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R REX - KBRZEICRENEDRS (T4 TNM5RICLS) ETEERIE, b TURRKE
ThHLEARIFREABRLRBETH S, bhbhid T4EERIIH LT cisplatin B E 5 (75 mg/m’,
QMR MiEERE, £ 1HHB) & 5-fluorouracil FHHeaHE (300 mg/m®, % 2~29 HH) & BH#K (2 Gray
(Gy) /2 fractions/day, % 2~29 H) D[R HEELMANHET L, 4 BREEREZKIE L&A
WEBITTAHEEBFEOARAMERET L, MREMIZ 2068 TH Y, 2FIAFFHETRETH o720 HERERDR
&, Ex16 5%), Bxh8 B (40%), AE10H (50%), #AT1H (5%) T, BHXIZ 4% TH -
Fzo EIRAEFHEOPRAEIX 10.5 28 (2~113 8 +) T, 1 EEREFE 42.9%, 34 21.1%, 5F 21.1
Y% Thotl o EEHEOHRIEIZ 225 B (3~114 A +) T, 1 EEFET3.7%, 3F 42.1%, 54 31.6
% Tholze MBEMPPERBITE 11H) LMEHBEERETHE OF) ©28MTIE, FIEDDFID
i fEix 7R (2~3242H), #EIX205 08 (4~113+»H) THIAENIIERIBHZERTH-
72 (p=0.03), EZBEMWEMIX, E.L - B, RER, HIKBRD LHFIRKBRDTH o7, AREDBIERIZ
BRIICERTEETH ), BEIHEBREITITETHo 72 L2 LEHRBIBREO/ROLNSLLDTIE RS,
BREDEEK 60%, BYETFNERY) » HOELEK 27.8%, RETF/NER) » SHORHE154% T
ol BIIRHFENGER) v BBV THEFE S ERDEN B ON AP 572 £ > TCDDP &5\
12 5-FU ¥ 58, kLR R, B HF Rt a8, RENLEREOBERIOLENHLEZX2 LN
PARS
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bhvbhil, BArETEER T4HRES R TEIZ
TNM 582 X B) (23 LT, #8iiZ cisplatin (CDDP) B
B4 5 & 5-fluorouracil (5—-FU) FHtEHE IS BT #RHEE (RT)
RHAEDECERSHREE L TV, 4 BHBEERTKREL
TR RENBI R 21T 5 BEFELITL, £ DB
TRE L7

I. & &F &

L X %

DTFo&ttrmi-sENZNRE LT

1) HEASFNICAERTFEERLEZH S, RE-
SEX - KBkZ% SWCREsEDLNS T4 B HER S
52 %, 2) CDDP B & U 5-FU, RT I X 2 BiGHEHI %
Wk, 3) +oREBEEENRIINTWAZE, a) H
MERE: 4,000/ 4L BLE, b) ~E 7 1Y Lfl: 10.0 g/dL
Bk, ¢ M/AREC 7.5x10°/ uL LA L, d) MiERYE Y
VE: 1.5mg/dL LT, e) AST, ALT: IEHMELFRD

2L, O ZLT7F=r )T IR (24 B
60 mL/min Lk, 4) Performance status (PS): 0~2,
5) fF#EN: 20 UL E 80 KiE, 6) EEEBLYEL TG
WZ &, 7) informed consent 25X #E ¥ 721X [OFE THUS
ENTWwbZ &,

2. WBRAE

1) ALEHEE

CDDP 75 mg/m* % £F AR K 500 mL (ZiE#H L&
T 2K¢HTH# 1 HBICHiH#HE, 5-FU 300 mg/m® % 5
%7 Va2 —Z 500 mL IZER L, 24 REFHREIETE
2HELY 29 HE FT29 BB AEEEL

2) AR

1H25E12T2Gray (Gy) BE &L, $2~29H
WAL L R LR E 40 Gy & L7, BETE
BREBZFHREDO L TH 3em, HEE 7Tem OHMY R
B & L 720 #1513 liniac 10 MV % i \» AP-PA 3t —

RRMERX Ll 1-37-1
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WA EERERTH4ERBEEZODDL, FEAlE
L CH MRS A& R, BLK 3R ¥/ EFE
L7

4) HEE

WETREZBY, HyHRoBMNES, CDDP, 5-FU,
mitomycin C (MMC) 2 Xk 2 fffi#i% (PMF i) 5
o — X R BIMEET & PMF #& % /1T L7

