PIOFERE, AIREESFRE I I NESTBREIOE
L F20% % HH T/,

ZNHT4, Mlym2x$ 5 i B0, i B 05 bt
EEORBIGEE L LT, I BREEOEE b -
B0 D00 o IALERSEEIER S, FRRRER
DHETIBNTAT D AILTZ, 1992~ 944F (1295 A LA 1L HERT
MOKEEE LT, UBRTE - BRAEE;A LS
& LT ET#TE30 Gyllsequential 1ZCisplatin/5-FU %
DERL 2 39— ABtT§ AL EMETHEEED % T R
B8 Hf1bh, ZORECR (Complete response) =
11%, PR (Partial response) % & OrERIEIL64% TH
272, JCOGEEMN AT NV — T Tid, B stage’k 5t
FATIFHREE60 Gy & Cisplatin/5-FU % FEEA 4 2
HRIE B LF G K Definitive chemoradiotherapy ¢ 45
I AHEER (JCOG9516)9) %, % 7:Ohtsu b0 |kt
##1E60 Gy & Cisplatin/5-FU % [BB-E 2 cycleZ &% 5
U7 E O %8 T A RER A 1TV, CREIZ |
FBRELLLODFNENIS%, 30%, EHZIT
31.5% (243F) £23% (34ZF) Tholz. EHE
LE2BEMOMROEITE L ZETIIHAHFAN T,
WETRELEZ b, KESOREIIR—BRAD
[F14% 72 StagedE G123t % 38 F OYIEF D B 12 ITik
TE5LDTH -7z,

BIFrERT EE DS AN T AL REHEEE I L Y CR
WIELRC LS, G - KREE, KERZ: CBEEE
HHiE 2~ DEEREE I T 2 B L BT E R
L0, PARKLED HEOR Y BT X RIGERDS
WRE & 2 BIEGIATHE 2, BT LWIAEEIE? L2 ) oD
H5BH. ZDE) rdown staginglh D FMHEE D GO
BRI LSS #E I Definitive chemoradiotherapy % 2 0
stage\ X T D IEHEIGIR & 7 o 1o BAEORETRE I
SR E BT AbEREORS HiE, BREELETH
%. {EH &Cisplatin/5-FU - BSTRBEII FDF V7
EDD, FMELLEERDOHLLIIEF AL 0T
THERROBHTERLOOHHDT, INEBRITT
L5720 ICOGEENAINV—TTIEBEERE
Cisplatin/5-FU - JCG #36F F 1% & R & Cisplatin/s-
FU - SR MBIEE DS v 5 2k T /I »
RIEZETHTH 5.

HERGIZHET L. EFIT68H, BT, BEFA
DHWFCTHITWRZEF AR IS TR 372, L&
HE X E L I L E50A 5 S AEIc F 72055
B FEICREE Sem, 3EOREXIBEYIO .
BENRERT O R 2icmd 5 LB O IIE 00,

2. hAsAEDCcontroversy

EROERTMURF EREE B L 7. @RECTH
ETHREBEMB~OBEERETISSEDN, FHE -
U SEEB E DFEREORE CERL TV,
I AL DEGEEEDNAT—HIFNITE A2
BIZGD, FREOBED:DICEHEAHDBROLE
HbmnZ s, BYIRMOBERED o228 E R
WEDRENSILIIF I E, RICL)bEFHOES
UBRORNEENBNZ L2 K2 EE L, WKRTiiE
JIEDEE U 7% 0 U 2 & P BTk % B4R U 72,
. H Ecisplatin/5-FU - BURHRBEFRIESO Gyt AR
HATRTIE, BEMIRET 2 08B RERME,
BRILL, ERICE ) BRI ST, £k
T BRPRIICREHFE L7z, E8E B v SEilEAld
25% DRE/MMIBD 5 NTD, HRICEES o7,
LEDRR L ) &E&WBRIITH I, S LY Vs
B OAHEH U7z, SREAG MR ORSE, U v
iZidviable cancer cell % R0 7 h o 72, bt
W T167 BOBE, f0l, WEHEHORBMIEEH 2 VI
RETEBRRETFHTHE (E1, 2).

B BEXRETHR
K CPRAHREEE, 5 8®
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M2 BEMREFR
L EEAsREER, T &

b. Stage I (TINO) BENAICHT DIRELRE
EZ DR

EEFEED A (BEEEETL) 2T ABEE, IF
TidTla (mASA) 12k, 200 v/ SHERBE MR
HTERNZ & L), BEREEDOLDYRE 22 5AHE
BIFSRELIBATEMR C & 0 BRIEE S H 5 LEHMENT
Wh, ik LAY ICEERIGES A FT A4 XTI,
Tla?® 9 HIEZEEESEOmML, m2 HEEARE F T2
HEHLD) YEMROMIHYHEIC &£ LTS5 A%, m3
BEEFFIRIZ T TET 2L 0) BLUTIb GEETREA
A) O Osmitk, BEVNEFMELELVEESR
EHIKED S BRI T AEE & HIlr S 72 EFI TIZEMR
DB #IE LTwA, L LTIbT L D EERDsm
CEMULCAEEDNA (sm2, sm3) O Y/ EELEG
40~50% % &% T, Lah FOEBEMIE, BITFA
YEECCREA S EO VI RATYS, &6

BREGW & V72 v SEER OB FEIERE70%,
RHETFHIEG0% & L CHRERE CE Y, Emigs
Wi 7e &% FVERRRIIZ Y v SEEER S W E BT S h
BLEFNIIBWTY, MARFMNICERBY AT LR A
bHoHiH, FEENZILER) v SEBEMTh T
LEOHHMRTH A, LD o TERITE, EENAL
W EDBRIICTIbE BTSN A BB A DIELER
BRI, ) CSESE R ) AR CTH B,

Z DY) »NEFRIE T ) BBV Stage [ (TINO)
DA T HEENRR L BB I NIV D LD
D, Stage I LA E & OB IC L 2 Firs B KE
BT hwrbnw) BRE, BEOETEEI A
T ALFERGHREED BT 2 A R LT, FESE
BRAE O F ISR EE CIREY R TT 5 2 L 2% TE
=X (AN

JCOGEEM AT NV—T7TlE, HBHBEIOETET
H Y B SEMRO BRI T, SRR RIGH GRS
EZONTWAHKHEY I BIHEEERE LR R
& LT, K5 & CDDP/S-FURBRGEABED S T ARG
REER (JCOG9I708) ' % 4T -7z, 19974E12 A ~20004F
TRCTBIOEFIERE TV, REIRERTO-OH
EHEFEWFSTH S, CRIZ6EIBI (CRER’Y) T,
TG EEMO S b 3BT BRI AT bz,
BEE T 2 FOM A TCREDOFES, FmEHINIL30
B & ERERRI S BUZER D B LA, 216U IR A
Thotz (EMRRT NIV 75 X< EEH © 1361, 4+
FAYLI BT Salvage surgery & 6 fl). FRBELI/NZ W
O CTHGTHRIBSTE b B <, Lzds s CHESES
BT o7z, 7272 UG RImIER S, MakErE, L
BRI o) - WIRBEEIIEE X v,
BERTHAEDORETO 2 EAEFRIT%, 4HF4£
FRII% T, ZOEFRMEIIFE CERERN 25 E
L7z 2 TOIEFMBES LIZIZRETH 5.

