdban, FHhe
DOEENDH LU L, BREHBIVREREE L €
THIEE, FHREFELELTERTEZV. &
#, B¥EBERADOLHIILEEOD 2REEY
R THLENDH S,

VL & &

(1) BEHBNEEREER4 mm Z cut
off flEE LT, HEE al, a2 T HBMET L3
&, VUNHERLY I NEREBTEEELXR
oY AN

(2) BEHRNEEREERLZIET 256,

MEDOR Y — P54 v RRET S L EEkER
BEDHY, SHELRLUTEORTFLE
LEZ LRI

(3) T Tz [RBBERV B (8 7H)

Tital, a2t VWHIMYRDIZL%2THDY,

pA LV HFWVITR o TV B, EAHBENER
HEE IR ZT AR SR TRV, 5%,
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BN EEEROREHE: I T 5 & R,
ZBIEFICT, TOBKRHERICOVTHAT
RETH5.

X

1) Dukes CE: The classification of cancer of the rec-
tum. J Pathol 1932;35:323-332

2) Sobin LH, Wittenkind CH :International union
against cancer. TNM classification of malignant
tumors. 6th ed, 2002, John Wiley—Liss, New York

3 KGRWMAEXE: KBEBEBIRVRH (F6M).
1998, &RHMR, FHXE

4) Quirke P, Durdey P, Dixon MF, et al : Local recur-
rence of rectal adenocarcinoma due to inadequate
surgical resection. Histopathological study of lat-
eral tumour spread and surgical excision. Lancet
1986 : 2: 996-999

5) Cawthorn SJ], Parums DV, Gibbs NM, et al : Ex-
tent of mesorectal spread and involvement of lat-
eral resection margin as prognostic factors after

- surgery for rectal cancer. Lancet 1990;335:
1055-1059 _

6) Picon Al Moore HG, Sternberg SS, et al : Prognos-
tic significance of depth of gross or microscopic
perirectal fat invasion in T3 NO MO rectal cancers
following sharp mesorectal excision and no adju-
vant therapy. Int J Colorectal Dis 2003 ; 18: 487-
492

7) =ZRFiEE, HOBZER, LEEHE, i THER
(Rb) #E pT3EFIC BT A FHEBRERFICEAT S
BE—RCHBNEEESICER LT BHEAS
i 2005;38:1-6

8) Kinoshita H, Watanabe T, Yanagisawa A, et al:
Pathological changes of advanced lower-rectal
cancer by preoperative radiotherapy. Hepatogas-
troenterology 2004 ; 51 :1362-1366

9) KEEMALSE: KBEBIREBRVREY (BT7THR).

| 2006, SEHRR, BR

FEOEE S 64 EABBHES (200651 A,
HE) (cBOTREL.




o

* 2o K L s ]

40 AR, BEIRAR A S % 2cm DB HTREIC
FHRETHEHMIHLT, $TICARTESD (N
HRBREIE T BRBER) M dhTwna, KA
DFER “SM massive, ﬁﬁﬁﬁb‘%ﬁﬁ‘/‘” D7
b, SENECEMIRE %o 7. HEBNII,

Rb, Is, 20mm, cSM, cNO, cHO, cP0, cMO,
cStagel TH 5.

T

AT, ERHA & BIBE2 om O ESD %

kBN CHECIR, WETHZ LR
BTHbY, P SERTICHRGTOR,

W& 5 WALFHER S SR (partial ISR)
L7z E72Y YEB#EIRSM, NOETSH D,
FHID2ERE, HAEHEREL L.

D2 ¥iE T Y BT IEHEIE (00:23) & L 7.

JERERNEZELEZL. A7 7o—F2FERAlE L
Tw3 (00:33). MA (THHEEBIR) % &k
L TLCA (ZE%EB%QME&) ZHERL, TOXREM
TSRA (LHEBEIR) %R0k (00:56). [
LAV TIMY (TS RIBEERIR) 2 08T 5 (01:
09). RILFIM &I 2 TIRIZESREB 2 RE
THEOCHBHBEIABELER YR TS
(01:32). | S
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................ 0006000000 000000090000000008008R003000R0000000sRRIY

BORBIEVED TME (LEBREER)
DBTOEBHEL R L T2, FTIBED"
FIEED> S BA%E (01:41). ART7 Tu—F OBRD
BEETHEOB*ERCER L L THEAE
%, EETHEMEYEETS. S5ICERESR
RS A, ABEEOBRESBE LAV X
S B OBEIEET 5. BESERTLAS
POOMMET 4 VE—REE, BEEZEHL
(02:35), & 52 Denonvillier IR Z #EZT 5
(03:14). DBROHBIETIZE ) LTHRHCH

 FROEIEGOBRFEGITLI NSV,

E1BFEIY TR -0 L) ITBEEETHR
ExfFoTwa (03:31). EBHESOBRER
CILPIEE AR S D, HRBELSLIC b, BIRE,
AR, BRELSABCEBRMBLTN . B
ERAFRITER2XTERMTYES 2
(04:50). EH%HME THHSCHBET 2 LB
BEBGHELEND (07:11). ZOBRLE
ERIEE L TV 5%, SEIIILFHRME TR
3% LigaSure™ 2 iWTHIEE L7z (07:27). &

- U 7ZALFI 4885 2 E R B TR A 2 SR IS E

POHBET S, HHRLRLHMLRTCA, £
& % IZLigaSure™ THRLEE L 7= (07:42, 07:46).
COBEICT Y, ILMHBREONILFERG A
CIREEBH ISP TOHBENA L — X%
5. W%IZ, Denonvillier FENIERTH HER
RIBEDGIBEZ W RAICATH %, WEBICHMML R
TR KIS EEEIC RS (08:03). ORI
T, BERLIV v T REDT—F V7%

ZL, BEROHMEN TG THE L EHERT 2.
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DVD#ZES

