#3cm Pk, MEERE (+), VY EER (+),
PV/SMV IR (+), Borderline resectable B
i, WHREEEELR L, PFRLEERMEEEZRLI.
INSORFTELEERIT T o -&ER MEERHE
(+), VyEgER (+), WHRmEEE (-), 74
S L7FHFBREF TH o7z Borderline resectable
ERR X PV/SMV T RE L AEVEET A2 &P
CEEERBITE VAW,

1.0 e,
osl — gl%:r]liigegrﬁeficmbleﬂﬁﬁ ] P=003
0.6
0.4
To2{ Y
0.0- -
O 1 2 3 4 5 6 7 8lyear

1 BT X B AR

D DEFRERDLED o 2

4. BREBMLOMES

DEFFRIED SN e - BUERETHE (R
3), Borderline resectable BB CIXRFTESH (42%)
FELEENSEL, DT, BEER, FEETho7,
PIRTTEEEIE & LB BICRITER O & &P o 72
(p<0.05), o
5. MEMEEEORE -

SYBBIOBRETOMRE, MEMBRES D IITFERR
FhHEERFTHolze LA L, YIRWEEEHE, Bor-
derline resectable BESE D Z N 2N CHi B H B
TOEEL FHOMBAMRE L& 25, Borderline
resectable e TR MBIRERITOFHETFRIC
22203 (M2), HPLERERTERICBNTY
—7, PRV RRRE
BCRHBEMBBEELFERFLCRERFThoz
(p=0005) (B 3)o Borderline resectable B D F
TR EATK & WO R RAEIERE IO T 5 2 MR
WZ ELTFHEEND, TOLOEFRE, HEREEE
& YR AR, Borderline resectable BEE D BNHR
BERATHICHE L 1 S E B 2% B o 72

®2 BE-IBE - WEETL TR OMHEE - 2k

<70 221
EH 70 208 097
= >3cm 206
W s pod 003 023
> 200 U/ml 208
CA13-9 <200 U/ml 250 089
pPV Ef; 2 0.196 '
pPL 23 ;g"li <001 <001
_ (+) 205
LN 58 3 " 003 003
PV/SMYV Il MR E J_"% o 002 015
SMA/CE/CHA ~® | (+) 178 02
BB (=) 221 :
Borderline 160
PIRR Rtk resectable : 0.03 —
PIBRTT BE 250
. RO 224
EEBRE Rl 916 0.09
P AT > ﬁ -
WL i 208 <001 0.02
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&3 WBREREBMOLE -

VI T fEJERE/ Borderline Resectable 5%

B

&

FDMOREE 30 33 NS
1.0 1.04
IEHBIEEE 5 U] P=0.01
] ] e SRR BN 1 :
EEEEEL L ‘ ;
0.61 0.6 .
L
0.41 - 0.4 1
0.2 0.21 [ —
0.01 0.0]
0 1 2 38 4 5 6 7 8lyear 0 1 2 3 4 5 6 7 8lyear)
H2 WHEMBEEOFEIC L 5 EFHS Borderline B3 WM OE T LB AT VBTN
resectable
VIR LR TFHITRTH Y, BIFERDS
HWnZ LHPIRENTZ. Borderline resectable BEfEHT £
V. & ® OFEFEE, BErER, BEESESE FEROMEICE L,

SRR T4 F CHRTRTIIRIC & ) SORRTTREIERE, RPmE
THERE, EREBEZAETIRBOVTA»ICIHES
h, EH7T)—EETHEE RERENMTbI
T&7zo LUk, YIBRVIRERERR & RATEITERE O
B, RO BIBROSAHE D 72 JE B #F—DBorderline resect-
able BEFE D HT L 3% - DI hY, £EHEBED
=y e LT, HOEREEIREEShLTY
52, BETCHEORIET 5 W REMEATE  Borderline
resectable FERE 1213 B BTRN IR O 5 VAT BT AT AR AL 225
BEOEREISFEINTEY, HEZTZDR0HN,
AR LR IEIT B C RO YIRR 37%, it
BB R{E 40 B & BIF 2 RS HRE S hTwaY,
%72, 2011 ASCO GI Tl Borderline resectable B
Zxigt LRRRED HE S WS BROBRBREIH
BHEENnTw5Y, Borderline resectable FefE i3 BEig 14
EREE LEOROE 2 DAY D B,

—5C, Borderline resectable B % 220985 O
WL UTHEINICHEET 5& 5, YRTREESE & F
CHFI)— &t &%, L %5 Borderline
resectable O T, BFRERE, BREIMORK
RS FETHSTCHLPICER TP o7z,

4, BHEFIOME T Borderline resectable Fef it
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FEFED RS & IR R & I ERERSR L o
Tz, 12, BFTESE Borderline resectable FEiE
THELERTH ) FERRO—RE > T,
Borderline resectable E#E D R1 4053 (29%) 134
PRI REMERE O R1 WIBREE (19%) & H_EFBWHEM %R
LEBAEEOREREZEZ bl 721501, Mk
Ui 5 PEER SRR A DI ) R F-IH HR 4 & o THRR
EPRE L, BREXLTFHEA~OBEICHT % 5T
FEE o TWRWE (RSB SR E O RE AL % 47
WHBSERRTRGEOBR L FOT 2 LEN D 5,

BFTEEMIA A C LI Z, Borderline resect-
able A Tid, FHRAREFTH 2 HEERME, V>
NEIERBOM, FIREE, EHE CAI-9fERED
PRI REEE & D b BEREMERL, L0E&
TLEEEREY, FREEBELTWALEEZLN
yAR

BAEDYIBRVT BEREHR (9 B AR #E MG 1E, CONKO-
001 study”, ESPAC-1'%, ESPAC-30#H & h)
BR+GEM (b L<IE5-FU/LY) I2&5% 67 BB O
BWBIEECH B, Borderline resectable BEE I BT
b LR AREOF ML R LGRS T
2\ SHEOWET, WERTHERETGEM L ik
SFLIC X A M BAMRESTFRRT 2 HERFTho
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WEEEC L 2EFHHERDRIREN 2D o 7
Borderline resectable BEfz X & APEI % £ K
FIWIC 2 25605, WEMREOERBE, 1§
WEREIMEC 25 2 LIRS N A, LL, 40
OMECTIIEFRE, BREHAEL D ICHERcEE
RO THBERMIBEEDOFRIMECER TIE 20272,
Borderline resectable BRI L EERF DT 4 B E
OWEDNFT5TH L THERTETE v, L
L, SEFIOWETH 578, Borderline resectable
BEREIC BT 5 GEM MR MBRE L BET HHEEN
BRETERVWILEHIER VL& W,