PAEE D, StageI (TINO) EED AT 1L
G, CREN G, EIINREFRETIIES
B TH AU FFEM L IZITRS TH o 72, BE - 5
FEDRLTAR v, #h T RIEEIZED
ZL DEPNIERTRETH ), TORATF—VIHT 5
L REHRR L O A RE S IRE BRI B THFZE T
HO, LD b WERFMIE) WESEET % AE %
BETELIELIFIRELBNTHE, LrLIOKE]
HERRAER (JCOGIT08) DFERICLY, ZDRAF—
VIS BAZHEGEDSS I N FE T ) SEIERIE R 1S
EEVIRM 2 D ALFERSTRREN T E DL DR E v, b




FREGTRBEE SR LB RIRATICE o Tihb 2 2
EMTEBDENE, 77 LLhEHE (RCT) 12
L BRFEN BRI VLETH L. JCOGEEINAZ I
—7Tl&, Stage I (TINO) EBEATAIIHT B4R F4H
vs. (LA HBREORCT % BIEETE T, JCOGHER
HBREEZERIBIL 70 b a— VEEFTH S,
HERGI 2 MBS 5. EFNIT77R, BHT, WTEE
MBI T B NREREOHER, I L 0 33~36cmiz
BE12BEDOONcRE D7, BEENEEREICT
GOERIIHIE T B smiE 12 K S Tib, NOTcStage I &
FI L7 BEII60A/H OBLEREA S 1) & v
WRREAZHE L -EBHEThHo 01, EERE
TobHFM TR EFMIERLER L. BAE
Cisplatin/5-FU - BUat#i6F B EES0Gy 12, Al RATIC
boost BRET A 1BIN L 7. VAT 3 7 B3 BRTIEE
SRR LCRER Y, 97 BHOBIE, CRAELL
Tws (E3).

4

E3 BENEse
SRS, T ARIET 3 hEE

2. b‘/ui‘a?ﬁd)controversy

c. Stagel, IBEHAICK T DIBLEAE -

ZTOHR

Stagell, I, §2bb% i3 VSR EET 5
MEIEAT AT AT T B EEHEIEERIL, ) O SETERIE R0
FEEIRMCTH D Z EIZRHIE L, HEFIHD
S LB EDMBEREL ) LETETLHS, Lol
Bl LT/ &9 bR BRI X VB on s B
BT LWEEROEKEED S, R TlE—E0REEY
7 fE B M EEMedial Oncologist & 13, Stage I, I 38
AN T B ARG EI L F BT R E & H TR AT L
Twh, JCOGHILEDPAMNE 7 ) — 7 Tldclinical
Stage I, M#ETEENAZITRIZ, THREOHLL LT
U SERFRERAL 7 b BRATER 12 S0 2o L St R
D5 T AHFER 22000~ 200241247 o 72, B ERGI7445)
CREIIZSOBI(68%) T, 3HEZFIFAS%TH o7z, Ihid
Stage I A RFIOBEHK % ED TV EELEETI
&, SEFRIIIRLCE S R VBB TIES 295,
M At Y —HRIFREOBAE TIXCREHFRIZ L E DO A
T, SEOBOEFNCILERE -  BEIFIFADON. L
725 TR ADIIN NG RIIERE R BRO—DI2 4 5
72014E, IESIBHIIAIEIZ X D CRICE S 22 o 7256
B L UCRIZEERBNIITT 5 BEFiiSalvage surgery A’
VETHA. ZDSalvage surgery & V9 F L WILELE
MOBEPETN, RECIEENHEROEE LK
ARE LR Y, ER, #ICH L UHEY TR &
PRI NLTWS,
HEGIeWMET 2. EGNI725%, B, EREIMET
RIS TR E X E R TS P EEMUZERE 7 cm®
Type 1DBEERBEE DD, NREREOREE28cmA b
12 % 505 EHE LD, EROKERSVRTE LR
FREZW L7z, IECTTIE B Vg, &%
TIEER ) > 7 SEIORER % FRHT2NIMO cStage I b & 1
L7, BIERHAEASIC I ABE LRSS HTELTY
20T, RERETH HFNCld i (IEFRMAEL
#IRL 72 {RH & Cisplatin/5-FU - BUHEGEFES0Gy
i, EERTICboostIBET Z BN L 72, BEAY /3
L, BT 14 ARICIEEREDTEIE L 7275,
4 T RBIIIRATIEEMEL LCREZ Y, 2V A%
DEIECRYFHEL TV S (H4).
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M4 BERRRAMR

p et E =0 T =

BHDOHIC

BEEDVAEEILINE TOY > THETHRHGEED
O, {LFRATHEE T RO L LIRS REE~ O
ArRBRICKEND2H L. FRIFET TR EDEE
EFTHABNIFT L TIThh, KRiZStage I D REAHTAFI
WA U THAEITRTH Y, S5ITStagel, TOHHA
EFTDPAFNIK LTOERROBRAFFRINL, v

1) BEREENA FI4 2 (REREFESE). £EMLHK, p. 32,
2002

2) MRIEE, ZEEE=, INBEH, 1348 @ REAMOER RS
HIGREEDOSERET. BHEE27 1 912-924, 1992

3) OkawaT, KitaM, TanakaM, etal : Results of radiotherapy for
imperable loccally advanced esophageal cancer. Int J Radiation Oncology
Biol. Phys. 17 . 4954, 1989

4) Al-Sarraf M, Martz K, Herskovic A, etal . Progress report of
combined chemoradiotherapy versus radiotherapy alone in patients with
esophageal cancer : An intergroup study. J Clin Oncol 15: 277 —284,
1997

5) Coia LR, Minsky BD, Berkey BA, et al : Outcomes of patients
receiving radiation for cancer of the esophagus ! results of the 1992 — 1994
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T B R

BEET 4HhB%

THIIEEGE & 2 5 IR S - RAER O 2
o RIE R 5, RS TidkZcontrovertial T
5. — T ADENEEESEEGEE#HOV L
DELTREEND L, FNITLBIERE, HHW
BT 5 BEFM Salvage surgery & V) #i L
WARFERIOBEESEL, METREL ) ODH 5.
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I FINHERIEOERE

stage I, M OMEITIGEBEER IS 2 FEEGE L, FRAWREEIC X 29 B8R TH 5, FF
O EEAVEFTIE T L BIREE R BR L 74 R, 1980 EMEE L D TR Ligd /oS ER - L
FROTAEEICL Y, BERIITT LY o EENE L, SR 3 EEEE ICFLE L, AEEiR
BT state of the art EIFIIN A LA IZEFTho7z, LA L, BHRAEBEFEZOEELERE S
W& AUE, 1999 FEERERIZB T H EEYBRIES (FREHE © M T) O stage Bl 3 FEFEE,
p-Stage 11 T47.7%, p-Stage M TiX33.4%TH N ", HWEFMREMIZ L AHEIZRZTDTH S
ElEV R vy, 3FEIEENE 21O MM FEMRSERIIRITTREZ D BRWAERTISEC, B