BENRFEOTESHHD

---------------------------------------------------------------------

EI I ST HEE S R, MRS T
S ILFIE A IS Bl LTV 5 & & AR

hn (08:16). F7:#F Tix, BEMBIBE
Eh, IIMEHPEHRLTVWS (08:41).

h3 (09:13). ﬁ(’ﬁ*liiﬁ@implahtatjon LB |

RBRDFB & L TEBARKE B CRENC
BELTWnE, 7, IBES 1 OWEKRBRICE
FAATY—F 7 (09:24). 6 B CTHRE, *5
FETRE, kit & 2 2 AL FIE# 5 % 2
ML U0REL (09:33), SHILPHERSSHITE
B, RILMEOH 2SO TEBERATM
+5 (09:48). BBV RCHEBEETIL
NS, RAEWGHOMES2HAL,

LigaSure™ THHF LD o THYZHED 2

(10:00). EHIZZOHBEZ B I D> TH
%35 (10:20).
SEERNEDORIE

.....................................................................

BEROBFOMBFEETH L. BE 6
BOREI RO EST, BEIREERSLE
BDH 72 (08:55) ([CFHEHA LKA
Y &T, SHLPIEHHRE S b B RAOH
BEBGHEICE LU 4 SR 2D,
O, 28, 10KICE»o T OMERTY
EiF3. PEORMEREBNESTHE. L
LR, Y OBEEORLEE Miles F47 & F
BRICEH TR %L, ERZRBTLIETIC2D
DIHENFAET 5. OYRMER % %5 25K
L, BLPISMCE] & LT SR OMBER 1T

@ 136
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5. QEBIRENTET, OREMBLIHIC
Y D28 L 100 ZHRET 5. Miles FHITRE
BORE - 5laHLRESTH D%, WILME
RHGIRAT (ISR) TREY EBHELEL)
DPEVERIR, LSRR CERTIX, 0%
FEETHS. ZTCREFATRIUTOLS
2, OOEBRETOIIC, OREZHEETSH
ERER LI

FELRE G A~ & B | 72 Denonvillier 51 0 % %6
MEBICErNBFOFHE BRI, LM
SEGEAWELTORTERALEET 2
(10:28). 6BFICBIT 2 BERAN L ORBIXAS T
H5 (10:47). ZORBEEF»LBMHIH
o THHLPIER 4 b LIS RI T b £V T
% (11:04). ZOBSEEAOBFEOERES
0:.16?1'7:/7—- b2 varvBEYTHY,
BIRIZ20 L 10BED5R 5. 205 208 (11:26).
0B 2408 (11:35). AETH, EB% AP

R - BIE LT BLBERL, in sinTO

ERORATETH ), EBEESIPILM
BIHCEBICOERATHS (12:03). B,

'tM@%kSﬁﬁ%%ﬁﬁML%ﬁ(mmm

L, P&, 3-0Vieryl® TEE~YY PL R
Bed % 88HT o 1 IR EIRES % 5B L TR 20
~248tE LT3 (12:29). MEHIZALFIAE
By 2h (12:42), KECHBELTHL. BB
% F\7-—i) 7 diverting stoma % 35k L, BiRE
A LEREIU®ELFL— V2 250 EBL
TEHERTT S (12:51).

PBRES T, ESDEBEAOIFMMIIZ»
Yy Y ZHRENTEY, AW (EETHELS
RLFIBIEDBES ¥ COBERE) 12 15cm (13:01).

RAERIZ BT CH I4RE IR K6 A%

2, X b - 2T A FETHS.



@ EREECDOVT HTFEMNEOIETF VALHFEER

@ 1 t%ﬁ,i l._:) (,\'t T if-ﬁ'_; -
ﬁ?#ﬂ%@:t Ztﬁzggf

sl i

ﬁﬂﬁﬁﬁfh%i’ X Zd(&ﬁ BILEN A K54 VEAIZ, 20054 4 ABAET, BRICBLTHE
FRERFINARIEFOLICHIEL VA VAR L, Z0%, FFENEEETHEIANVX
<7 (T/RRFV® 12007 5 6 BicEAEE) ® cetuximab (Erbitux ® ) 0 EREZEI TR
BHTHb. Zh5SOFBAEMOEKRRREEFOK, BEOKREOBEI > TRERT 30
5 FREEIEREITE, PUARESR P small molecule DEERVEEFN 2, LWIN bBAME
DRFEIBIR LS FAEINE LTEOBIBERET 5 - Sk D, WBHMERET 5 /e
2H LT3, FE, £ OBNSFRERSN, ZOBELEET ZHEPLEMEIEIE
S, B AR R I B U C SN O AR T £ I0H Y 3 Ll WEARE T VEGE
(vascular endothelial growth factor) KX 3 2HETH 2NNV X< 7, ERMAREHER T
" EGF &% (epidermal growth factor receptor) 1Zxt3 % Hifk cetuximab O 2 FlH3ER KRG F
) —FLUT&7,

8 W B R F I E

1 NNV T (PIN2AFU®) A
2007 4 4 A 18 HEMNAEEh, 6 H 8 BEMRBS NIz~ Y X2 T (FHARFL®) 2o
W A B, |
RECEOWIERKBRAES (R 1) TR, —KAETOIETS 5 NO16966 348" (FOL-
FOX4 % 7213 XELOX +/—~/8Y X2 7), AVF2107g BB&? (FL +/—_RAY X2 7), &
LU AVF2192g S8 (5-FU/LV +/—<AY X< 7) V0 35BRE, “RIEHTOFETH 5
E3200 A8 (FOLFOX4 +/— &Abzvfm@%énfwé WTHh RNV X2 TOKE
BB B MBS £ BRI T 3 BE S ERRBRRETH 5. NO16966 RT3, PFS i
BOTHEBIR AN Y X2 7 B AEAEA T2 (9.36 vs 8.02 H, P = 0.0023)45, ASCO2007 iz
BOTHES d’LtEﬁEHFﬁ’C(i 58 230 kLﬁ@EE 7)>’C%tx Hote (21.3vs19.9H, P=
0.0769) : |
T ORBLS T, AVF2107g BB, AFERIRSFIRIEI 20.37 vs 15.80 A, P < 0.0001 &
HEICHFERAE (, AVF2192¢ SERT b AR, EFLIRIFRMEIZ 1656 vs 1324 A, P =
0.00042 EH I HEFIBENEL TS - 720 E3200 KBTI, EFHRIARMER 13.0 vs 10.8