R1 B IC 3 2 A MBREOHRICE L THRL
T2 EHHDODH Ho CONKO-001 TH3, subgroup
analyses OFE R R1 52 T35 RO BERE & FARIC GEM #F
BRI BRENEM THo72% L L ESPAC-1 T
= R1 B LB B E WM BB E O RAYK
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resectable BEJE I3 B W R MBNEE OB ik % #5T
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BERENE & BN LINBT R FEIREON R E T 51K
RIS EEN LR R TH o o MBFENINERED
W EEME DS { BT EME O\ Borderline resect-
able BEFE (T LRFIZIER S & 0 S B b EE#E 2
MBNCHAT L FHREEL BT LA ENNTH S
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B WIS NG,
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Witk 7 FEBREF T OJRERE L EREORFEESRED 1 6

B At ¥ & —FORBE LI

AR
M B— PE OBER AW K EEEN
HEEEA  MEHE—E B BB KT ¥

FEHIE 69 OBET, AEMHHELERIGEEZS L, THEEB;ELhEREANL 2o/ CT,
MRI THTFHBEEEXSAECIEL, RSICIEEERICEZHREROL. 5610, EEMHIC 10mm
KOBEHICEEZ I NI EPEOREE R, FEHAE MRI O HGH A E 4 12 B v T high intensity
R LT/, ERCP, MRCP T FEIEEIC 20mm (Zb 7z A IREHRRE L RO, BEICIIREDR
REFOhehorz. MEXY, THEEE U \HEE L 2 L ELTHRFRE+T ZRBERA & i
7L 7. HMEATII TEHESES & 3PN EESIC 15mm KORER/EHLED, HEAEZH T
EBHEAE B & OBRETER L h b B RIS & R 7. TER L ERE L 20T, MG RR25Z L LY
JEAEs, BOEOEBRMEEL ohi. Wk BEORIELRO-WREFERICERL, #3838 BEICE
Belzod. WifR7HERE, KBREFRTHS.

L &I

SEAE, MK AW R IEHE 0K, S HICFHFGOERICHEY, £ OEBRESHE
ENB LI o LaL, BERLBEROEEROMERIP 2, &6 CYRBRMATRIED
TEhThHA SH, R4 IHEORC XL VA 7 EH, BWREREFTOBENR L B O EBRE G
ERBLI-OT, HTOXHKNEEEMA THRET 5. '

T

BE 60, B

EFF - BEWEE

AR BT R& k2L

KIRIE : %, B,

BRI ARG ERCGEESZZ. BEICTTHRERI LN, BEMHEMICURARL 2o
7z.

AKKEBSE © B8 163cm, fFE 68kg, iR 361C. MREBAREICEDZ L. BBERICHESZL. BER
ik, REWRZL.

ABE M PARETRR - FEES JUBEREEO LA R0, #ERRO = o7z (AST : 133
TU/1, ALT : 230IU/I, ALP : 786IU/1, +GTP : 1,3631U/1, T-Bil 1.2mg/dl). B~ —»—o LH (CEA :
6.5ng/ml, CA19-9 : 228U/ml) %FED7:.

JEER CT @ BEMICER Sh 3 THEEROZFAMREL R 2. 7, BEECBERIER SRS

<20104E 10 B 20 BRI >BIMASRSE AU M—  T277-8577 HHMOR 6—5—1 ML AL Y & — 0GR LEEESR
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&

Fig. 1 a: Abdominal CT showed an enhanced thickened inferior bile duct (arrow). b: CT showed an en-
hanced tumor in pancreas head (arrow).

Fig. 2 The tumor presented as a high signal area in diffu-
sion weighted imaging.

lem KOBMBESZED: (Fig. 1a, b).
FEER MR : TEBRRE o8zt 2 R0, FAEMIILECRRNG CIRET 238072, $7z, CT THEMS

N-EREBOBMAREE I, T1 %HEEERT low, T2 WIAHEIERT low, ILECAHAEGR TR TR/
(Fig. 2).

ERCP : FTERIBE T G2 RO, BECIREFHALROT, BKREARAELIROEd ok
(Fig. 3). '

MPEXbh, THRES, U @iEs s D UBRBERME M7 L.

FHR : EEMERURICTHRE. BERE FEBRroBLrRFEERRFLEDY, BB
BARE+ BB« ffT L7,

FHEARR  HHEROHE TIX, THREI Scm I2b 2BHEZ R0, THEEREZ RO,
T/, BEESICTHEEOBRIE L EFEEO L 15cm KOHBROEEHNKEZ TN (Fig. 4a,
b).

REMABENRERR  BERERRA2RAELHE T 5L HROBEMR AR 2 E W% TR L 22
LHELTEY, BHE~NOREGZRO. HBFNICHHMEBERIE TH - 72 (Fig. 5a). BRE
WIFEN 2R R R A T A B EAERO RS AAR 2 EEL R L O L TR Y, Ml
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Witk 7 EIRISEERE P ONETH & BEN o I RHEBAN

Fig. 3 ERCP showed a stenosis in the common
bile duct, but a normal pancreatic duct, and no
anomalous arrangement of the pancreaticobiliary
ductal system.

b e
Fig. 4 Macroscopic findings of resected specimen revealed a thickened inferior common bile duct (arrow in Fig.
b), a tumor sized 15mm in pancreas head (arrow head in Fig. b).

R BE R Th - 72 (Fig. 5b). %7z, HRBSEMPIC ISP ERIC PanIN2~3 MM 0 RE %
ROLBEG B RD . ERELBREIAE L P LREREETH 2 b 00o@iE e
A, MEEMRICIERES ALV L, WREEENIC PanIN2~3 #M0 R LR+ EH 5
ZEEh, BEFAREEEBLIUVEBOEER TH LB L. BRVEEGENDIIIAEE
pat BiAbAp, circ, #EE, 62x08cm, tub2, int, INFB, lyl, vl, pn2, s(+), Hinf0, Ginf0, Panc2,
Du0, PV0O, A0, NO, T4NOMO, pStageIVa, T3NOMO, StageIIA (UICC), WF&f Ph, #EHiEl, 20x
15cm, tub2, int, INFB, ly0, v2, nel, mpd(+), CH (=), Du(-), S(+), RP(+), PV(-),
A (=), PL (=), OO (=), NO, T3NOMO, StagelIll, T3NOMO, StageIIA (UICC) T& o7-. #dl
CERRE ) Y NHi & E X TW R OB MIVIER L, WRTE % retrospective BT 2 &, MG
OfLEE—F L Tz,
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R 7 EIEISE TR QMG & BEAG 0  BEPE TR

L ﬁ"iﬂ: .
Pl L ST R ..%» *{3 LT R R L R P
croscopic examination showed a moderately differentiated tubular adenocarcinoma of bile duct (Fig. a),
and a moderately differentiated tubular adenocarcinoma in pancreas head (Fig. b).