5 PUEEELEIER

HREBHRB L ORIEH I ERBERERD B
{bEBREEEDRAEEE"] BLU [BREILFRE
RO H EREY | ITEL, {LERITRBERT &
WZEHE L 72 BHEIIRRESGDMDRELERALT, £
DEHRNR % G-l L 720 AAREF MR R E (X R ERIY
BRI L, EFHBORE 5 IIWMETLERST
WEERIBE & L, £ % Kaplan—Meier & TH
L7

6) BEHH

EHEUMIZ1990F 1A A H51994%F 128 F ¢k
L, RRBEHIZ19994E 10 A 31 HE L7, BREHMN
hRfEIZ 94 B (72~128 " H) Tho7z,

II. #& £

1. HRMKEF (Tablel)

FEBIE 2081 C, BE166l, B4 TH - 7o 4
B HRAEILX 58 & (44~T77 &), PSOHRfEIX1 (0
~2), HMBFENTLEIES LR 5 5, F51bE 11 41,
BB 4B TH o7 BREREOBIEMMITHEIAE 1
B, LEMEAES B, PR AE 13 6, T ERMER
BEBE1HTHo 72, BARIEH1/2EUETHY,
BEREOREDHIMEIX 80mm (30~150mm) TdH
o720 CTRAEXHEIZTT4 EHEL-EBEEAMIL,
JE - REX 1260, KEAR6 B, CHME 16, Bii16
ToHolzo B&EH 1 2 AMOKERIIE, 0~10% 5713
B, 10~20% A5 B, 20~30% H* 2 BITdH -7,

2. HMFEAE

1) HRHE

ATETE R &7 A Tid, F%) (complete response; CR)
138287, H%) (partial response; PR) 9 5, &A% (no
change; NC) 10 #l, #47 (progressive disease; PD)
161, E%E (CR+PR) 1345% Th 72, LA
ETIE, BEREHEIIPRI2H, NC8HI, EHE60% T
ot BETEFICY Y NEIEBE A L T ERNIL 18
B, ZO%EIZPR5HI, NC126l, PD1#l, Ei=
27.8% ThHo7:. BHFHN) V1 \HEEEZEL T
FEBIIZ 13 B, ZD%hEi CR 1%, PR1 I, NC 11 %1,
BRF 15.4% Th o712,

2) HMBEANEHE

HEEM BB RN ZE X, Grade (G) 04534, G

1a#5%l, Glb2 16, G24510%), G32 18 T
B otze EERAER) ¥ EIEKR DR 720 B R
T2 PR & $JI#7 L 7= 1 B2 pathological (p) CR #8288
Sz, EEEICRSE, GOA3H), GlaA 54,
G1bA 1%, G244 76, G32°4BITH > 7z YK
Y IZBWT, HEMKFERIC down staging HSTE 7
FEBNIL 12 B TH - 72

3) BIEA (Table 2)

G3 U tomiEt %R ERMI, AMmMKRI 26
B, FHRBLHEHTH Y, MBI B LOANE
Fuv ryRAERD Dol ILRIEMBEICESLAKD
gL, Bk, FPERKEALA25HE, NESOY
VERVAT33HE, M/ARBA22HETH o 72,
FEMmMBEFEMBIVER L, G3/4 DEL - IBHIIFRD d o
720 Cer fEDIET % 1 6l (G3) 12580720 & 512 Hand-
foot syndrome 7% 2 BIIZFED HN7=2%, HUEHIDKET
BB L7 MOFFMBHEWRIERD, FRICHERE L
BLETARERTHEARRBEL 20

4. FHBIUHEE

(L2 R E P IR R EDOREDET % B 1R
1 7% <, operability i¥ 100% T, resectability iZ 60%
Thotzo BBMPEHES L OFMEERIIZD LD
o7, MAEWREE L, pAd 14, pBA¥114l, pC
M8BITH o7z BEMHBITHBENIC) ¥ R\ HER %
BTz 6 FITIE T FIEHE PMF BiEZ BITL, 20t
3B PMFBEEZRIT L7z, D 11 I BRBED
A THEBEIIHIT Lo 720

5. BEEAB IUIER

R BEESFNSHED SN, I b, RELHS
Bl, BREY 5 EHA3H, MifdY v S 2B TH
272, ERERIE, b5 B, A3 6, KA 26,
BiA 160, FEEA 16, KEIAREE Y > /$Hiss 16
Bd oz,

208109 b 13PIHIET, 5 LWL 11H1IZ2D
2o SEHIE, WBRAEA56, FAREN2H, LF ¥
RF=7H16l, REKXBIRECTCOHMIEA 16, &
AN LAMEN2HTHol, Bd2HDOETER
13, BRRER CIAIEE L £ 2 & s & ik, R
PRENIRBEEZLZ X BRRTIEBI T - 720