ST EI R B CERRGE Y SN L E S A T LT L v, Lo T, ETAER

WL CE 54 A EBEAEDNE FERD L 7201218, 5% FTHEIREL Wi E205ED
FEVPLETH L,

BEITh T b Rl & LT, Abemks, {EERERURErRH T o N b, 22D T
E, BURRERESAITET D B WIS RIZFMHHIRE & LTIt ohy, (LR o i gt i
BANGBEOMRE L0 A 2 & AEER S Y, SR BEMERISICFERSHEREIC L o Tb B
Z o7,

fEhEE & U COLFEREHRBIERIE AR T, BEREFIZ L) FRORIGEIHE %
DNDEREMED D HIEGNZIL, BN LMHEIIRETHL LEZONL, —7, #WMLFREILR
Bt B R B LSRRI B 5, ) YRR & &0 7o PRI T TIZIEAS 5 T
VB FREMED & B I/ NREE I3 LB RIEERIREBIE L TB Y, WaEiITh 556 L iiTk

AN AEELH B,

k_ﬂfa@$1fﬁﬂ$ﬂj]‘vr’§‘(¢75§$ﬁﬁf$@&J:EKCL’Qfgﬁ?ﬂf’—”&Wié&é?ﬁ%ﬁi‘%%@#lﬁm 7%
DFATERR IR S B WVIEIMEO TN L VIR TH 50 7% SIZo0nT, KERELR EL %
Ve 2O L) BRRREEDES RFINREET 510X, BT A VSN ERRRER, 4R
prospective 72 7 » ¥ L{LILEGAER (RCT) HULETH 5,

Bk%\ T, ALV EERENRE LIKRRERBRABRYER SN TS, LA LEROE

FElE, WOREHE L TEOMBRRRENSRKECELRD, F2FMR00) L EEEsEmE b
B s, BORICBILERRROERES 20 F FAICETT 5 2 & IIREA S 0, A
MEDORCTHWLETH L, CORMDz0, EEFEHED ANFEEBREIZ L LHIIFEE -2
& L7z BARRRRESMIZE 7 v — 7 (Japan Clinical Oncology Group (JCOG)) DEEN A 7N — 7
(JEOG) 3, 1978 & & 0 ZHisx LRI R & Mkl L TIT > T & 72,

CFRATREE I DV TR ERFFEDMWRIZER, AR TN ZOLFERIEIZONT,
JCOG FRRABRD Mg & O EINNDOBRRRBOER L 5 2T, TOHNEMIT 5,




WO LERE &7

£1 BERICHT 2 SHIGHALPES

Investigator Agents Histology No. of Pt. Response (%)
Kies, 1987 CDDP + 5-FU S 26 42
Bleiberg, 1997 CDDP + 5-FU S 44 35
lizuka, 1991 3% CDDP + VDS S 31 16.1
Tizuka, 1992 CDDP + 5-FU S 39 359
Kelsen, 1997 'V CDDP + TXL A&S 37 49
Ilson, 1998 12 CDDP + 5-FU + TXL A&S 60 48
Ilson, 199917 CDDP + CPT-11 A&S 35 57
Muro, 2003 '¢) NDP + 5-FU S 42 39.5
Livingston, 2003 CPT-11 + MMC A&S 25 48
Kroep, 2004 '® CDDP + GEM A&S 34 41

I REREICHEI b

AR LB 2 EEREOE— 4, BERICEMEIH L2 Th b, HHERIL
DIFLEE & IR L THUER O BE U B 2B TH 570, TNF TICETEERICT 2
FHHBIBREL LT, H5VIIERER 2 E T 5 YR TAEER 20+ 2 B s U<, (b2
BAIFEBEY 12T T X 72,

FERE AT L CTHAIT20% L EOBERRAFEL S - 251, 5-fluorouracil (5-FU), mitomycin
C (MMC), cisplatin(CDDP), bleomycin(BLM), methotrexate (MTX), vindesine (VDS), adriamycin
(ADR), nedaplatin (NDP), paclitaxel (TXL), docetaxel (TXT) 7% &Tdh 599, LA L BE|T
DEFETCRVBEONLE Z LI EbOTINTH Y, ZTNhSDIEH TR AE DA S HI B B EE
DHREDOEERE IS T ALEEEOERE %o T b,

1980 4FACIZ B L 72 CDDP Y, S#ERF LRI T 5 KB TOENEIZ21.6% Th - 726,
BRI D% O, BEEOBERPESTHE I Eh0, BEOEER T 5 SR MHEED
key drugilZ2 > T b, SNETILE L DL IR YHRESINTE 775, BIETIZCDDPDS-FU
VAT 9 % biochemical modulation $ &7 |25\ 72 CDDP + 5-FU 1L AV E 8 12 5 2 K it i g
Lo TBY, FMEEREL LTORIAVONT VS, 20OEMHIIEITETEEETIES0
%, EFREBHITIEIIS% EH/ESNTHBYY, JEOG D THRE T b EMEI335.9% (39 4k
CROHI) THo7z9,

UL EEBOK T id paclitaxel (TXL) #5888 & L CIEE S TW2, £ THARBTTIXLESTHE
RNFNLEEMRIE T1334%, AERT LEFETIZ8% EME SN, B XHEATXLE V7225
B B E D BRIR AR EB S T & 72, TXL + CDDP 'Y, TXL + CDDP + 5-FU'? O # I 5t
BRCTERDFIEENTI49% 3THIF CR 1 1), 48% (61 FIH CR7HI) & BAUF 76k FAsHh s
&M, CDDP+5-FUBEZ BB T AN ZH LT\ 5, 414 CDDP+5-FUEE L 0% MAE
BRICE DB RFIND EZATH B, AP TIETXLIZEERE IS L CRBEIEDTED 5
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Wi ow, REEEIEOED SN 2E LY F 2R Ddocetaxel (TXT) & 0 12 FRIR AR A= BA
X NTW D, TXT B TIZ204%'Y, TXT + CDDP Tid46% (37 6I# CR 4 6) OEHEI?
Xz,

nedaplatin (NDP) I3 ARFCRK SN/ 77 FFFEAERTH ), BB LEATIIS1.7%,
NDP + 5-FU Tid 39.5% DZERE (33 FIH CR 1 #l) 2 & Sz,

#? 3 H 1213 irinotecan (CPT-11) + CDDP D&ExZE 57% (35 F1H1 CR2#l) 7 % gemcitabine
(GEM) + CDDP DZERH 41% (34 FlF CR2Bl) ® Z EVHES N TS (F1),

I ARG

A. EERAEVIRHL

(E2EfE & TR AT 5 AR f1E, BB EREREER ) V8B DT ¥ b T — )L £ 5 down
staging DB E BT 5 2 &, FHTH 5N 2 ORERDMEBEIRTEIC L D invivo 151 5
R A S B T TH B = & BB SN (BH) . —F, FHASE LT, %
FITEORE AR LT LE D &, POl EE o By bl T A LR BT R A )
REFOY FO— LSRR, BERICLBEN) FBET LI L, WHRAHENY F AR EHTL
FHZ L, EOGEEEIERIICIEIEZLLONS,

B. AL A0S I HEER

MRKAC BT A EEREIGEEIZIEARFS L D medical oncologist, radiation oncologist 2°F 5-§ % L&
DR E L, EETHLEEEED 5 VM LFERREE e THTL T, ZORRIZ L o THEI
% &6 7 1GIE & # 2 5 neoadjuvant therapy 235 O SN TE 72,