WS « BEOREIE 2O BMRFNCER Mk B HHICEE KR kol ) WEARB (LR
EAETEY, Wk7EERT AV ERRETHTHA.

z =

VAR, BEREOEMPENRBICNTAEFEOERZ LWL, HFRICBVTOEEEORAESE
B IMERIcH 5. LirL, BELKEE 0BEEROBRENL, MERBOTFESRLDICARTH L
OPBOTINTH 5. -

BT 1880 4£1C Billroth? 12 X » THS THE S Wiz, BfE, EMEOEHK L LTI, 1932 0 War-
ren & Gates DEEIBE L HVLENTWS, 1) SEEFELEBELET S, 2) FBEEIEWICEL
MBICFET 5, 3)—HOBEEIMUA OBEEOBE Tk, L) 3&A%HTIONEFEL
EEINS. E5IT, Moertel 5YITEFEORAERBA 6 »AUAOb DAY, Thlitodo%
BRHEL LTS, LAL, FHCRABEEOZH 2V LERE COMMAE 1 EXRHO b D% FEHE,
1EUEDDDEREHEL LTWAEZ E DSV,

BROBEBRORBERG, WREEES D 32%, HBRMTIE56% L®RESNATWA™, BT LE
ELTIEMR, FREE NIBEOEICEZ ot MESNTVAY, HARFITREELESEED
EXAE G Y (R O A \

E&EF MRS X UF PubMed X CIRERBMIEE & BREMEEOEHEICOVWTRERLE A, K
ERAFEREOEAYRE 2P0RELROL. 055, BEEENER L, BELREEOEE
BFHIBEBRBIZED 6 FlOATH o7z (Table 1)V, WEERE L CREEREN NS < WaLhE
TREBHMENTERNE3AOATD o7z, FNLSMIER D L CILBEROMTZITC TEHNIETE,
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Table 1 Reported cases of double cancers occurring in bile duct and pancreas
. . s Pancreati-
Diagnosis  Biliary e
No ztutho)r ‘:ng:;ir C;::;; Period of double duct P(as xtlsrss R coj."h arzr Progno-
year g p cancer (stage) & majunc 518
tion
1 Yoshii? 71/M  Icterus Synchro- Post Bi pap Ph poor RO — un-
(1989) nous  operation (unknown) (unknown) known
2  Akiyama® 68/F Icterus Synchro- Pre Bsrl pap Phb well R2 - Dead
(1992) nous operation (T1NO (T3N1 (8M)
stagel) stagelll)
3 Kitagawa? 77/F Weight Synchro- Post Bm Phmoder- RO - Dead
(1994) loss nous  operation tubl(TINO ately (M)
stagel) (T3N1
Gf stagelll)
tub2(T2N0
stagell)
4 Sato'® 74/M  Icterus Synchro- Pre Bi Phmuci- Un- - Dead
(2003) nous  operation tub3(T4N3 nous known (8M)
stagelVa)  (unknown)
Gn
tub1(T1INO
stagel)
5 . Kato'V 78/M  Icterus Synchro- Post Bims sig Ph well RO — Alive
(2007) nous operation (T4N2 (T2N3 (14M)
: stagelVa)  stagelVb)
6 Ourcase 73/M  Ab-  Synchro- Pre Bitub2  Phmoder- RO - Alive
dominal nous  operation (T4N0O ately (84M)
pain stagelVa) (T3NO
stagelll)

PRER TRBEEEEISEH S NER TH oz, 07k, 3L ALOEFFBERERHTER
fE%E, BESREERESREROBE Tho7. Wik W EEB I UEREL T ThICEHT A2 13
H#ThLEEILNE T 2EALIEBEESGRETERDed o7, BREEICHELTERE
FEOMSIIHLATIRZVE, BESICBWTIHAREREIC L 2BHOEEN~NOMTIFFICFS T
BLvbhTwE?? SEO6FICBVTIRARAEEZRDT, BRLBEROEEERERFICOW
TEARBEOBEIEVEEZ bI: 2EOFHIZOVTI 6 AR 3T EIMIFBT LTRSS
LIDFHRARTHAEELONS, B, BEEOWEBREAOTEINRRTHAIZ LI, EFE
Liphl, IVFHRARTHLLEEZLNI.

SIS L UBER oMY L-FHEFL LT BROBORE, Vo 8igi, WmEEmEE, Ak
BRIV EL VRS T KERRFARE SR TWALYY, 2R THHBIERSE XY v EitsB I3 ig
B, LD, bo b bEERTHRETFO—2EENTWAY EHRFMEFASHDI L, FLbo
SERIIREN, TR & b B R BRI Ch o 7o, FERBIBIERThH o7z, Sato b OTHILKS
RERY v sfEREEFATH D, NSOERAD NLEATH 272720, FELARTHILELS.
T & OIEPNT KEIR Y ~ NHIEB B TH o724, Gemcitabine & & AWBILERELHITL 225
1EEEMELNTYD, HBRAICBWTIE, JHERIE T4 BRI T3EATH o228, SRR EYD
BEiEThH Y, NOEATHo 2720, 28 Y SHBE LML AR AEEDERIC L ) RAAFE
bRZEEXLND,

BRPIOEEEOZHICOWT, L0 Warren & Gates DFEHEIZEHEL E, 1)2) IZ0owWTIHHE
EMIZEEAEIN TV LA, DIKOWTRELIHERT LI LIEETH 7. L LERBEEZENICE
PanIN2-3 DRE ZRTRAFHA S NELRENBIME LB 52 Lo, BEEE L BB S
5D PEBRERIMETHALLO0, HEEIRLRLIZLIVEERLIILL.

IR, BEOEER IO LARNEETRE 7 SEFREETO 1 AZRRL:. BEEBS LUK
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WESEAETER OPTVHG & BEM O B IR

BOEERTHoTH, Y v/ HiskiEE MM LARIRTRGC X ) RIAEFFE oW a2 WHEtE) H
D, HEUREZERTILPEETHIL EEZ LN
TERILE S Sk (1983 005 2010 EF ) I CTH—T— FE[EEME ], (B (EREIE LT,
PubMed (1950 45 2010 4EF ) 12C [bile], [pancreas), [double cancer] & L THIERL, SHITK
IR K Y SR E R L.