6. AHEX

EHI DML (disease free interval; DFI)
RIEZ 10558 2~118 2 A +) T, 14EERERE
42.2%, 34 21.1%, 5 21.1% Tdh - 7=, EFHHE
(overall survival; OS) O RfEIZ 225 7 F (3~114
MRA+) T, 1EEFFT3.7%, 34F 42.1%, 54 31.6
% T o720 KIZDFL, OS ZMEMBBED A T 2
FIZDIT, Wilcoxon REIZTHE L. T 2b bk
BN BERIGATRE (116 LW ERMBIBIEGTR (9
Bl) O 2FHETIE, FHO DFIOHRIEIZ 7 HH (2~
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Table 2. Adverse events
Parametar No. of patients (N =20)
Toxicity grade® 0 1 2 3 4
Hematological
leukopenia 6 4 5 5 0
neutropenia 9 3 4 3 1
anemia 6 9 5 0 0
thrombocytopenia 18 1 1 0 0
Non-hematological
GI toxicity 5 6 9 0
appetite loss 2 9 9 0 -
esophagitis 8 9 3 0 -
renal 12 4 3 1 -
hepatic 18 2 0 0 -
fever 13 5 2 0 -

*Toxicity was defined according to Japan Clinical Oncology Group
for Cancer Therapy Criteria.

327 A), %EIX205H5H (4~113+»A) THI#
BICEBIC BT R ERTH -7 (p=0.03), LA L, OS
BEIEX 1528 (3~95+»H), #EHM362H (10
~114+7%7A) T, MAFEMICHFEZEIZDON L H o
oo SHIZHEBIMTLEME, V) o g Eg, 4
BEHNROERTFIZOWT IR L, B58, &8
) UNEEE3EUT, G2 LU LEDFES TDFI, OS A%
ERY HEEAEED NN, KetFHLAEEIRD
bhehrol,
. = =

ETEEROILFEHiEIL, 1983 412 Kelsen 512 &
% CDDP, vindesine, bleomycin % F\ 7= PVB #fF 1L
FREOMELIR, CDDP 2.0 & L= S # B &
PHBEMLZL - THAMEEZONTV S, Z0%, HHE
HIERRT LE# (2 CDDP & 5-FU Ot H#EEH %
& @ Decker 5° D5 LI, KE# T CDDP/5-FU
PERSRES DS AN TN A%, FORBEITEDNE 35%
A& T, OSDERIZHFETL2LDTIdhr ot £
T, CDDP/5-FU L RT L Dt HEENRL O, &
MEIL50~T0%, BESHHEEMBEL LB L TOSIEA
BIIERLAEHME SHT,

—71, MZEIIRE - REX - KBR% L2308
b s T4 EEREID R v, KEBTIILETI LY
T4HBEHRE L TCRBBEBEHIBRARALNA TV S
A, TVELNDBER D%, NEEREMTIIEE
BHEETHS, D70, MEbFERTEEEL LT
CDDP/5-FU L RT % f I3 2 B EARIENRA LN T
Vw5Y, BEMIZN L TCDDP/5-FU A 4E# i & L
THERHSNh T3, Z0O# 5813 CDDP 2 75~100
mg/m* D% 1 H i #iE, 5-FU °600~1,000 mg/m?
D 4 HEFEREEEEN BN THS, L2ALRT &
PER 581213, HICMEBESSEELT S 2 L 2%
{, TOHEEHERIZBITS CDDP, 5-FU O %@k 5

FiER RTOEEHAY 4 I > 73T LI TR
A

bhbhiz, CODPIZHERE Y 75 mg/m’ D H A
&L, 5-FU 22\ CIHEF B FH SUE A EE 2 IRA
L7 5-FU ®#& 5135 v b #HV 72 in vivo DK
%, Lokich 5 DK HIF &= 1 FEBIIZx L T 5-FU D
FHEMERIENEEICBRA TV LW #E, 5125
-FU ORSHEAER b HiFF L CIRA B Rk i i i
HEE L7z RTIZOWTIZ2Gy D2 eI CRER
40Gy LB HELL, COHBROBEEHREE 20 i
W47 L7z AEEDEEMEIL, CR1H (5%), PR 8
%l (40%), NC9 B (45%), PD 2%l (10%), %%
% 45%, pCR % 5%, OS O RfEIL 225 A ThH o
720 TOBEIE, BCKROMBILARIHREE (LFLD
T4HRD LIZTAEPZITAHRTIER ) OREH
Z31%E 4 50%, pCR % 17~24%, OS HHR{EA 12~29
MACVREREINTVWAEDEREL T, E%%R 0S
RIRIFEELEZ SN, L2 L pCRESY X7 +4
BERMRTH o720 BMNETIZ, BEREOEHE
1360% THHDIIK L, BFEFNGEE) » 1 EHDOER
F3154% LBEENFZDONT, $hbb, KERET
BEEEOHNNRIIBTF R b OO, BEHFNERE) ~
NEDOI Y NA— VIR 5 THE I ENBDLNT,