124
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O L%FEEICONT HFENEDIETF UV RAEFESR

H, P=0.0012 t “RIEETCOLHHEBVBFLURETH -7, ULX D, EHOKBEIZNT
BERENBUI A VEMBE UEHBRRIEBNT, NV X 7HABOEMMENREL
7ol s, BRERBEL -, LHLENS, CZOBENIKBOTERBINIIZERI, 5-
FU/ILV & OfF % 1 855 JO18157 RER D 18 #l &, FOLFOX4 & DHFHIC & 2 ReHRER
JO18158 K& D 14 6] CRiG#EH, BAEFI=aL) D R2HTH 3, ZoOHHRE (BERTE
%) 12 2,500 FIOAEAIEALKMEE LTEE ST ST 3,

BE, SEOEZBIITIIER SN THR LD, mFOLFOX6 & 0fFfA%I%i1ZEI LT TREE2
HBR O MEINTED, ABRKEGUESTIN TS (R2),

AHFIZ, LRBERNFARORIINIBELV DA v EOHRABHERIN TS0, RERIC
RBREWVERNLEESERBBRT I LD Y, EEEVEENLETH S, O BILEZFL,

&1 ANIXYT (Bev) DESRKRAERME

,fmﬁ% R &%a , E_FS,(M),: 08 ;M,).: ,/\F:JFcS/gstt | ‘PE_“"
NO16966 . | FOLFOX4/XELOX + 7St K 8.02 19.9 0.83 (PFS) | 0.0023 (PFS)
FOLFOX4/XELOX + Bev 9.36 21.3 0.89 (0S) | 0.0769 (OS)
AVF2107g | IFL +7'StK 6.28 15.80 0.577 < 0.0001
: IFL + Bev 10.58 20.37 0.714 < 0.0001
AVF2192g | 5-FUILV + T StiR 5.52 13.24 0.496 0.0002
5-FU/LV + Bev 9.17 © 16.56 0.766 0.0942
E3200 FOLFOX4 = 45 10.8 0.518 < 0.0001
FOLFOX4 + Bev 7.5 13.0 0.751 0.0012
%2 TREE1 $4LU TREE2 SER DS ,
 TREE1 .. B TREE2
mroLroxs | broL | capeoy | MTOOM | 0L | Copeox
_'ﬁﬁuéﬁ SO 49 50 71 70 72
CERE (%) 43 22 52 34 46
CTemTE G | svee 6.9/49 | 5944 9.9/5.8 8.5/5.3 | 10.3/5.5
| MST (B) | 192 17.9 28.0 20.7 27.0
MST (3 BT« ) 18.2 24.4
125
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® {EBEXICOVT HFENEOIET Y ALHEER

K3 ANVAXARTOHEEER

LB (GOMD) © | 103 | 8RO | 20 | 50D
BEEEEE 0 | 928 | 5313 | 560 | 000
BmEEHD . | 7D | 1862 | 560 | - 1GD
BIRMISESTE (G3LE) | 515 | 1364 | 960 | 330
BARMISEISIE (G3 L) | 32(94) | 60(163) | 8(8.0) 10 (3.4)
ANEGILE) | 1162 | 9028 | 150150 | 1862
270- VRS 309 | 308 | 100 | 201
EERGILLE S | o
SomEsFe GIME) | 1029 | 400 | 220 | 000

@ EEMEELn, @ BIRNRERE, $IRORERE, @ SMEMKE BLEs ) —¥,
- ® W% EERMELERE, ®vav?y, T+74 5% —fER, infusion reaction & &
C BHFICBEETH S, AFOBRERICR, COIIBEEREFEEENRETIILETHICE
&, FRCHAL, BRELBTELERSS (R3)o |
O HILEET |

HILEEFIL, BHEFREHBRICBNT, 7TAXFU° GABCEHETCRET 5 R
S, DS BICICE - e FIAERE S N T 5o MLEETLORERIE 16% (11/708 £1) &
WEINTNSE, 20D, BEOEBEBHIPEENOXEEZSHLTHEHTE, 5D
BEEE IS 5 AEND 5, REBPEI—EOBEMIZED ShT, REHLRR, KBS
% EDEEERICER LT, HIMLEEAoTERE2ECS W TREP SBEICHET 3 2
LHEELN D, BB, BEEESLTS, EENLETLRET S ENRESAT
BY, BILERESTOLLSEV>TRELBWLDIITREL,
BILEEAODESHEE L BaIcE, T/AXF O #EEdIEL, SENL, B
BOMETH B, BEFRBLELEAITE, RAOERBED SAIGERIEES 5 Ak
e, BAFLERC L, NRAMEEALHRTI L baY, EESRESSETS 2,
1 E, ERHRBEESEHRE U HREAREHENE BRITE #8B) T3, FEREHEY
BEE TRF L BEN L AUNCKEY » 1 A—RELEH L BE, HREsHRE
EAEELRBET, FLOBRESET LR L LBESNTNS, |
BUBREEED - 0 SEHER, AIUB, WEENLCHEEShTE Y, BRRRTIA
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uFM (B, R, £5MBEN S T, BSUREHS Fif, BEEFRE L) 220
7o BERHE 28 BUBICRERTTS S EBMBERIN TV, BAFRBELEBMLN, T
BIRD, FFRE LA NFRIZ 28 BUEOMBARRT 2 2 EXBB SN TS, BE, F
DEIRA T — 7T IVR— POLHO/NFHICE LT, HEBBTFES THILA &M hid,
BEBETEEEEL SNT 5, BHERRR TOSBHIEE & 5 Grade 3 M L0 &HHE
$ARE 3 4.5% (19/416 B1) TH 3, '
O EEEELm |