Mk
1) duil B, mEpsk, ME%E, REKC, REESEAS. URSEES LS LA WRESEO 6 5. BER 19999
166-72.
2) Billroth T. Die aligemeine chirugische Pathologie und Therapie in 51 Vorlesungen. Ein Handbuch fur Studierende und
Arzte. 14. Aufl Berlin, Germany: 1889. p. 908.
3) Warren S, Gates O. Multiple malignant tumors Survey of the literature and a statistical study. Am ] Cancer 1932;16:
1358414.
4) Moertel CG, Dockerty MB, Baggenstoss AH. Multiple primary malignant neoplasms. Cancer 1961;14:221-30.
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1960;6:337-45.
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7) HWE, SREE, =i BES. FITSESERTH o TR & RN O MBSO 1 5. BARH(
BHREEMEE  1989;86:22604.
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A Case of Double Synchronous Common Bile Duct Cancer and Pancreas

after 7 Postoperative Recurrence-Free Years of Survival

Yuichi Hosokawa, Toshio Nakagohri, Masaru Konishi, Shinichiro Takahashi,
Naoto Gotohda, Yuichiro Kato, Motohiro Kojima" and Taira Kinoshita
Department of Digestive Surgery National Cancer Center Hospital East
and Department of Pathology,
National Cancer Center Hospital East"

A 69-year-old man was found in enhanced abdominal computed tomography and magnetic resonance
imaging to have an enhanced thickened inferior bile duct and an enhanced tumor in the pancreatic
head. Endoscopic retrograde cholangiopancrezitography (ERCP) and magnetic resonance (MR) MRCP
showed a stenotic common bile duct but a normal pancreatic duct and no anomalous pancreaticobiliary
ductal arrangement. Based on a diagnosis of advanced inferior bile duct carcinoma with lymph node me-
tastasis, we conducted subtotal stomach-reserving pancreatoduodenectomy. Macroscopically, resected
material showed a tumor in the common bile duct and in the pancreas head. Histopathologically, moder-
ately differentiated tubular adenocarcinoma was found in the common bile duct and pancreas head, but
the two tumors were somewhat distinct and had no continuation, yielding a diagnosis of double cancer
of the bile duct and pancreas. A pancreatic fistula was identified postoperatively. Discharged on postop-
erative day 38, the man is doing well, without signs of recurrence 7 years later.

Key words: bile duct carcinoma, pancreatic carcinoma, double cancer
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Efflcacy of Concurrent Chemoradiotherapy as a Palliative Treatment
in Stage IVB Esophageal Cancer Patients with Dysphagia
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Objective: To retrospectively assess the efficacy and safety of palliative chemoradiotherapy
in Stage IVB esophageal cancer patients with dysphagia due to the primary lesion.

Methods: Forty patients with dysphagia caused by metastatic esophageal cancer, which had
been treated between January 2004 and June 2009, were retrospectively investigated. The
treatment consisted of two courses of chemotherapy (5-fluorouracil and cisplatin) and concur-
rent irradiation of 40 Gy in 20 fractions to the esophageal primary tumor. The grade of
dysphagia was evaluated; nutrition-support-free survival was evaluated using the status
of nutritional support of patients. Response to treatment, overall survival, progression-free
survival and toxicities were also evaluated.

Results: Dysphagia score improved in 75% of the patients. Seventeen of the 20 patients
(85%) who had required nutritional support at baseline improved their oral intake to no longer
need the support, in a median time of 43 days. The median nutrition-support-free survival
was 301 days in the 20 patients who had had adequate oral intake before the treatment.
Disease control rate of the primary lesion was 95%, including 12 patients (30%) who achieved
a complete response. The overall response rate was 55%. The median survival was 308
days, and the 1-year-survival rate was 45.0%. The median progression-free survival was 139
days. Toxicities were generally well tolerated. Major toxicities (Grade 3 or 4) involved hemo-
globin (23%), leukocytes (15%), neutrophils (20%), anorexia (10%), nausea (3%), esopha-
geal perforation (5%) and febrile neutropenia (3%). Two patients (5%) died within 30 days of
terminating radiotherapy.

Conclusions: Palliative chemoradiotherapy using 5-fluorouracil plus cisplatin combined
with concurrent 40 Gy irradiation effectively improved the symptom of dysphagia in Stage IVB
esophageal cancer with acceptable toxicity and favorable survival.

Key words: esophageal cancer — squamous cell carcinoma — Stage IVB — dysphagia — palliative
chemoradiotherapy

INTRODUCTION

Esophageal cancer is the sixth most common form of cancer
in male and the sixth most common cause of all cancer
death. In 2008, estimated 482 600 new cases are diagnosed,
and the estimated deaths were 406 800 worldwide (1). In
Japan, 11 669 patients died of esophageal cancer in 2007
(2). For 8.6% of the patients, the disease has already spread

to other organs of the body at the time of diagnosis (3), and
a cure is not expected. Most of these metastatic patients
experience dysphagia due to the progression of the primary
lesion.

Dysphagia is the most common and serious symptom of
esophageal cancer. It severely affects the patient’s quality of
life and necessitates nutritional support, such as intravenous
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infusion or feeding through percutaneous gastrostomy or
nasogastric tube, when inadequate oral intake persists. For
patients with unresectable, metastatic esophageal cancer,
long-term relief of dysphagia is one of the most important
issues in their daily life (4).

Of the multiple treatment options for dysphagia, radiother-
apy and metallic stent placement have been considered to be
the standard of care. When rapid relief of dysphagia is
required, stent placement is the preferred treatment; however,
its efficacy is short term due to the fact that the tumor masses
are only pressed mechanically. Stent deployment in inoperable
patients has been reportedly associated with a median survival
time of only 13—20 weeks (5-7). For patients in better health,
radiotherapy could offer a more prolonged effect (8).

According to the National Comprehensive Cancer
Network (NCCN) clinical practice guidelines in oncology™
v.1.2010, palliative chemotherapy is proposed as the
standard treatment in metastatic patients, with the aims of
controlling tumor growth, improving quality of life and
prolonging survival. Response rates to chemotherapy alone
ranged from 16 to 43% for metastatic disease (9—14).
However, there is little evidence to suggest that chemother-
apy alone improves survival and/or quality of life including
dysphagia in patients with metastatic disease (9,15,16).

With respect to palliative chemoradiotherapy in patients
with further advanced esophageal cancer, including meta-
static cases, previous studies have shown considerable
effects in the improvement of dysphagia (17—23). However,
there have been only a few studies covering exclusively
Stage IVB esophageal cancer.