BRI A ATRIT LR, 1970 481312 Kelsen 5 (2 & ) CDDP + 5-FU + VDS % H
VT, B0 pilot trial AT N7z, T E TICERE S N2HRIEFEEDO L 2 X~ 13 CDDP
+5-FUD 2 A= A% L, ZOHMKRHERZEIL40 ~65%TH 5H7°, UIRERIZBIT2HHEM
B CRIZIOB AT Th o 726 FMLTHIZI0%B T T, BOKICBIT 2 FRITEFTIM AR
fE10~307 H, SHEEFFRITIT~30%THo7,

#Df%, paclitaxel (TXL) O BT 7 {EHEE % 2512, TXLZCDDPIZMIR /2L ¥ X T & B4l
B LS BmIE 0 & T AR HRE SN TV A AT R T Tl R IR EIL49~59% &
L5 CDDP + 5-FU 2 BT 5 b N3G S Twv e,

ARIRTIL, Okumab 2%, FFPIHLEE T MM E T FH VT, 8RNI T 4 PuiEA S MalER O 4
BPHEE LV Y A Y THEMEEEEEZ T L T b, ERS N A E L IICDDP+5-FU
+VDSH D £ o 72, BRIRBIZERNEIZ40% TH )2V, RIS HEREROE A HSH IR 7 %
A LTV TWR WL S TH D, EmHOIE, VU 2/ SEICE 3 2 MR R R
NTLMRLD G- T V7228, 1) Y /SE D grade 3 % 2 BIIZELY, down staging & \» ) #iTRI{L
FHREOHM 2L L THEEHTH DL ERNTWAEY, F/2, FHS T leucovorin @ 5-FU |235¢



T4l (2 D Lo R i 89

BEE 1 ETREE LM, type
2, T L THafT&
h =R b2 A
D&

a ! {LFEREMATRIO BEERE,

b ETfLEHE (CDDP 80mg/m?

+5-FU 800mg/m?, 23— A)#T

HoOABEIEE G

% biochemical modulation # 817§ L T, CDDP + 5-FU + LV IZ L AT pifb #FE T 1TV, TiRE
WAL TIE69% & v ) mWERIER Z il L 72,

LLED S THERRRROIER DS, TROHDL YA Y TOMAMESAERE D & ) iREHERE
BRI R 2\ 2 &R, TR EFRER B T EE RG] & B L TFENR
RIS B 2 EHHIBA L, MRTLEREE DGR RAEE S N,

C. fiRIMBMES L vs FITEIRODE M HEHER

MR L FEEDS M BRI L CETE LM E S5 0B 0o RS 57201213, #iaTbsE
EREE FWEMBEZRCTICL DB T 2ULENFH L5, ZOBMDZOFCK % F.0\2 5 T4
FRIRAERAMT b, WHIOBE—Ea 2 X 5RO, FF LML FIIEIC & 5 KBS
R EESEBR S T3 (F2),

1988 4F, M. D. Anderson ?® Roth % (X CDDP + BLM + VDS O pi b2 R & T M EE &
DRCT 24T\, MR EHFRESFRER, FMATRIIIMEER TEIIA LN, EFHE P RED
ML LI A TELRBO L o7z, 7272 LINEHLFEEEDOF B OLFHENE, EHF2 Tl
HMAZHREEICER L2 LT w52, —7F, Schlag X CDDP + 5-FU 3 2 — 2 DfffEi{k
FRIERE & T EIEF # RCT THELL 7225, Al {b 3 @EiE X R T2 % { EFHR 0T
FOALNLD 70T, BHRABRE S LZERNTWEY  FED Law b3, BERFELE
B2 JE % 43 12 CDDP + 5-FU 2 I — A DRI FFEERE & T BB L ORCT 217 o 72, #THI(L
SEPERVERE O down staging (A X CHRIGVIRZEDZIFMEMFED35% 25 67%IZ EF L7z, #£1F
WP fEZ168 B L 13T ATHEEEIZROO N ah o/, LL, I 2 THMEMLSEEE
BHGIOELFGEIL, BRI FA BN A BEICERE L2 Lk Tn %),
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Fo BEEICHTAMaIMEEMEEEE (heoadjuvant chemotherapy) (ZEA¢ 25 I 18ERRHER

Investigator Regimen No. of P1. MST (mo) Survival (%)
Law, 19977% CDDP + 5-FU X 2 vs § 74 vs 73 16.8vs13 44 vs3l (2Y)
Kelsen (RTOG etal), 19982" CDDP + 5-FU X 3 vs S 213vs 227  149vs16.1  35vs37 (2Y)
Girling (MRC), 20022 CDDP + 5-FU X 2vs S 400 vs 402 16.8vs 13.3 43 vs34 (2Y)

S ! surgery alone

1990~ 19944, KETIIRTOG, CALGB, SWOG, ECOGIL[FE D AHME 4 FRR AT h N,
CDDP + 5-FU 3 = — A OAMATLFRERE (213 6) & FAigmEE (22761) ATRCT Thigsn
2o EAFHARI AP REIL 1497 A3T 16140 B EFEEZRDT, overall ® 3 FALFET B 23% ¢t
26% & TBEMIC ST ED b Nk 5 727,

— 7, 1992~ 1995 K E TIE, MRCIZ L B & & |2 KB BARSERAHT b, CDDP+5-FU
2 3 — ADOMHILFAREEE (400 BI) & FATH AR (402 41) ASRCT THEHGE S iz, Fiie
PRHEFERIIMEERICARER 2, EFYBThRE 16847 X 1330 H, 2 FEFEN43
%*T 34% THBIMALERER VPRI TH Y, WAt FREORIELHRE LD, 20k
3121 BE200 BILL % 5210 L7 KBS A RCT 2 4T b, M{LEEEl TN CTH 2, T
EaWwE W) T ARV ESHINTE Y, WEMEFEEIEOH R LR 7Zcontroversial T
%o

IV AR

A. FFICH T D FMHEBIEEOLE

BRI BT B EEREEE, ALK E SRR VB TFECITORTE 720, FTRE
HIFMZ ATV, ZORICHBIEEZ M WM BEPBEELER L L TiIrbh T &7,

B e FREEE AR T 572012, JCOGEERE 7V — 7 (JEOG) 2BV T 1978 £ LIk
LR 3L & A RCT S HEBLAVICAT b T & 72, B2 RIFZS (1981 ~ 1984 4F) Tl, Wr:jmue
FHZAT T2 BT R ST OB 2 RET T 5 72012, Hival - itk BEET & W72 B85t % RCT it
BRRET L72o Z ORER, AP B ISATAT - AT R IR GTHE 304 B, WitkREIFc48 H CHE =
TRROZ L DDOWBRIBEFDVRIFTH o722, COKRLY, FFHBEEE LTS5
ITHRAERIIATEI D SN E AT L, BUE F CHIBIEILIIRIGEI R I ITh N2 O ER L 22 o T
o