EAEERAB S X ARG 600, ERSESEEEM AR 5 NIECIE - 1 filh
MESNhTNB, oI, NEBLEETAHHBEEE CREMEZDTEY, BEARTI
NEBEETIBRERIBRAIATHE, 2071, REBEFTOT/NZXF® ORHINY =
o OFERFATH 5, BRTH, WEBEFZEIZE, NEBE ORI TIEEEFL,
EROFELHRT 5 BENS B, | |
—%, BRECEBES S CEBMEHMEAE T AEM TR, kN, Tl BNKEER
HIEFEITRTARF O (CBET 3 HMAERE:, BEBIEYANEE LUBHETS, R
I, BRECHBIEEES S OMBEORENTY SNIBA IR, MER, MHMT & 2R,
WEERIEE LCLHBBETH S, CNSOERBHEBULBEITITAZF L@ Oof513
kg 3, '

¥ 72, RERERCE N 3 HEROE <, 20 ~ 509612 5h, £ <13 Grade 1 DBHMTH D,
HEREICTHETE LD TH-Teo THUNTIIEABMPEHM &2 54, HEANKA
FILFEDT N F V® OBBEERIRETH » 70
. EMSEERRETO Grade 3 LD LI 4.8% (34/708 B1) TH » 720

© BIRMmILERE

BRI ERIES, BHERRRTIET ATV SRS THERCRESATS
D, BEFGWESN T3, BIRMBREREICIE, MOSRE —BHEMENTRIE O5E
%, WO, MEM, WMEENSEN, B b BEIN TS, BEMEHE 178
ETOREEENEL, TOROBREHMPOREZNESIIE-BULHTTH -1, THbL B,
FARF O HELMTO & OB ETORET 2SS D, B0 SRIEEO R B
THALBENLETH 5, BIRMRERTE D, BAEERRCTEROMERTEIC X DFETIC
E-BBHRESIN TS, T/AXF U® ABICRESEESGENC L, —RICED - BEBE
BETRIRMLEREOREEENS O LE2EET 3L, KAMAICLD, SIRMQERE
DREY X7 IS ERTHREGEZ SN 5, BERPICOLTR, BARBRKECIIESH
G 6 7 BRTE, BEURE 10~ 15 @RE, %703 RERSE 5000 mg HETREY 27 2
BHBIEBRENTL B,
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@ LHERICDOVT SFEMNEOILT VALFEER

E IS O BSSR B O AT T, Grade 3 Ll EOBIIRR MM - BRAEIBET 2 HEFR
12 7.89% (55/708 ) T, 1 %L EOREEOESIE, KM (3.0%), LEEE (1.7%), Ml
E5E (1.1%), M998 (1.0%) TH -7, ‘

2004 4£ 8 A, 20054E 1 HiZi3 FDA #» 5 Dear Doctor Letter (DDL) % # 5 iRfI XE D YET
BEBEOLTVSE, Jhizid, 7TAZXF° offfickd, MOEESE, OHEE —BHE
M3l PoER COBERBRMBEREOEERN LR L, BEHEFEYLETHY, BRK
HF MR EREDCHE, 65 RULOERE, THXAF /P BEDIHFTH > LDEEMN
REIhTn3,

MRERECRE, FREREEERTORETE, VX7 FELET, REEHD
ABLHNT 5 EBETH B, 27, THARF O BEHITINSOBRHRE LIBE
KRESBIESETIEL, BYUCHIET 32 EHBETS 5,

O BEmEEhE, SnEEs Y-+

BIEERNGE, BIEE ) -+, BHEERR BN TIRE I RESRER S h, FETH
bATNTNE L &b SEBBLETH 5, BIEEEDIBAITI, R RBER (1L
Y LRHHE, TUUAT Uy ERBRBSER, AEWH, FURK, $&) kb, MEDQT
Y b O LAY, BIERORERLTARF VO BEEFIHBETIE, BERKL & ORREY
I & D EYNICIE T ¥ b m— L ETY, KSR DERNEAERL, W
BB DENS 5, Bl CELERECENERY U — 22T 5 EFALBMESINT
B, TARF U BEREEBYLLEBHBETS 5, BANOEIKRBREE TR, T/
F® EEF D 30.2% (214/708 F) R oSHOMEEFRFAERMENRED SN, D5H
Grade 3 LI L O#F X 16.5% (117/708 #) TH - 72, Grade 4 DRME 7 V — ¥ xS EREKE
BT 4 GIOBEND B, BATREICBOT, BMERKED 4PlORELHY, 2HTEEL
T b, S CERE 59 ~ 165, 3FIOBMEDCEE, 1 FlIBEFMREDEBET,
BEOEEOSHEND 720 Ehs, SMECHT2HERE BRELRITLENS 5,
O TR R ENEREIZEE (reversible posterior leukoencephalopathy syndrome : RPLS)

RPLS i3, MRS S & CBABARBII BV TRESh TV ARLEEERTH S
(0.1%k 7). EEPRFERZIEEL & OFlE, T, RHRBEL, HERE REELLOER
BIUKBERES D, BIEEAES BEEEDNVBANS 5, BERIIRT X7 0 &5
%16 RS L ETH B, BRBESHTHRENTELOT, MRIEGBHIC & 2 REEZH
BHETH 5, RPLS l:")’C i3, 2006 4E 9 HickEizB W T DDL BRITEh, BEMNEMX
NIEEREIT PN TV B, 20064 2 ABEET, BUFRERE 461 (5 bt 34D, Bl 351 (F
~NTHHE), AHEROEETE LGS T8 (5 5K S F) BHBE LT3,
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6] / 3vY, 7374 7% —HIEK, infusion reaction