The aim of this retrospective study was to provide basic
data on the efficacy and toxicity of palliative chemora-
diotherapy in Stage IVB esophageal cancer. We especially
focused on the improvement of dysphagia, and survival time
without nutritional support, because these parameters reflect
clinically relevant symptomatic indices in patients suffering
from dysphagia due to incurable, metastatic esophageal
cancer.

PATIENTS AND METHODS
PATIENTS

The subjects were recruited from our database of patients who
were treated at National Cancer Center Hospital East
(Kashiwa, Chiba, Japan) between January 2004 and June
2009, according to the following criteria: (i) histologically
confirmed squamous cell carcinoma of the esophagus;
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(ii) metastatic disease classified as Stage IVB, according to
the TNM classification of malignant tumor of UICC, sixth
edition; (iii) radiation therapy consisted of 2 Gy fractions (Fr)
daily for 20 days (total 40 Gy); (iv) chemotherapy consisted
of 5-fluorouracil (5-FU) and cisplatin (CDDP); (v) primary
lesion present in thoracic esophagus; (vi) age 20—75 years;
(vii) performance status (PS) <2 on the Eastern Cooperative
Oncology Group scale; (viii) no previous history of che-
motherapy or radiotherapy; (ix) white blood cell count
between 4000 and 20 000/j.l; (x) platelet count 100 000/l or
more; (xi) adequate liver function, as indicated by serum con-
centrations of total bilirubin <2.0 mg/dl, aspartate amino-
transferase <200 IU/I and alanine aminotransferase (ALT)
<200 IU/L; (xii) serum creatinine concentration <1.5 mg/dl.
The metastatic lesions were confirmed with computed tom-
ography scans. The presence of a measurable metastatic
lesion was not mandatory. Patients with other active synchro-
nous carcinomas or concurrent uncontrolled medical illness
were excluded. The study was performed in accordance with
the Declaration of Helsinki and Japanese ethical guidelines
for epidemiological research. We obtained an institutional
review board (IRB) waiver to conduct this study from the
chairperson of the IRB.

TREATMENT SCHEDULE

Chemotherapy comprised protracted infusion of 5-FU com-
bined with a 2 h infusion of CDDP with adequate hydration
and antiemetic coverage. In general, patients were treated
with 5-FU 700 mg/m? on days 1—4 and 29—32, and CDDP
70 mg/m? on days 1 and 29 (Fig. 1). Doses were modified
according to the judgment of the attending physician: the
doses of 5-FU and CDDP were generally reduced to
50—80% when Grade 4 hematological or Grade 3 or 4
non-hematological toxicity occurred. Once serious toxicity
was observed, treatment was suspended until recovery.

Radiation treatment (10 MV) was administered for
4 weeks (5 days/week) at 2 Gy/day with a total radiation
dose of 40 Gy/20 Fr, concomitantly with chemotherapy
(Fig. 1). The chemotherapy and radiotherapy were started
within 7 days of each other. The targeted area for irradiation
included only the primary tumor with a 3 cm superior and
inferior margin and a 2 cm lateral margin. Metastatic lesions
were not included in the targeted area. Irradiation was
applied in anterior and posterior opposed fields.

When there was a need, nutritional support was provided
by fluid administration including intravenous hyperalimenta-
tion or feeding through a percutaneous gastrostomy tube.

) Week 1 Week 5
5 FU + CDDP (700/70)
4 29
CDDP 70 mg/m? ¥ ¥
5-FU 700 mg/m? m—
RT 40 Gy/20 fr. AR 222 AN 2 2 2 2 2 2 2 T A

Figure 1. Treatment schedule. 5-FU, 5-fluorouracil; CDDP, cisplatin; RT, radiotherapy.
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966 Palliative chemoradiotherapy for Stage IVB esophageal cancer

For patients who showed an objective response to
treatment, additional courses of chemotherapy alone were
administered, which consisted of the same regimen or
protracted infusional 5-FU 800 mg/m?/day on days 15 and a
2 h infusion of CDDP 80 mg/m*/day on day 1. These treat-
ments were repeated every 4 weeks until disease progression,
development of unacceptable toxicity or the patient’s refusal

to'continue. Further additional courses of chemotherapy were -

optional. When disease progression or unacceptable toxicities
were observed, second-line chemotherapy was initiated.

REesponse AND ToxiciTY EVALUATION

The grade of dysphagia was determined by the dysphagia
score as described previously and shown in Table 1 (24,25).
Improvement of dysphagia was defined as a decrease of at
least 1 point in dysphagia score.

Objective responses of measurable metastatic lesions were
evaluated according to the response evaluation criteria in

Table 1. Dysphagia score

Score Swallowing status

0 Asymptomatic

1 Eat solid diet with some dysphagia
2 Eat semi-solid diet

3 Drink liquid diet

4 Complete dysphagia

Stage IVB 219

solid tumors (RECIST v 1.0) guideline. Tumor response was
evaluated using computed tomography scan every 8 weeks
after the initiation of treatment. Response of the primary
tumor was evaluated by the criteria of the Japan Esophageal
Society (26,27). Complete response (CR) of the primary
lesion is judged, using endoscopy, with the fulfillment of all
of the following conditions: (i) disappearance of all endo-
scopic findings that suggest the presence of tumor, such as
irregular erosive lesions, ulcerative lesions or obvious elev-
ated lesions; (ii) no histologic findings of malignant cells by
endoscopic biopsy from the area where the primary tumor
had been; (iii) the entire esophagus can be observed by
endoscoPy; and (iv) no findings of active esophagitis by
endoscopy. Progressive disease (PD) of the primary lesion
means distinct tumor growth or progression in esophageal
stenosis during treatment. Incomplete response/stable disease
(IR/SD) means that the response of the primary lesion does
not meet the conditions for CR or PD.

Toxicity was evaluated according to the Common
Terminology Criteria for Adverse Events v3.0 (CTCAE v3.0).
Toxicity was assessed on a weekly basis during chemoradiother-
apy and then biweekly during the subsequent chemotherapy.