% 3 K78 (1984 ~ 1987 4F) TiE, HEEHIMEATERR S N K LAY 72 CDDP % Flv: 721k 2
BRIEZ L A HBREOA MM CIRAL Y 5 /20, WiixR4T (50Gy) B & i #{b5# 5 (CDDP 70mg/
m?>+ VDS 3mg/m?, 2 I —RA) B & % RCT THELL 7239, #ERIGTIAEEIC L 2 B & IZ
DM RFEIIED ONT, KL TUA L BiMEMPLFEREEE, #nE CRENICITDRTE /-
WitRIRE E MDD RN D B T EDREN, HBEEITEHRIBLE 2 S (b iE L i L7
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R3 BEEICHT 2HiEMBN LSS (adjuvant chemotherapy) (CBI 2 55 Il BEGEE LB

Investigator Regimen No.of Pt. ~ MST (mo) 5 Year survival (%)
Ando (JEOG), 19973V CDDP + VDS X 2vs § 105 vs 100 — 48.1 vs 44.9
Ando (JEOG), 2003 CDDP + 5-FU X 2 vs S 120 vs 122 — 61 vs 52 (55 vs 45) *

Pouliquen (FASR), 1996 CDDP + 5-FU X 6-8vsS 52 vs 68 13vs 14 —

S @ surgery alone, * (5Y disease free survival)

% |
100
o 4
2 4
§ i B:surgery +chemotherapy (n=105)
2 50
a -
- A:surgery alone (n=100)
i p=.60
0 L T T T i T j T T T { T T T T T T T T i T T T T T T T T T T
0 12 24 36 48 60 72 84

Months

1 JEOG 5 4 X7 (CDDP + VDS IC & 2 i b3 EICBT 2 5 I BEERHER)
FHiHEIH (A surgery alone) *H{#{b22#i% (B : surgery + chemotherapy) @ overall survival @ 5,
(Ando N, et al : A randomized trial of surgery with and without chemotherapy for localized squamous carcinoma of the

thoracic esophagus: the Japan Clinical Oncology Group Study. J Thorac Cardiovasc Surg 114: 205-9, 19973 L 1) 5|
H)

1980EEATR A & D ARFRIZ B TE R LIGH 72 L HERR SN E OBUE(L 350 H 38 72 LV Rl o
BOBE 2> T, WHREFBOM LN 720 SN, 72 TEAKRFLE (1988~ 19914E), 4
5 K78 (1992 ~ 1997 /) Tid, MEMELEBMENFMEMIIN LEFROB EE L7256
DERPERILY A 72012, R CERIERE & PR 4 LT 2 4 MR RER AT h L7
(]3), %4 KEFFETIL, iR {b¥ kL L CCDDP 70mg/m?+ VDS 3 mg/m?, 2 I —Z % AW
720 SELEFARTIIENZNA% AT 45% CTHEEHICH BEFZO ONL A o723 (M), LA
LHIRERE L 72 2 S ERin O G ERNISEEEAFEE R B L C A B &, ) BRG] <t
FHTHIREET35.5%, MECFEHEERETA37% (p=0.13) EFEZI 20000, Hig(bdE
EH TR REE DO b, ) 2 SHBRRBREEENI T L TR0 RIS S T
720 RERIRAERCHEFH L7-CDDP+VDSD L ¥ 4 i, JEOGH T » - YIBARAEET fER T L
BEREAZ§ 25 TR TIEERES16%ERETH ) 2, MBI LFREZ H Tl iR ke s
B ESEB7DIZIE S O ICENEORCIUERNC & 2 WP LFRE L T ¢ 5 LEEFE X 5
N7z,
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2 JEOG# 5 /K% (CDDP + 5-FU IC & 3 iff&{LFHEICE T 5 58 11 1BRR R ER)
a . FHFES (surgery alone) *ii#{L S (surgery + chemotherapy) @ overall survival D
5, b FHTELM (surgery alone) X {4 1L % (surgery + chemotherapy) O disease-free survival
DI, o RIBRAL L) v SEERREBRERE (pNO) & BETEERE (pN1) I BT & TN D disease-
free survival ® LEL

{Ando N, et al : Surgery plus chemotherapy compared with surgery alone for localized squamous cell
carcinoma of the thoracic esophagus: a Japan Clinical Oncology Group Study-JCOG9204. J Clin Oncol
21: 4592-6,2003% & 0 5(H)
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B. CDDP -+ 5-FU (Z & 3 iR BN L 328 % vs FHTHIRD S M 4B ER

BALEEHE T DALEREDH —BIRE L TR H R L TV ACDDP+5-FUD L & & (3,
JEOG %34T = 7 YIR A REMEAT BB R T LR LT3 9 2 46 TAER CLE R FRIZ 36% TH - 729,
I TIBOGTH, #e< % 5 RWFZE (1992~ 19974F) & LT, Mif#BI{L% #1512 CDDP 80mg/
m® + 5-FU 800mg/m?, 2 I — XA & W TFMEMEE L DRCT 2470729,

199275 1997 48 1 H I CHREGIZ M L, FHTBINEE 122 61 / b aasb B 120 61 (1) >
INERRLREEVE 44 6, ) SERERRERGTE 198 B1) DB ER S M7z KE L, overall DAEFERTIL 52
%15 61% (p=.13) THEZEILFZED % H 7275, primary endpoint Td 3 5 FEIEF I LEE Tt
45%%F55% (p=.037) L HBIIMEMFEEREFESBITTH D, WMt mE s L 28%T
BishRAGED b7z (K2a, b)o EHIIHIBAMLL ) ¥ EEROFEETEF N ENIET 2
&, ) CNEIR R BTG T S FERRETRILT6% T 70% (p=433) L ERTFHHETIID
o 7zhY, ) Y NEER GG T 38% 31 52% (p = .041) & CDDP + 5-FU |2 & 2 5T F5
R RENTZ (K 26),

BIOKR %> 6 DT LA BRI B 3 B BRIRABRO MG IV vy 77 Y A TE R LFMEIZ L b,
FOE R LR 3T LR L & CDDP + 5-FU DOt L 3 EASRCT CHER S 7z, A 7R HA R
HORAEE 14 77 A TREER IZEIZA ST, CDDP+5-FUIZ L ALk g A Cidrnw e
HELT0DH¥, L L, MRENITTELURG L REL 0 RFIA5RIE L, CDDPOESH:d
M—3NTELT, HROBPICITEELET 5,

C. foRi{bzaEE vs MR (LR AEEO S T HEHER

JEOGD 5 5 KMF7EI12 £ 1, AIBTIIMEMB L AREO BT S e —F, WEifl
FREDHEMEIZ DOV TIE, BORTIRAERTH S L I ME LA TIELZWEWIRENH D,
H7Zcontroversial Tdh %o I F CTICHIBNMLFRIEOITELIZ DWW T, #HiFi-#igo &t 528
L ORNRTH B H % LA L7BRRREBROBRE L 2 v T L) RBKE S F 2T, JEOGTIE
ORI & L CGEATIE AER 10 L, BERA COZEEHETH LR FEEL, kT
DEFTH HMAMLFBED, ELO0ENEHCEFELBRETHHEIEONL 2T 5
HIT, FMMHKERZIT > T\V5, T4% B CERIRTFEE stage T, M OMEREERF A& %
L, AT BILEFED L VX VIEESKIFF & FARIZHTRT - 7% & 3 12 CDDP 80mg/m? -+ 5-
FU 800mg/m?, 2 I3 — A%z H\wiz, BEEEHEIIB0GITH D, 20004 4 A £ 0 FEFIEFRAH
RSN 20054 3 BB 22 EFHFEINTEB D, FOREENPRKVIZEE STV A,
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Surgery for clinical T3 carcinomas of the upper thoracic
oesophagus and the need for new strategies
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Background: Patients with T3 carcinomas have a dismal prognosis, even after complete resection of the
primary tumour and metastatic nodes. This study focused on the clinicopathological characteristics and
outcomes after surgical resection of clinical T3 carcinomas of the upper thoracic oesophagus.