EHS, TREE OEFE WEREL SR, 7ARFU° BEMEeURE) Jo—7F
WK THY, BERILF v+ A = —XNLRY—RBEFREANTNA L, BLXUERSY S
yﬁ%ﬁﬁ@&%%va&—bﬁ&%ﬁ&fhé:&ﬁ%@bTW5oﬁﬂ%ﬁi%ﬁu3
%k, BREMGIZ02%ETHMENT NG, 7TH745FV—RIBELTHREShALHIL, &
67500 Bl THITH B, BERIIC, TAUMBZELBREFOTHRBENLETHD, REICE
LT, Yav?Z, 774 5%V —BERTECBEBLBOEMERITREMBETO C
EDED SN B, BEBEEVRIE LcBEIE, BbkbErPikl, EYEk(zEx7Y Y,
 BIBEEZT oA N, Sl X% 3 UH) FoBYEICHBETH B,

© E8kK

EARONBENEC ENMEShTED, 7AZ%/®&5%@¢HREE%%%Wk&§T
B EHED 5N, BRNSOBEKARRE T 32.6% (231/708 ) OREHETH D, 173
- BliE Grade 1 T& » 2o #94Tid Grade 4( 7 0 — CHEBRED OEF L MES N T 5, Bl
FROBETHE, EARORBENLFTI 055, BABRRBIETR, BAROR
HEBNEORT, BIUBNEEOEELBARORBOMI, MEENTRSATH S,
| EEOR5THE, FOLFOX BN & EOMMAMELD, KRS, NS K
BEERELFDLNEOT, ThoEROMMBARIET NZAF U L2 EEEREZEML
T,ﬁﬂﬁﬁﬁ?%:&ﬁi%f%éo | |

2. PIN2AF® UAOFIR VEGF BEES

VEGF ©% 7%t (VEGFR)I< i VEGFR-1(Flt-1), VEGFR-2(KDR/Flk-1), VEGFR-3(Flt-
O ODIBENDD, hSOHEL, M/MREKEEER 254 (PDGFR) % GIST 72 & T
FIRR T B kit LBBH LT3, VEGFR1,-2, -3, PDGFR, ckit £#1% 5 PTK/ZK (va-
talanib) i¥, multi-target VEGFR FE# & L TR SN T3, KBEEOHEEHES %G5
1z FOLFOX4 i PTK/ZK %8t/ L7 CONFIRM-1 R8T, E%%, EEELFEHMIcE
R IAP » 7o, Ty MRIFTIE LDH O\ PTK/ZK B TRIFUEELNE > hice §
JEBEH T BREFIE %5 & Uiz CONFIRM-2 SERBAE 03 2006 4 ASCO THE S hic s, £
129 CONFIRM-1 E#, LDH OBWEO 4 TEGPROEEARTICEE > TIN5, 4%b
VEGF 2888 & L1 SR 0BT N 528, FRBFEOFBRROSR ST, KTTHT /1R
%/®&@E%ﬂ%%ﬁbf%ﬁ%%%ﬁ?%%mﬁéo

1. EHERT SR EE

1. cetuximab (Erbitux®)
LR ERF %% EGFR (epidermal growth factor receptor) 1Z%t3 3<% 7 Z- £ M ¥ 4
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%4 BOND &HE

- 229% - 10.8%

C75~201 | s7~184,
 55% 32.4% 0.0001
486~622 289~ 420
41 HA 15H8 < 0.0001
(XER 9 K WIERL)

SHJo— HETH 3 cetuximab (erbitux® ) iE, 1V /54 /TF‘I&j{Bﬁ X9 B R
B AE (BOND BB ¥ MEERMAE RISV THRESN TN S (F4),

EGFRBH#TA Y J 7% Y RISHIC % LT cetuximab BB & cetuximab +4 Y /574 &
BRBE BT 2B TH 0, B3 (11 vs 23%) LEHEMM (1L5vs 4.1 4 H) TOHMAR
OEMHEIIRIEE e, 2EFHRATRERTIMI 1, 3‘:*&%*?%@ FASHETH
% 7= infusion reaction A58 ohd &, KEURDOKE, MOKE, MERE &hE &
nTH3,

E 5T, Saltz 51 A Y J FA VRO YIRAEBRER - EEE T4 F1E2 MR, cetuxi-
mab + NNV X TEAY ) ThH UHABEEEER L7 (BOND2 3ER), cetuximab + /Ny
X< 7 (CB) B /cetuximab + /¥ X< 7+ CPT-11 (CBI) B#oEHLiIZhEh, 23%,
38%, MEMELEMMIZ68 7 H, 85 WALV I HRT, "AYZXTTIEAY )T A VRREH
Xt U, cetuximab BFIF 7213 cetuximab/ AV /) 7 A VHAHOBFHELZED 2, BAERN
VX TR L, CB/CBI#OFAEOKREMIIEh T35 (BOND3 RER),

FIWTRIGEUBE THRET S TV 7 cetuximab O #JEEEIC B3 25 B3, IFL, CPT-11
+ AIO L ¥ X », FOLFIRI, FOLFOX, FUFOX L D#AFEEOETHAR THREI L TH
%o 15T & FOLFOX4 & cetuximab OHFB#ELETH 5 ACROBATHER O Tid, EXR 81%,
EEATIAR 123 7 B, ¥R USIRTETS - BB EOUIR 9 FITHIEL M2 H E,
JEE ICBIFERESEREG E N, £/, FOLFIRI/FOLFOX % cetuximab @ 4 B0 HEE 1V
D PR A 2006 & ASCO TR &4, cetuximab &V 1 W U TRHRIB 52 : 2K L HRIE
?’L’Cb\f:o