BIfER T, Bl ORKK D HE Tid 8~20% DHIE
WHBDIIK L, REETIIMCIZIED SNeh o7z,
G 3/4 DHMIREBA %56 B, tFHERBIH5 HIZED 5
n, MAEIEEGERRTH4BARUESHENH S BES
57— AR ENDATHREKDHREY IZH L MKkE
HLBERIN/-LEZOND, X5124% CDDP 5
BV BIREA & 355 L 7= 72 b i L3R & BB PR 9 (2 B ]
BET, RENIIABREOREMIHA SN,

GHROGHREE L LT, EEMELERLODLERE
ExBILT5HiEL LTCDDP R E45Hik 50
A3K) AR EIZE 5 5-FU D% EE, Ho0
3EEYSHHE L/2EHE CDDP & 5-FU & 4%
BLURT DHEERELREDVEZOND, —F, HEHE
BREZDOVTIIINES 5 EIMETE (accelerated  hyper
fractionation) " DB A% & T, B bu— L&
LIELRAABBEELEIOND, FHRETFLELT, &
BENE, ) o HEBELY, KRB ERRE
WIREDERTF 2R L7 EEVESE (ZPR
MIERIEE) , HREHRREHE (Go-1 B3 G2-3 &)
RE) CSHIER (0-3 BN 4 BLLERE) 1I2hFT
BRET L7270, Mt #MAAEEEIED L hFREkDOE
BULRRRRL SRR TH o 72, MR EET
AT ER I DFI DRI R Y BD S h, BT
BRI T BRI BINREDLERARE S, 7
LETTEMFER LR TFHEF L LT, cyclin D-1 &2
TR EGFRBIZFDOMIER. p16 B 5Y, E_cad-
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Multimodality therapy with standard cisplatin and protracted infusion of 5—fluorouracil
with concurrent hyperfractionated radiation in locally advanced esophageal cancer patients

Hiroshi Ohsawa'®, Yukio Inamoto’*, Keisuke Aiba", Noboru Horikoshi',
Takashi Yamashita?, Mamoru Ueda® and Toshiki Matsubara®

""Department of Clinical Chemotherapy, *Department of Radiology, *Department of Surgery,
The Cancer Institute Hospital, 1-37-1 Kami-Ikebukuro, Toshima-ku, Tokyo 170-8455, Japan
"Department of Hematology and Oncology, The Jikei University Hospital

[Purpose] To determine the efficacy and toxicity of chemotherapy consisiting of cisplatin (CDDP) and
protracted infusion of 5-fluorouracil (5-FU) and concurrent hyperfractionated radiation (RT) as pre-
operative therapy in patients strictly diagnosed as having locally advanced esophageal cancer. [Patients
and Methods] Patients, who had been diagnosed with T 4 in the TNM classification with measurable
lesions, were eligible for this study. CDDP was administered intravenously at a dose of 75 mg/m’/day over
2 hours on day 1, protracted intravenous infusion of 5-FU was performed at a dose of 300 mg/m’/day,
followed by RT at a dose of 2 Gray/2 fractions/day for days 2-29. After four weeks of rest, total
esophagectomy with three—field lymph node dissection was performed. [Results] Twenty patients were
enrolled in this study. All were evaluable for response and toxicity, and operations were performed for all
patients. One pathological CR (5%) and 8 PRs (40%) , among the 20 patients, were obtained. The median
disease—free interval and the median overall survival were 10.5 and 22.5 months, respectively. There was a
statistically significant difference in the disease—free interval between the patients who had post—operative
adjuvant therapy and those who did not (p=0.03). The major side effects were leukopenia, neutropenia,
gastrointestinal toxicity and esophagitis. These toxicities were generally mild. [Conclusions] The response
rate appears to be the same as those of other therapies reported previously for advanced esophageal cancer.
Though the utility of adjuvant therapy has been questionable in the literature, our data suggest that not
only pre—operative chemoradiotherapy but also the post—operative adjuvant therapy improve survival for
patients with locally advanced esophageal cancer.