Methods: Between January 1988 and February 2000, 888 consecutive patients underwent surgical
removal of carcinomas of the thoracic oesophagus or oesophagogastric junction at the National Cancer
Centre Hospital, Japan. The case records of 51 consecutive patients with clinical T3 tumours of the
upper thoracic oesophagus were analysed retrospectively.

Results: No patient received preoperative therapy. Complications occurred in 41 (80 per cent). In-
hospital and 30-day postoperative mortality rates were 10 and 4 per cent respectively. Gross residual
primary tumour or metastasis in regional nodes invading adjacent structures was noted in 14 patients
(27 per cent) and incomplete resection including microscopic residual tumour in 23 (45 per cent). Overall
3- and 5-year survival rates were 20 and 12 per cent; median survival was 13.1 months.

Conclusion: Surgical resection of clinical T3 carcinomas of the upper thoracic oesophagus is
associated with a high postoperative complication rate, incomplete resection and unsatisfactory outcome.
Reconsideration of the surgical treatment strategy for these tumours is needed.
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Introduction 40-60 per cent prevalence of lymph node metastasis, ris-
ing to 80 per cent for T3 tumours®~?. Different attitudes to
lymph node metastases underpin various treatment strate-
gies advocated for carcinomas of the thoracic oesophagus.
Surgeons in the West, especially in the USA, generally
opt for limited nodal resections with multimodal therapy
on the basis that the patient probably has systemic dis-
ease by the time of diagnosis!®!!. In contrast, Japanese
surgeons prefer extended lymph node dissection for car-
cinomas of the thoracic oesophagus'? on the basis that

Locally advanced carcinoma of the thoracic oesophagus
remains a formidable management problem. Penetration
of the oesophageal wall by the primary tumour is an
important prognostic factor. Tumours invading adjacent
vital organs (T4) have a dismal prognosis' = and treatment
of full-thickness (T'3) tumours is controversial. Tumours
thought to be T3 are considered suitable for surgery but
survival is generally poor and neoadjuvant or definitive
chemoradiotherapy has supplanted surgery alone in many ) -
centres*. Complete resection is achieved consistenty T emoval of lymph node metastases in a standardized lym-
only for intramural tumours (T1 or T2). The close phadenectomy field may be curative and allow long-term
proximity of the upper thoracic oesophagus to non- survival.

resectable contiguous organs, such as the trachea, left The present study was performed to determine
main bronchus, the arch of the aorta and the recurrent the efficacy of this approach for presumed T3
laryngeal nerves, discourages surgeons from undertaking ~ resectable, locally advanced tumours of the upper

surgical resection in many cases. thoracic oesophagus. The clinical and pathologi-

Lymph node metastases are associated with wall pen-  cal characteristics of these tumours were evalu-
etration. T1 and T2 carcinomas are associated with a  ated and compared with those of lesions arising
Copyright © 2005 British Journal of Surgery Society Ltd British Journal of Surgery 2005; 92: 1235-1240
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more distally in the oesophagus or oesophagogastric
junction.

Patients and methods

Between January 1988 and February 2000, 888 consec-
utive patients with malignant tumours of the thoracic
oesophagus or oesophagogastric junction underwent sur-
gical resection at the National Cancer Centre Hospital in
Tokyo, Japan. Preoperative and postoperative staging was
based on the 1997 International Union Against Cancer
tumour node metastasis (TNM) classification!3, in which
the T category is determined by the depth of the primary
tumour. Of the 888 patients, 99 (11-1 per cent) had upper
thoracic tumours. Preoperative T stage was thought to be
Tis in 16 patients, T1 in 255, T2 in 117, T3 in 427 and
T4 in 70; it was not determined for the remaining three
patients. Of 427 resectable locally advanced clinical T3
carcinomas, 51 involved the upper thoracic oesophagus.

A multidisciplinary team, comprising medical oncol-
ogists, gastroenterologists, radiation oncologists and
oesophageal surgeons, evaluated all patients before treat-
ment. Patients underwent barium swallow, upper gastroin-
testinal tract endoscopy with biopsy, computed tomogra-
phy (CT) from the neck to the abdomen, ultrasonogra-
phy of the neck and the upper abdominal compartment,
and endoscopic ultrasonography (EUS). Positron emission
tomography was not available during the study period.
The final decision on T status was based on the find-
ings at EUS. Tracheobronchoscopy was performed when
invasion of the primary tumour into the trachea or left
main bronchus was suggested by CT. Invasion into the
airway was diagnosed by gross compression, impingement,
or deviation of the trachea or left primary bronchus with
a reduction in mobility during breathing and coughing,
widening or disappearance of the longitudinal folds of the
membranous parts, mucosal irregularities, widening of the
carina or visible tumour'®. Invasion into the aorta was
diagnosed when the contact angle of the tumour was 90°
or more on EUS or CT. Metastatic lymph nodes were
evaluated by transcutaneous ultrasonography, EUS and
CT. Lymph nodes more than 5 mm in short-axis diameter
with a clear, hypoechoic, round shape on ultrasonography
and EUS, or lymph nodes measuring more than 10 mm
in diameter on CT, were designated positive. These nodes
were mapped by anatomical location.

Until March 2000, patients underwent either three-
field or two-field lymph node dissection, although a
three-field lymphadenectomy was always performed for
carcinomas with cervical nodal involvement. From April

2000, three-field lymph node dissection has been the

Copyright © 2005 British Journal of Surgery Society Ltd
Published by John Wiley & Sons Ltd

H. lgaki, H. Kato, Y. Tachimori, Y. Nakanishi and T. Shimoda

standard procedure for all patients with carcinoma of the
thoracic oesophagus.

No preoperative adjuvant treatment was performed
except in the context of clinical trials. None of the 51
patients with upper thoracic tumours received neoad-
javant treatment and all underwent right transthoracic
oesophagectomy. Resection was performed in 50 patients
with all anastomoses in the neck. Gastrointestinal continu-
ity was restored with the stomach in 45 patients, in 38 by a
retrosternal route, in five by a posterior mediastinal route
and in two by a subcutaneous route. Colon interposition
was performed in five patients because of previous gastric
surgery for peptic ulcer in two, gastric cancer in one and
simultaneous total gastrectomy for gastric cancer in two
patients.

Patients were extubated in the operating theatre after
surgery and returned to the intensive care unit. Morphine
was provided through an epidural catheter for the first
5 days after operation. Postoperative tracheobronchoscopy
was performed routinely to check for the presence of
vocal cord palsy and ischaemic change in the airways on
the morning after surgery, with routine endobronchial
lavage for the first 2 days and as necessary thereafter. One
patient received postoperative chemoradiotherapy because
of microscopically residual tumour and multiple lymph
node metastases and 13 had postoperative radiotherapy for
macroscopic residual tumour.