1, —EW'E‘%& LT, CRYSTAL & (FOLFIRI * cetuximab) 25, —&i&# & L T FOL-
FOX T&ﬁ%l:)‘@f?% EPIC #& (CPT-11 =+ cetuximab) #5, #17: 5—F-U, CPT-11 BXUA F
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- &S5 cetuxnmab ﬁﬁi@ﬁﬂ% m ’Fﬂﬁﬁ'ﬁﬁfﬁ
~stage’ | UBMERNG o[ BB | il LYY

cetuximab
) vs .
2289 FOLFOX EEIZ N xer
CALGB 80405
_ (fERIEERE D) FOLFIRI . VS _
Tst line cetuximab +
NXN\vae”r
CRYSTAL. 1080 FOLFIRI £ cetuximab
(EMR-013) PFS positive PFS : Jan.10, 07
PIC (BMS-006 T-11 *+ cetuxi
ond lined EPIC ( ) 1300 CPT cetuximab
0OS, PFS/RR positive PFS/RR : Nov.6, 06
BMS-025 » BSC * cetuximab
572
Refractory 0Ss positive OS : Nov.6,06

BV TSF T RTUTARIGERERITXF LT NCIC-CO.17 i48 (best supportive care vs cetuxi-
mab) %%, #FFHBVEETLTVE, 2055, NCIC-CO.1TRRTH, SEEMMIE
T cetuximab BEMERICBN TV EDT LAY ) — 2512006 4E 11 BiciE s hi (85),
A%, CHhoDBARRBRBELRIT, FFENEREOMHAREL ENEBED 20 RH
BREBEE TR EhBZ &L 3,
2. ABX-EGF (panitumumab)
554t A EGFR 5k T 3 ABX-EGF (panitumumab) i, ¥ X SHETH 3 cetuki—
mab iIZH-X, infusion reaction f&‘&f‘ﬂ)‘ﬁ$$%0)*}ﬁf*bf9‘fi WEHREINhTINE, CPT-11 %
KO FHY TS5 F VIIARIBER DFHBIGEEDST VKBEERE % XRIT, panitumumab
B & BSC Lo lbBHBRNITOO, ﬁﬁ%&ﬁ,ﬁﬁ fIIZ 84U T panitumumab EH T2 12,

I AT 2 EHE & ABERR

INOFFIEMEREEISFULLY, AV /)Fhy, AFHYTSFUIEL, $L40%
FEUTREUVHABBFHINTOEY, BE, Z0EFNBOEMIE EMKEICE LN TIIAS
BB ET > T 5, GEFE 2 A ABHOERBBRANY X 7HET2H M, cetuximab
PRTITHFVECSERDR, H4OEFOH35T, HEEHEELTIDOL S WERI Y
Fo—VEEREBRE LR %%mﬁ?%%ﬁ@ﬁ%&m;im%HAﬂéﬁ,:yty#
REBEET Bo | |

mFOLFOX6 + NNy X< THAREOXHEEHE L, 2EE TILBET 5(XR6). F
R THBEEREE 1LTm OBRELETFTNVICHET 5 &, mFOLFOX6 0 AT 1 B 5EH
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R 6 mMFOLFOX6 + "N\ XAV ICBYT HRHBHE

J-LV (PAYRUY®) (25) 1V 3383/

FEHUTSF (100 V . 74087
SFUSE (250 1A o L ’46,1_'F3
TSROV (AU E @A | 76308
FEYAIVY FEY-ROE@ 1A | 128

’\/YJI?Y (7/V29"J°) 7x (100) / (400) 1A 50,291/1_91.299 A

DR — BB 108,000 3

170 cm 65 kg BSA 1.7 mFOLFOX6 + /1Y XP T DB D 1 BIRSH

5/10 mg

4750mg | 325mg 140mg | 325650 mg

1A+1V | 19A 13V 2V | 1(400) 11 + 3V (100)
7,753 8,759 43,979 148,174 191,299/342,172

mFOLFOX6 : 208,665 3 +~N\/\3A¥ 75 rﬁg 399964 1 +/\/VZ/ X7 10 mg : 550,837 A

%13 208,665 F,. 5mg/kg DT/ SRF L® BEAITIE 191,299 MAsiEN& h, &5 399,964 &
WHHOEHEET 3, 2BBOKRETHY, AOFHOKMNELL 3, ILAE, HHER
T3AABKEREN AL LORBBEHNESS N BN, BEEALLE->TH, LK
E-Th, Eﬁ%mgkmﬁmrma EREECTVEETH B, BARBEEST 5 BE
BADOFRD A THEEOFMEITD T LOoFTYHIE, S4B THICERLTITNE, Eﬁéw
®A7/Z%%b#@ﬂh%ﬁkif%fh%&%iéﬂéo

Epias, FRICBT BEHE

BETTO, REBUBAFICEL TORREB L UEZDHE @&%%MTkiébto

EEFEHEOREAFEEAMERTSB T LFoh RS> 5, KIGEICEET SR
BRI, AFHYTSFY (V7T y M S 100 mg) 20054 3 A 18 A&, RNV
<7 (FNZRF ® SFESA 100 mg, 400 mg) 20074 4 A 18 B?E%Jo cetuximab (FHzEH)
D3FITH B, B2 HOERBHEIGIER, [HREIRFRELEST - BROKE - BEE] TH 5.
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2007 6 HORHEFR TS, ChUAOERRBH I T RL, SBRFI N2 HZICHE
LT, BATOENHFARICL VBERNESZ LRI L BEREEE TENREERTbLAS
ENFEINTHS,

CNSPAOHE TR, BNTARO 2 OBSIEEH 7Y 5 £V, 20064 3 A k518
R B AR A I & LT, B2 X-ACT RBRZTICHEE LT 5, 100% £ MLt EGFR
T/ 7 0—FIPETSH 5 ABX-EGF (panitumumab) 2%, ERBEERRRGTTH 3,