STATISTICAL ANALYSIS

Overall survival was calculated from the initiation of treat-
ment to the date of death or the last follow-up day in survi-
vors. Progression-free survival was calculated from the
initiation of treatment to the detection of disease progression
or death from any cause. In patients who had not required

4

Chemotherapy alone 67
— » | Radiotherapy alone 3
Surgery

6

Chemoradiotherapy 143 l

—*I Chemoradiotherapy (not 40 Gy/20 Fr) 82

v

Chemoradiotherapy 40 Gy/20 Fr 61

-
Al

5-FU + Nedaplatin 9
5-FU alone 2

A ]

5-FU + CDDP 50

5FU+CDDP 40

Older than 75 years

Basal cell carcinoma

Primary lesion in cervical esophagus
No dysphagia

v Co-morbid advanced gastric cancer
Severe infection before treatment

et s OO R B

Figure 2. Between January 2004 and June 2009, 219 patients with Stage IVB esophageal cancer were treated at National Cancer Center Hospital East.
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nutritional support before chemoradiotherapy, nutrition-
support-free survival was calculated from the initiation of
treatment to the date when nutritional support was first
started. The oral intake of patients who had initially required
nutritional support was considered to have improved when
nutritional support could be stopped. Overall survival,
progression-free survival and nutrition-support-free survival
were calculated using the Kaplan—Meier method and the
SPSS software program. i

RESULTS
PATIENTS” CHARACTERISTICS AND TREATMENT

From January 2004 to June 2009, 219 patients with Stage IVB
esophageal cancer were treated in our hospital. Of these 219
patients, 143 patients were treated with chemoradiotherapy, 67
with chemotherapy alone, 3 with radiotherapy alone and 6
received palliative surgery as initial management (Fig. 2).

Of the 143 patients treated with chemoradiotherapy, 50
were treated with the palliative regimen of chemotherapy
with 5-FU and CDDP and 40 Gy/20 Fr of irradiation to
exclusively the primary lesion. Of these 50 patients, 10 were
excluded from our study: 3 were older than 75 years; 1 had
basal cell carcinoma; 3 had a primary lesion located in the
cervical esophagus; 1 did not experience dysphagia; 1 had
advanced gastric cancer; and 1 developed a severe infection
immediately before treatment started. The remaining 93
patients had been treated with other regimens, such as 5-FU
and CDDP combined with 50.4 or 60 Gy irradiation, or
5-FU plus nedaplatin with radiation. ‘

The characteristics of the 40 eligible patients are shown in
Table 2. Most of the patients (95%) had good PS of 0 or 1.

COMPLIANCE AND EFFICACY

All patients completed the planned radiotherapy. Radiation
schedule was interrupted for 1 day or more in seven cases
(18%) because of infection or high fever (Grade 1 or 2), but
all completed the program after an intermission.

The median number of courses in the initial regimen of
chemotherapy was four, ranging from one to seven courses.
Treatment discontinuation within two courses was observed in
two patients. The regimen was changed to 5-FU and nedapla-
tin in one patient at the physician’s discretion. Chemotherapy
was terminated in the other patient because of disease pro-
gression after the first course of chemotherapy. In seven
patients, the dose was reduced (to 50—80%) for the second
course because of toxicities observed in the first course.

The responses of the primary lesions are shown in
Table 3: 12 patients (30%) achieved a CR in their primary
lesion and 26 (65%) were categorized as having IR/SD. Of
these patients, 24 demonstrated apparent regression of the
primary lesion, which means that 90% of the patients
showed volume reduction in the primary lesion after chemor-
adiotherapy. As for the overall response including metastatic
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Table 2. Patients’ characteristics (n = 40)

Characteristic

Age (years), median (range) 64 (43~74)
Sex
Male 36
Female 4
PS
0 24
1 14
2 2
Primary tumor site®
Ut 8
Mt 20
Lt 12
Macroscopic type
1 3
2 18
3 18
4 1
T stage
T1
T2
T3 24
T4 16
Tumor length (cm), median (rangc) 8 (3—-17)
Tumor circumference
<1/3 of circumference 1
>1/3 and <2/3 of circumference
>2/3 of circumference, but not entire circumferential 9
Entire circumferential 23
Metastatic organs
Lymph nodes 24
Distant organs 16
Liver 10
Lung 8
Others 4

PS, performance status; Ut, upper thoracic esophagus; Mt, middle thoracic
esophagus; Lt, lower thoracic esophagus.

*Anatomical subsites of esophagus are defined according to the TNM
classification of malignant tumors, seventh edition.

lesions, objective improvement was seen in 22 patients, a
55% response rate (Table 4).

EVALUATION OF DYSPHAGIA AND SURVIVAL

All patients were assessable for degree of dysphagia, history
of oral intake, toxicity, overall survival and progression-free
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968 Palliative chemoradiotherapy for Stage IVB esophageal cancer

Table 3. Response of the primary lesion (n = 40)

Response of primary lesion No. of patients

CR 12 (30%)
IR/SD 26 (65%)
PD 0 (0%)
NE 2 (5%)
Disease control rate 95%

CR, complete response; IR/SD, incomplete response/stable disease; PD,
progressive disease; NE, not evaluated.

Table 4. Overall response to treatment (n = 40)

Overall response No. of patients

CR 2 (5%)
PR 20 (50%)
SD 10 (25%)
PD 6 (15%)
NE C2(5%)
Response rate 55%

PR, partial response.

Table 5. Change in dysphagia score after treatment (1 = 40)

Improved Unchanged Worsened Improvement rate

30 7 3 5%

survival. Nutrition-support-free survival could also be
assessed in all patients. Twenty patients who had received
nutritional support of total parenteral nutrition or percuta-
neous gastrostomy at the onset of treatment were assessable
for improvement in oral intake.

The overall improvement rate of dysphagia score was 75%
(30/40) (Table 5). The nutrition-support-free survival of the
20 patients with initially adequate oral intake is shown in
Fig. 3. The median nutrition-support-free survival was 301
days (10.0 months). The median overall survival in this
group of patients was 410 days (13.7 months). Of the other
20 patients who had initially required nutritional support,
85% (17/20) were relieved from nutritional support: median
overall survival was 249 days (8.3 months). Of the 17
patients who were relieved from nutritional support, the
median time until relief of nutritional support was 43 days
(1.4 months) and the median nutrition-support-free duration
was 137 days (4.6 months).

The median follow-up period was 617 days in survivors
at the time of analysis. The overall survival time is shown
in Fig. 4. The median survival time was 308 days

Nutrition-support-free Survival
f=]
i

0.0 4oy oo

Time (months)

Figure 3. Nutrition-support-free survival (n = 20).

1.0

0.8

0.6

0.4

Overall survival

0.2

0 12 24 36 48

Time (months)

Figure 4. Overall survival (n = 40).

(10.3 months), and the 1-year-survival rate was 45.0%. The

median progression-free survival was 139 days (4.6 months)

(Fig. 5).