The entire resected oesophagus was cut longitudinally
through the deepest region of the primary tumour and 5-
um sections were stained with haematoxylin and eosin for
microscopic examination. The proximal and distal margins
of the resected specimens were transected to check for
tumour extension. All removed lymph nodes, identified
according to anatomical location, were formalin fixed and
processed to provide two 5-um sections for staining with
haematoxylin and eosin.

Evaluations performed every 3 or 4 months for the
first 2 years after surgery and every 6 months thereafter
included physical examination, complete blood count,
serum chemistry profile, chest radiography and CT of
the neck, chest and abdomen. Upper gastrointestinal tract
endoscopy was usually performed annually. All data were
entered prospectively into a database. Surviving patients
were followed up for at least 3 years after surgery. A cross-
sectional systematic follow-up was undertaken in March
or April each year. The median follow-up overall was 22
(range 0-153) months and that of the seven survivors was
65 (range 39-153) months. Survival time was the interval
from the date of surgery until death or the most recent
follow-up in March 2003. No patient was lost to follow-up.
The cause of death was known for all patients.

www.bjs.co.uk British Journal of Surgery 2005; 92: 1235-1240
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Statistical analysis

Survival were calculated according to the
Kaplan—-Meier method, including all causes of death,
and compared using log rank statistics. The ¥’ test was
used for comparison of proportions and Student’s ¢ test
for comparison of continuous variables. All probabilities
were two-tailed and P < 0-050 was considered statisti-
cally significant. Statistical calculations were made using
SPSS® version 10.0] (SPSS, Chicago, Illinois, USA) and
StatView® version 5.0] (Abacus Concepts, Berkeley, Cali-

fornia, USA).

curves

Resulls

Clinical characteristics according to the primary tumour
location are shown in Tzble 1. None of the patients with
tumours of the upper thoracic oesophagus had coeliac
and/or abdominal para-aortic lymph node metastases.
Three-field lymph node dissection was carried out in 42
and two-field dissection in eight patients. A patient in
whom the primary tumour had invaded the arch of the
aorta died from uncontrollable bleeding from a lacerated
aorta during resection.

The mean(s.d.) operating time was 520(110) (range
360-955) min in patents with upper thoracic tumours
and 472(95) (range 40-895) min in those with lower
tamours. Mean(s.d.) operative blood loss was 867(1539)
(range 119-11280) and 644(465) (range 495-3790) ml
respectively.

Postoperative complications are shown in Table 2. Ten
patients with carcinoma of the upper thoracic oesophagus
had an uncomplicated postoperative course (operative
morbidity rate 80 per cent). The incidence of vocal cord
palsy was significantly higher after removal of upper
thoracic tumours than among patients with tumours
below the tracheal bifurcation. Three patients needed
tracheostomy because of bilateral vocal cord palsy. The
length of hospital stay ranged from 8 to 223 (mean 66,
median 54) days. In-hospital and 30-day postoperative
mortality rates were 10 and 4 per cent respectively.

Survival curves according to the primary tumour location
are shown in Fig. 1. The overall 3- and 5-year survival rates
for patients with upper thoracic oesophageal carcinomas
were 20 (95 per cent confidence interval (c.i.) 9 to 31) and
12 (95 per cent c.i. 2 to 21) per cent respectively; median
survival was 13-1 months. Respective values for those
with tumours below the tracheal bifurcation were 40-4
(95 per centc.i. 35-5t045-4)and 31-2 (95 per centc.i. 264
to 36-0) per cent, and median survival was 22-1 months.

Survival rates according to pathological features are
shown in Table 3. The median survival of patients with
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Table 1 Clinical characteristics according to primary tumour
location

Upper thoracic Lower thoracic

(n=51) (n = 376) P
Age
Mean 619 631 03971
Median (range) 65 (46-80) 63 (23-86)
Sex ratio (M: F) 46:5 323:53 0-401
Length (cm)
Mean 61 71 0-231%
Median (range) 6.0(2:3-10.0) 6:5(2.2-27.0)
Node status 0-856
NO 15 (29) 106 (28.2)
N1 36 (71) 270 (71-8)
Metastasis 0134
MO 34 (67) 287 (76-3)
M1 17 (33) 89 (23-6)
M1-LYM status < (0-001
Mia 17 (33) 12 (3.2)
Mib 0 77 (20.5)
M1-LYM site 0018
Neck 17 (33) 59 (15.7)
Coeliac 0 (0) 23 (6-1)
Abdominal para-aorta 0 709
Histological type 0.078
Squamous cell carcinoma 50 (98) 333 (88.6)
Adenocarcinoma 0(0) 34 (9:0)
Other 12 9(2-4)
Primary lesion 0.761
Single 43 (84) 323 (85.9)
Multiple 8(16) 53 (14.1)
Intramural metastasis 0.031
No 50 (98) 331 (88.0)
Yes 1(2) 45 (12.0)
UICC stage < 0-001
HA 12 (24) 98 (26-1)
1] 22 (43) 189 (50-0)
IVA 17 (33) 12 (3.2)
VB 0 (0) 77 (20-5)

Values in parentheses are percentages unless indicated otherwise.
M1-LYM status refers to involved lymph nodes as distant metastasis.
These are subdivided as la and 1b. M1a for upper tumours refers to
cervical nodes and M1a for lower tumours to coeliac nodes. M1b for
mid-thoracic tumours means coeliac or cervical nodal metastasis. UICC,
International Union Against Cancer. *x? test unless indicated otherwise;
tStudent’s ¢ test.

T3 and T4 upper thoracic tumours was 14-9 (range
0-3-153) and 9-6 (range 0-65) months respectively. Only
one patient with T4 disease, whose primary lesion invaded
the membranous trachea and who received postoperative
radiotherapy, was still alive without recurrence at
65 months. The other ten patients with T4 tumours died
within 2 years of surgery.

Four patients with NO and 19 with N1 disease had
cervical nodal involvement (pathological M 1a). Recurrence
in the cervical nodes was noted in 12 patients.

Of eight patients without lymph node metastasis,
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Table 2 Postoperative complications

Upper thoracic Lower thoracic

(n=51) (n =376) P
Anastomotic leakage 19 (37) 128 (34.0) 0-651
Vocal cord palsy 27 (53) 56 (14.9) < 0-001
Pneumonia 6(12) 41 (10.9) 0-856
Wound infection 5(10) 41 (10-9) 0812
Empyema 5(10) 41{(10.9) 0-812
Peritonitis 2 (4) 8(2.1) 0427
lleus 2(4) 7(1.9) 0-337
Cylothorax 0(0) 1(0-3) 0712
Total 41 (80) 255 (67.8) 0-068

Values in parentheses are percentages. *x? test.