E AR PR IS COREEE & 3158

LIBT, BB AR SN TR T2 ORI EAE R S N T & 28, EASEE,
T¥, FREOBHICLD, BETEE OBBERBAFBENCERATE S L5101 - 72,
L Liahs, REERBD, BNERTORRINEEAETWRET, —REKRES CER
EBBT A0 YRV EBRI LI B, RROTIREHE CRLMBMANLL T b,
BRI B 3 ERMEEARNIL, BADOEE I ERELL, LVBELERE, S, ERITHEL
THREEHT, RELOXAPRELVS>THET, BRRBRMERS N5 EHIED H5a T
ho, COBBICEBNT, FRGFRITEN, BEECLIZEEHOSEORLU BT
THILIRLD, G CHRIAREERBSICBES L ENTMRELEL DN, BB
THRONLZMONIERAZTITUL, IV —BRILLAEZETOHFREEEOETRINHETH
5, ' '

BEREE T, FREAOSMETSICERL, SANERBARICRETS 2 BERICE
ThoERT A &k D, IGEBBEEMESEE3ENNBEILL > TS, HFBIRLTEE
DETIHHE D, BEIAEREL LS @70 & bBETH B, LB ICHFEEEL 5
B, KBBEZITRAOBELRMET 52 LIt ouNB LHIET 5,

(BE %)
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Abdominal Sacral Resection for Posterior Pelvic Recurrence
of Rectal Carcinoma: Analyses of Prognostic Factors and
Recurrence Patterns

Takayuki Akasu, MD, Takashi Yamaguchi, MD, Yoshiya Fujimoto, MD,
Seiji Ishiguro, MD, Seiichiro Yamamoto, MD, Shin Fujita, MD, and Y oshihiro Moriya, MD

Colorectal Surgery Division, National Cancer Center Hospital, 5-1-1, Tsukiji, Chuo-ku, Tokyo, 104-0045, Japan '

Background: Local recurrence of rectal cancer presents challenging problems. Although

abdominal sacral resection (ASR) provides pain control, survival prolongation, and possibly
cure, reported morbidity and mortality are still high, and survival is still low. Thus, appro-
priate patient selection and adjuvant therapy based on prognostic factors and recurrence
patterns are necessary. The purpose of this study was to evaluate the results of ASR for
posterior pelvic recurrence of rectal carcinoma and to analyze prognostic factors and recur-
Tence patterns.

Methods: Forty-four patients underwent ASR for curative intent in 40 and palliative intent
in 4 cases. All but one could be followed up completely. Multivariate analyses of factors
influencing survival and positive surgical margins were conducted.

Results: Morbidity and mortality were 61% and 2%, respectively. Overall 5-year survival
was 34%. The Cox regression model revealed a positive resection margin (hazard ratio, 10
[95% confidence interval, 3.8-28]), a local disease—free interval of < 12 months (4.2 [1.8-9.8]),
and pain radiating to the buttock or further (4.2 [1.6-11]) to be independently associated with
poor survival. The logistic regression model showed that macroscopic muitiple expanding or
diffuse infiltrating growths were independently associated with a positive margin (7.5 [1.4-40)).
Of the patients with recurrence, 56% had failures confined locally or to the lung.

Conclusions: ASR is beneficial to selected patients in terms of survival. To select patients,
evaluation of the resection margin, the local disease—free interval, pain extent, and macro-
scopic growth pattern is important. To improve survival, adjuvant treatment should be aimed
at local and lung recurrences. ‘

Key Words: Therapy—Surgery—Rectal cancer—Local recurrence—Recurrence—Prognostic
factor.

Posterior pelvic recurrence'™ (PPR) of rectal car-
cinoma, which involves the sacrum and/or sacral
nerves, presents challenging clinical problems. It may

cause sacral nerve pain, perineal ulcers, fistula for- .

mation, bleeding, bowel and/or urinary tract
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obstruction, sepsis, and, finally, death.* These con-
ditions are difficult to treat, and chemotherapy pro-
vides only minimal benefits at present.
Radiotherapy may give pain relief, but its effective-
ness is limited and temporary.*™ Conventional
abdominoperineal resection or local excision is only
palliative.'™"

In 1981, Wanebo and Marcove'' reported the
advantage of the abdominal sacral resection (ASR),
which was first described by Brunschwig and Bar-

_ber'* in 1969, for PPR of rectal carcinoma. Although

published data on this operation are still limited and
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there have been few long-term follow-up studies, this
aggressive operation provides pain control, prolon-
gation of survival, and possibly cure.>> However,
reported morbidity and mortality are significantly
high,'*™? and survival is still low."*?* Therefore,
appropriate selection of patients,. especially with ref-
erence to the probable prognosis, is necessary. In
addition, adjuvant therapy based on recurrence pat-
terns may be required. The purpose of this study was
to evaluate the results of ASR for PPR of rectal
carcinoma and to analyze prognostic factors and
recurrence patterns.

PATIENTS AND METHODS

Between March 1983 and May 2000, 44 patients

with PPR of rectal carcinoma that involved the sa-
crum on computed tomography (CT) were consid-
ered candidates for ASR and admitted to the
National Cancer Center Hospital, Tokyo. There were
35 men and 9 women, with a median age of 55 years
(range, 32-73 years). Of these, 40 patients underwent
initial operation at other hospitals. Selection criteria
for curative-intent ASR were as follows: (1) medical
fitness for ASR; (2) no signs of disseminated disease
on preoperative imaging; (3) tumors involving the
sacrum but not the first sacral bone and the bony
lateral walls; and (4) tumors anatomically confined
within the pelvis, with or without resectable solitary
liver metastasis. The imaging studies routinely per-
formed before resection were abdominal and pelvic
CT, abdominal ultrasonography, and chest roent-
genogram until 1989; pelvic magnetic resonance
imaging and chest CT were added thereafter.