Toxiciry

The grades of toxicity during the treatment course (radiother-
apy and first and second course of chemotherapy) are sum-
marized in Table 6. Toxicity profiles with Grade 3 and 4 are
shown except for platelet. Hematological toxicities were gen-
erally mild. Anemia was the most common hematological
toxicity, but only 23% of the patients experienced Grade 3
or 4 anemia. Grade 3 or 4 neutropenia and leukopenia
occurred in 15 and 20% of the patients, respectively. Grade
3 or 4 non-hematological toxicities were hyponatremia
(18%), anorexia (10%), nausea (3%), esophageal perforation
(5%), ALT (5%), creatinine (3%), febrile neutropenia (3%),
rash (3%) and constipation (3%).

No patient died during radiotherapy. However, early
death, within 30 days of terminating radiotherapy, occurred
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Figure 5. Progression-free survival (n = 40).

Table 6. Adverse events (n = 40)

CTCAE VER3.0 Gr.l Gr.2 Gr.3 Gr.d4 >Gr3
Hemoglobin 10 17 8 1 © 9 (23%)
Leukocytes 13 10 5 1 6 (15%)
Neutrophils 19 13 8 0 8 (20%)
Platelet 9 5 0 0 0 (0%)
Rash 1 0 1 0 1 (3%)
Anorexia 11 8 4 0 4 (10%)
Constipation 3 2 1 0 1 (3%)
Mucositis/stomatitis 4 3 0 0 0 (0%)
Nausea 16 7 1 0 1 (3%)
Esophageal perforation 0 0 2 0 2 (5%)
Alanine aminotransferase 16 2 2 0 2 (5%)
Creatinine 8 2 1 0 1 (3%)
Hyperkalemia 21 3 1 0 1 (3%)
Hyponatremia 28 — 7 0 7 (18%)
Febrile neutropenia 0 0 1 0 1 (3%)

Two patients (5%) died within 30 days of completion of radiotherapy.
CTCAE, Common Terminology Criteria for Adverse Events.

in two patients: one was a 64-year-old man who had supra-
clavicular lymph node metastases. The primary tumor had
not invaded adjacent organs (T3), but one metastatic lymph
node had invaded the wall of the aorta. On the 13th day after
terminating radiotherapy, the patient was admitted to the
hospital as an emergency due to severe right pneumonia; he
died the next day. Chest X-ray indicated pneumonia due to
aspiration or perforation, so the probability of radiation pneu-
monitis was low. The other patient was a 71-year-old man
who had deep cervical and supraclavicular lymph node
metastases and pericardial dissemination. The primary tumor
invaded the wall of the aorta, bronchus and pericardium
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(T4). On the 26th day after terminating radiotherapy, the
patient complained of severe back pain. After a few hours,
he was found in cardiac arrest. The causes of death in these
two cases are not clear, but they could be related to
treatment.

DISCUSSION

Palliative chemoradiotherapy using 5-FU plus CDDP com-
bined with concurrent 40 Gy irradiation effectively improved
the symptom of dysphagia in Stage IVB esophageal cancer
with acceptable toxicity and favorable survival in our study.

To date, the best palliative method for dysphagia due to
advanced esophageal cancer has not been established. Of the
multiple treatment options, chemoradiotherapy had been
reported to be effective for the palliation of dysphagia
through tumor regression in advanced, incurable esophageal
cancer (17-23). However, these previous studies included
patients who were not uniform in terms of TNM clinical
classification. In palliative chemoradiotherapy for patients
with Stage [VB esophageal cancer accompanied by dyspha-
gia, it is most important to balance management of primary
and metastatic sites with tolerance of toxicity. Therefore, to
prolong survival without nutritional support, it is important
to establish the appropriate dose of individual agents and
irradiation dose and field. Our study is one of only a few to
investigate the palliative effects of chemoradiotherapy exclu-
sively in patients with Stage IVB esophageal cancer.

In our study, the palliative chemoradiotherapy was satis-
factory, with an overall improvement rate in dysphagia score
as high as 75%. Of the patients who had required nutritional
support at the onset of treatment, 85% no longer needed the
support after the treatment. The toxicity was tolerable, and
the median overall survival was 10.3 months in patients with
Stage IVB esophageal cancer accompanied by dysphagia.
We suggest that concurrent chemoradiotherapy of 5-FU plus
CDDP combined with 40 Gy irradiation is effective in
improving dysphagia.

Published reports of palliative chemoradiotherapy are
summarized in Table 7 (17,18,20—23). The chemotherapy
regimens in these studies are basically a combination of
5-FU and another agent, and the radiation dose ranges
between 30 and 54 Gy, which is generally lower than the
dose used in definitive chemoradiotherapy. Our regimen,
chemotherapy with 5-FU and CDDP, and concurrent radi-
ation of 40 Gy, can be properly categorized in the spectrum
of palliative therapy. Hayter et al. (18) showed in detail the
palliative efficacy of 30 Gy radiation in 10 Fr with concur-
rent chemotherapy consisting of 5-FU and mitomycin C in
22 patients with advanced incurable esophageal cancer.
In that study, complete relief of dysphagia was observed in
68% of the patients. The median time to normalization of
swallowing was 5 weeks, and the median dysphagia-free
interval from the onset of improvement was 11 weeks. In the
other reports, the improvement rate of dysphagia ranged
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Table 7. Previous reports of palliative concurrent chemoradiotherapy for dysphagia in inoperable, advanced esophageal cancer

Literature n Pathology Chemotherapy ~ Radiotherapy (Gy)  Treatment  TRD Improvement rate  Survival
failure (%) rate (%) of dysphagia (%) (months)

Coia (22) 49  SCC, Adeno 5-FU, MMC 50 NS NS 91 8

Urba and Turrisi (23) 27  SCC, Adeno 5-FU, CBDCA 40 0 4 59 6

Hayter et al. (18) 22 SCC, Adeno 5-FU, MMC 30 NS 5 68 5

Harvey et al. (17) 106  SCC, Adeno, small cell, 5-FU, CDDP 35 5 6 78 7

undifferentiated and others

Burmeister et al. (20) 24 SCC, Adeno 5-FU 30-35 17 NS 67 9

Cho (21) 27 SCC S-1, CDDP 54 0 0 77.8 11.6

Present study 40 SCC 5-FU, CDDP 40 5 5 75 10.3

TRD, treatment-related death; SCC, squamous cell carcinoma; Adeno, adenocarcinoma; 5-FU, 5-fluorouracil; MMC, mitomycin C; NS, not stated; CBDCA,
carboplatin; Small cell, small cell carcinoma; Undifferentiated, undifferentiated carcinoma; CDDP, cisplatin.

from 67 to 91% (Table 7). The effects of our palliative
regimen are comparable to those reported in these studies.