1-0
Upper thoracic
0.8 - e Lower thoracic
@
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(2]
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0 12 24 36
Time after surgery (months)
No. at risk
Upper thoracic 51 28 17 9
Lower thoracic 376 257 182 152

Fig. 1 Survival after resection of clinical T3 carcinomas
according to tumour location. P = 0.004 (log rank test)

five had an RO, two an R1 and one an R2 resection.
Survival tdmes after RO complete resection were 40, 41,
67, 80 and 153 months. Of a total of nine patients
who had an RI resection, four had a positve proximal
surgical margin and five a positive lateral margin (one
patient received postoperative chemoradiotherapy and one
radiotherapy for margin positivity). Among 14 patients
who had R2 resection, the primary tumour had invaded the
tracheobronchial tree and/or aorta in 11 and the recurrent
laryngeal nerve nodes with metastasis into the trachea
in three. Thirteen received postoperative radiotherapy
including brachytherapy and/or external beam therapy;
the other padent died during surgery.
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Table 3 Pathological characteristics and 5-year survival rates for
patients with clinical T3 carcinomas of the upper thoracic
oesophagus

No. of patients*
(n =51 5-year survival (%)t

Tumour status

T2 5(10) 0

T3 35 (69) 15 (2, 28)

T4 11 (22) 9 (0, 26)
Node status

NO 12 (24) 8 (0, 24)

N1 39 (76) 14 (2, 25)
Metastasis

Mo 28 (55) 13 (0, 27)

Mia 23 (45) 9 (0, 23)
No. of lymph node metastases

0] 8(16) 13 (0, 35)

1-4 23 (45) 17 (2, 33)

>5 20 (39) 8(0, 21)
Primary lesion

Single 43 (84) 15 (4, 26)

Multiple 8 (16) 0
Lymphatic invasion

No 10 (20) 27 (0, 56)

Yes 41 (80) 8(0, 18)
Vascular invasion

No 17 (33) 22 (2, 43)

Yes 34 (67) 6 (0, 16)
Intramural metastasis

No 46 (90) 12 (2, 22)

Yes 5(10) 0
Compileteness of resection

RO complete 28 (55) 15(1, 29)

R1 incomplete 9(18) 0

R2 incomplete 14 (27) 9 (0, 33)
UICC stage

A 8(16) 13 (0, 35)

B8 1) 0

(i 19 (37) 16 (0, 32)

IVA 23 (45) 9(0, 23)

Values in parentheses are *percentages or 195 per cent confidence
intervals. UICC, International Union Against Cancer.

Table 4 Sites of first relapse after resection of upper thoracic
tumours

No. of patientsv

Site ' (n = 50)*
Locoregional alone 17 (34)
Distant organ alone 11 (22)
Locoregional and distant organ 2 (4)

Wide dissemination 1)

Not available 3(6)

Total 34 (68)

Values in parentheses are percentages. *One patient who died during
surgery was excluded.
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Sites of first relapse are listed in Tuzble 4. Locoregional
relapse alone was most common. Of 19 patients with
locoregional relapse, 12 had nodal relapse (ten in the
cervical nodes, one in both the cervical and mediastinal
nodes, one in both cervical nodes and at the anastomosis)
and seven developed tumour in the tracheobronchial tree.
All nodal relapses occurred in the neck.

Discussion

The present study showed that surgical resection for
T3 resectable, locally advanced carcinomas of the upper
thoracic oesophagus is associated with a high risk of
operative morbidity and difficulty in achieving complete
resection. Almost half of the patients had pathologically
positive cervical lymph node metastases (M1a). Relapse
was mainly locoregional, affecting especially cervical nodes
and the tracheobronchial tree rather than distant organs.

Most tumours of the thoracic oesophagus occur below
the tracheal bifurcation. In one North American series
of oesophageal tumours treated between 1976 and 1998,
adenocarcinomas of the distal oesophagus accounted
for 73-5 per cent and tumours of the upper thoracic
oesophagus only 4-5 per cent of the total'®. In Japan,
the middle thoracic oesophagus is the most common site
(about 70 per cent), with upper oesophageal carcinoma
accounting for about 15 per cent!S.

Upper thoracic oesophageal carcinomas characteristi-
cally not only invade the non-resectable vital organs
but also metastasize to the upper mediastinal and cer-
vical nodes. Vigneswaran etal.!” reported direct inva-
sion into adjacent organs after 16-3 per cent of extended
oesophagectomies for upper thoracic oesophageal tumours.
Although they did not describe clinical characteristics in
detail, resectability of transmural tumours of the upper
thoracic oesophagus was probably a critical factor. In the
present study of clinical T3 tumours, the rate of R2 incom-
plete resection was high and direct invasion of the primary
tumour into adjacent structures was common. The tumour
extension was underestimated in almost a quarter of the
patients.

Improvement in diagnostic procedures has made clinical
staging more accurate and therefore more important in
evaluation and choice of treatment. An overall accuracy
of more than 80 per cent for T status has been reported
for 224 surgically resected tumours, including 29 of the
upper thoracic oesophagus!®. In particular, staging of
T3 tumours was more than 90 per cent accurate. The
apparent lower accuracy in the present series might be
explained by difficulty in diagnosis of tumour extension
to the tracheobronchial tree by tracheobronchoscopy.
Infiltration of oesophageal tumours to the outer side of
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the membranous portion of the tracheobronchial tree may
be overlooked because of various degrees of compression
without irregularity of the mucosa and longitudinal folds.

Frequent proximal lymphatic spread of upper oeso-
phageal carcinomas results not only in upper mediastinal
but also in cervical lymph node metastasis. Nakagawa
et al.'’ reported that the incidence of cervical lymph
node metastases from upper thoracic oesophageal car-
cinomas was 56-3 per cent with a S-year survival rate
of 71-4 per cent, compared with 12-5 per cent and zero
respectively for distal oesophageal tumours. The 5-year
survival rate of patients with cervical lymph node metas-
tases was, however, only 9 per cent in the present series,
compared with 32 per cent in a previous study of clinical
T1 and T2 tumours’.

In this institution, patients do not undergo preopera-
tive adjuvant therapy before attempted curative surgery,
irrespective of tumour location, except in clinical tri-
als. Preoperative chemotherapy or chemoradiation therapy
may have a role, as suggested by survival benefit in some
phase IT and III trials?®2!. Neoadjuvant treatments may
increase the rate of complete resection of the primary
tumour, downstage metastatic regional nodes or favourably
influence micrometastases. The numbers of patients with
upper oesophageal tumours enrolled in previous clinical
trials have been small and the benefits of preoperative
therapy remain uncertain.

Some trials of preoperative chemoradiation followed
by surgery have suggested that pathologically com-
plete response rates of approximately 25 per cent can be
achieved?%-23, Another trial showed similar 2-year survival
and locoregional failure rates to the above studies with
preoperative chemoradiation alone?*. On this basis, some
centres view chemoradiotherapy as a definitive treatment
for these tumours.

Postoperative complications occurred frequently in this
study. Vocal cord palsy due to recurrent laryngeal nerve
injury was particularly common, in line with the high
incidence of lymph node metastases, especially around the
recurrent laryngeal nerves, and the physical presence of
invading oesophageal tumours.

Although the authors have previously advocated
extended lymph node dissection for oesophageal carci-
nomas irrespective of tumour location, the outcome after
surgery for clinical T3 carcinomas of the upper thoracic
oesophagus remains unsatisfactory and reconsideration of
this treatment strategy appears necessary.
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