Of the 44 patients for whom ASR was attempted,
40 received curative-intent ASR, and 4 received pal-
liative-intent ASR because of 1 or 2 lung metastases
in 3 and 3 liver metastases in 1. Of the 40 who re-
ceived curative-intent ASR, 33 patients underwent
macroscopic curative ASR, 2 with solitary liver
metastasis underwent macroscopic curative ASR
with complete resection of liver metastasis, 1 with 4
peritoneal metastases adjacent to the main tumor
underwent macroscopic curative ASR with complete
resection of peritoneal metastases, and the remaining

4 underwent palliative ASR because of macroscopic .

residual local tumor in 3 and residual lymph node
metastases in 1. Of the four who received palliative-
intent ASR, three with lung metastases underwent
palliative ASR leaving only residual lung metastases
in two and both residual lung and local tumors in
. one, and one with three liver metastases underwent

macroscopic curative ASR with complete resection of
liver metastases. Conseuently, 37 underwent macro-
scopic curative resection, and 7 underwent macro-
scopic palliative resection. Of them, 27 patients
reccived no radiation, 13 received preoperative
adjuvant radiation of 30 to 73 Gy (median, 44 Gy),
and 4 received 44 to 50 Gy (median, 50 Gy) as pre-
vious treatment.

Data for these patients were collected and entered
prospectively into the database of the Colorectal
Surgery Division. They included the following: (1)
patient demographics; (2) treatment and pathology of
the primary rectal cancer; (3) presentation of PPR; (4)
treatment and pathology of recurrent tumor; (5)
operative details; (6) hospital course, including com-
plications; and (7) outcome. Of these, 15 variables
were selected for prognostic factor analysis (Table 1)
by consideration of their potential relationship to
survival after' ASR, as indicated by previous stud-
ies.'*~1%:1771922 The |ocal disease—free interval (LDFI)
was defined as the interval between the initial curative
operation and the occurrence of symptoms or detec-
tion of asymptomatic PPR by CT.

Surgical Procedure

Our surgical procedure was basically similar to that
originally described by Wanebo and Marcove'' and
Wanebo et al.;'* however, it was slightly modified.?
Our sacral resection was performed immediately after
the abdominal phase as a one-stage procedure instead
of a two-stage procedure.'®> The presence of liver
metastasis did not preclude continuation of the pro-
cedure if it was solitary and if the disease-free interval
was sufficiently long. Solitary liver metastasis was
resected - simultaneously. We did not make full-
thickness fascial myocutaneous flaps for sacroperi-
neal wound closure but sutured the wound simply
because there were no patients with large exposed
tumors at the perineum.

After the patient was placed in a supine position
with flexed and abducted thighs, dissection was
started at the aortic bifurcation, and the common and

" external iliac vessels were dissected. The internal iliac

vessels were divided at their root or beyond the
superior gluteal artery. Adipose tissue, lymphatics,
and the nodes surrounding these vessels, including
obturator nodes, were removed completely, and the
muscular pelvic side walls and the sacral nerve roots
were exposed. The upper limit of the tumor was
identified, and the anterior surface of the sacrum was
dissected down to the planned level of sacral tran-
section. When the tumor adhered or invaded into
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TABLE 1. Univariate Predictors of Adverse Outcome

Variable No. of Patients Overall survival (%) P
1-yr 3-yr S-yr
Overall 44 90 47 34
Gender
Female 9 87 45 45 41
Male 35 91 48 32
Age )
< 60 years 30 96 55 40 .10
2 60 years : 14 92 k) 23
Primary cancer stage _
L : 2,13 93 64 48 .046
m 22 90 39 31 1, 11, IIT vs. IV)
v 7 85 28 14
Initial surgery
Local excision, anterior resection 1,20 90 . S 36 .83
Abdominoperineal resection : 23 90 44 34
Initial lymphadenectomy
Conventional 33 93 55 41 .25
Extended 11 81 27 18
Local-disease-free interval (months)
<12 17 75 20 - 20 .0042
> 12 27 96 62 43
Preoperative CEA level (ng/ml)
<10 - 23 91 70 49 .025
> 10 21 90 25 20
Extent of preoperative pain .
None, perineum 15,17 93 55 43 0006
Buttock 7 85 35 0 (none, perineum vs. buttock, more)
Thigh, leg 3,2 50 0 0
Tumor extent )
Solitary pelvic tumor 24 95 55 40 17
Pelvic metastasis 12 75 43 29 (solitary tumor vs. others)
Distant metastasis 8 85 28 28
Largest tumor diameter (cm)
<SS 26 92 50 40 .086
>5 18 88 an 24
Sacral involvement
Adhesion 27 84 56 37 .85
Periosteum, marrow 11,6 94 32 32
Resection margin
Microscopic negative 24 95 81 62 < .0001
Microscopic positive } 13 91 16 8 (microscopic negative vs. others)
Gross positive, residual 7 71 0 0
Pathological grade
Well, moderate 4,29 90 40 - 35 49
Moucinous, adenosquamous 6,1 85 57 42 (poor, signet vs. others)
Poor, signet-ring cell 3,1 75 75 0 :
Macroscopic growth pattern . '
Solitary expanding 15 92 70 70 .0027
Multiple expanding 5 80 40 20 (solitary vs. others)
Diffuse infiltrating 24 87 34 13
Preoperative radiation
Yes 13 91 55 46 .55
No . 31 90 44 29
CEA, carcinoembryonic antigen.
urogenital organs, the remaining rectum, pelvic After dissection of the lateral, cephalad, anterior,
nerves or muscles, and involved organs were all re- and caudal aspects of the tumor with surrounding
sected en bloc to avoid incomplete resection and organs to be resected was accomplished, the patient
cancer cell spillage. To facilitate resection and he- was placed in a prone position with flexed and ab-
mostasis and to shorten operating time, a combined ducted thighs. A posterior sacral incision including
abdominal and perineal approach was used. the perineal lesion was made, and the sacrum and
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