Our treatment regimen was well tolerated. No patient
failed to complete radiation, and only two patients (5%)
received fewer than two complete courses of the planned
chemotherapy. Death within 30 days of completion of
radiation was observed in two patients (5%). The rates of
treatment failure and treatment-related deaths in the previous
studies are shown in Table 7. As for these two parameters,
the toxicity profile of our regimen is equivalent to those of
the previous studies.

There have been some studies evaluating chemotherapy
for locally advanced or metastatic squamous cell esophageal
cancer (10—14). Bleiberg et al. (12) reported that WHO
Grade 3 and 4 toxicities were observed from combined
chemotherapy of 5-FU and CDDP: leukocytes in 14% of the
patients and platelets in 14%. lizuka et al. (14) evaluated the
combination of 5-FU and CDDP in advanced squamous cell
carcinoma of the esophagus and reported WHO Grade 3 and
4 toxicities of hemoglobin, leukocytes and platelets in 13, 8
and 5% of the patients, respectively. In our study, CTCAE
Grade 3 and 4 leukocytes, hemoglobin and platelets
developed in 15, 23 and 0% of the patients, respectively.
The higher rates of hematological toxicities in our study
seem to arise because of the concurrent radiation. In the
studies of definitive chemoradiotherapy with a radiation dose
of 50—70 Gy (20,28—32), Grade 3 and 4 toxicities were
observed at a rate of 9—33% hemoglobin, 24—78% leuko-
cytes and 14—20% platelets. These figures are generally
higher than in our study, probably due to the higher radiation
dose. Non-hematological toxicities were not severe in our
study. Although Grade 3 esophageal perforation and febrile
neutropenia occurred in 5 and 3% of the patients,
respectively, they were properly managed.

Regression of the primary lesion was observed in 90% of
the patients and 12 (30%) achieved CR. This effect probably
results in the effective improvement of dysphagia. In defini-
tive chemoradiotherapy of esophageal cancer, the irradiation

dose to the primary lesion is 50.4 or 60 Gy in Japan. The
CR rates of the primary lesion following definitive chemora-
diotherapy are 62% in T3 cases and 37% in T4 cases,
respectively (33). The CR rate of the primary lesion in our
study was lower than this, probably because of the lower
radiation dose of 40 Gy. A higher dose could lead to better
and longer dysphagia relief through tumor regression, but it
is important to balance palliative outcome with the costs of
treatment, namely toxicities of higher irradiance and the
effort of hospital visits, especially in those patients who
cannot expect a cure.

The prognosis of Stage IVB esophageal cancer is poor.
The median survival time has been reported to be 5—11
months (7,11,17,18,22,23,29,34) in patients who receive any
treatment (including chemotherapy, chemoradiotherapy or
surgery). In our study, the median survival time was 10.3
months, which is relatively good compared with previous
studies of palliative therapies including chemoradiotherapy
(Table 7). The survival effect is an important therapeutic
aim in incurable Stage IVB esophageal cancer. Our result
suggests that the addition of 40 Gy of radiotherapy to pallia-
tive chemotherapy is not associated with a negative effect on
survival. However, we have to accept that there could be a
selection bias in our retrospective study. It should be noted
that 24 out of 40 patients have only lymph node metastasis
in our study, who are known to have better outcome than
those with visceral metastasis.

As for the histological type of the tumor, both squamous
cell carcinoma and adenocarcinoma were included in the
western studies (17—20,23), whereas only squamous cell car-
cinoma was included in Asian studies, including ours (21).
The incidence of adenocarcinoma of the esophagus has
increased considerably in western countries over the past
three decades (35), whereas squamous cell carcinoma
remains the major histological type of esophageal cancer in
Japan and most Asian countries. It has been reported that
there has been no dramatic increase in adenocarcinoma in
Japan (36). Our study included only patients with squamous
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cell carcinoma, in order that we represent actual Japanese
clinical practice. :

In conclusion, our retrospective study suggests that our

palliative regimen of chemoradiotherapy, 5-FU plus CDDP
combined with concurrent 40 Gy irradiation, can provide
effective palliation of dysphagia through tumor regression
with a tolerable toxicity profile in incurable Stage IVB eso-
phageal cancer. However, since there are inevitable biases
that could not be ruled out in our retrospective study, further
prospective studies are required to elucidate the most durable
and swift palliation with lower toxicity and better survival.
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Objective: After complete resection of carcinomas of the head and neck, including carcinoma
of the cervical esophagus, the pattern of first failure is more often locoregional than distant
metastasis. We retrospectively evaluated the safety and efficacy of the combination of post-
operative radiation and concurrent chemotherapy with low-dose cisplatin for high-risk squa-
mous cell carcinoma of the cervical esophagus.

Methods: From 2005 through 2008, 34 patients with previously untreated squamous cell car-
cinoma of the cervical esophagus underwent cervical esophagectomy with or without laryn-
gectomy. Of these 34 patients, 11 with disease-positive lymph nodes in the upper
mediastinum (M1 lymph/Stage IV) confirmed by pathologic examination were enrolled.
Patients received radiotherapy (66 Gy in 33 fractions) and concurrent low-dose cisplatin.
Results: Nine patients completed the planned radiotherapy and two or more courses of che-
motherapy. Grade 3 toxicities during chemoradiotherapy were leukopenia (36% of patients),
neutropenia (18%) and mucositis (9%). At a median follow-up time of 39.5 months, the
overall 1- and 3-year survival rates were 91 and 71%, respectively.

Conclusions: The combination of post-operative radiation and concurrent chemotherapy with
low-dose cisplatin is well tolerated and has the potential to improve the rates of locoregional
control and overall survival in patients with high-risk advanced squamous cell carcinoma of

the esophagus.

Key words: cervical esophageal squamous cell carcinoma — post-operative radiotherapy with
concurrent chemotherapy — nodal M1 disease

INTRODUCTION

Locally advanced head and neck cancer is optimally treated
with multimodal approach, involving resection followed by
- radiotherapy and concurrent chemotherapy (1). Carcinoma of
the cervical esophagus has a poor prognosis, with reported
3- and S-year survival rates ranging from 18 to 35.4% and
from 12 to 33%, respectively (2). We have previously
reported on the prognosis, patterns of first failure and signifi-
cant clinicopathologic factors affecting survival in cases of

squamous cell carcinoma of the cervical esophagus (2). In
particular, the 3-year survival rate was 0% in patients with
metastasis to mediastinal lymph nodes (M1 lymph/Stage
IV). We have maintained that multimodal treatment, such as
post-operative radiotherapy with concurrent chemotherapy, is
essential for the treatment of cervical esophageal carcinoma
(2). On the basis of the results of our previous study, we per-
formed a pilot study and retrospectively assessed the toxic
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