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Abstract

AIM: To evaluate the effects of neoadjuvant
radiochemotherapy on the pathological
stage and prognosis of middle and advanced
esophageal carcinoma.

METHODS: Between January 1991 and Decem-
ber 2000, 473 patients with middle and advanced
esophageal carcinoma were randomly divided
into four groups; neoadjuvant radiotherapy (n
= 118), neoadjuvant chemotherapy (n = 119),
neoadjuvant radiochemotherapy (n = 118) and
control (surgery alone) (n = 118). The differences
in resection rates, pathological stage, treatment-
related complications and survival rates were
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statistically analyzed.

RESULTS: The data showed that the radical
resection rate for patients in the radiotherapy,
chemotherapy and radiochemotherapy groups
was increased compared with that of the control
group (97.5%, 86.6% and 98.3% vs 73.7%, all P <
0.01). The pathological stages of the radiothera-
py and radiochemotherapy groups were more
significantly regressed than that of the control
group (P < 0.01). The chemotherapy group did
not show the same effect. Treatment-related
complications of the three neoadjuvant groups
showed no significant difference from that of
the control group (P > 0.05). The 3-year survival
rates of the radiotherapy and radiochemother-
apy groups were significantly higher than that
of the control group (69.5% and 73.7% vs 53.4%,
both P < 0.01). The 5-yr survival rate of the ra-
diochemotherapy group was higher than that of
the radiotherapy group, but did not demonstrate
statistical significance (45.0% vs 40.7%, P > 0.05).

CONCLUSION: The rational application of neo-
adjuvant radiochemotherapy appears to provide
a modest survival benefit and to improve the
quality of life for patients with middle and ad-
vanced esophageal carcinomas.

Key Words: Esophageal carcinoma; Neoadjuvant
radiochemotherapy; Pathological stage; Prognosis

Cao XF, Wang S, Wu BC, Huang ZH, Zhu HW, Wang
HM, Huang SQ, Zhu B, Ji L, Xiao J. Effects of neoadjuvant
radiochemotherapy on pathological stage and prognosis
of middle and advanced esophageal carcinoma. Shijie
Huaren Xiaohua Zazhi 2007; 15(22): 2413-2417

Ba:
Fik: 1991-01/2000-12
473 4 (n =
118). (@ = 119),
(@ = 118) ( Ya = 118).
4 . . .



2414

ISSN 1009-3079 CN 14-1260/R

2007 8 8 15 22

. Hermann
et al

Schneider et a/

2R .
(97.5%, 86.6%,

98.3% vs 73.7%, P<0.01);

(P<0.01);

P>0.05), . 3a
(69.5%, 73.7% vs 53.4%,
P<0.01). 5a ,
(45.0% vs 40.7%, P>0.05).

it
FEA:

. 2007;15(22):2413-2417
http://www.wjgnet.com/1009-3079/15/2413.asp

0 515

BE B P B A JT (neoadjuvant radio-
chemotherapy) & 15 fig ZE K &3 B J5 A 77
WALy =2, TR AT o i RE A, ik
1991-01/2000- 12036 (¥ /] LA RRA YT 1) £ 8 %
Ji J A 1080451, AL R 2 AR LU 5 #1473
901185 PR 23~ 39 11 o S0 s W 1 26 5 B L 49 o o
BB OB ALy B BT A (fhy T 4 A
B BB OB 4R St IR AL (Bl T oK),
LR S AL DIBR 2 . R R RIEFIAR
Jiil, 3F15 att A7

1 #EREA

1.1 T b H sl T 1 1) /5 Bk £ 4734901, 53
B AR e o, BENL A OT AL, T4l TR
AT AL AR HT & 4 — A DU AL (R D).
1.2 T 40K P 22 6M VIS i H 1 1 4%
T 3%, R RFIRL Gy, BEFSIK, 540 Gy.
17 R HIPFM T &, W22 2455 2 C(MMC)8-10
mg, iv, d 1; Ifi4A(DDP)20-30 mg, iv, d 1-5; 5-%
JRIEIE(5-FU)1000-1250 mg, iv, d 1-5. {4k 4H 5%
KA ) 5 AT IRTT, AT 4R A 1-2
wkIFAT T8O, T80T 5 SRR 4. I R s B vP Aty
— T OT G2 whkE AN B, A
CT. WL ZIWHOMIT bRAE, 20 0 I AR REIR
SEZE#(ycCR), 2 (ycPR), ZiE AW T

(yeMR)YFITGAZ . (y e NC). CTHE A H L A4S A )3
AR AL B E PG L, a5 iU R
F ATV R B AR R R AR L AR IR
FE BT Bh AT 1S (A8 4k, BT A R 2 4 R
T S (1) R 2% SRR RVR A, I el bR Ah
Bl AR REOT RIS R R
b KRG R 2 SR A VAN S IR TR, R
SR AR T 1 28 16 £ s D) B AR I — B ok L 5
HH, HAEEZ R E Y, BRI
S S RV A FARVIBRARAE24 hy H
50 g/LFE Lo 8, BEARAR A IR AT bR AR, s
FUEAR A S pm ¥ A JE FHHESPAS L (4,
Ag BRAS A, D) HUR 22 5K A B MR B A 1) B
AR WLy B, T S RN S ) B 2 2R DA S B
o H IR EL A BT A IR B AR AR R A A
(4973 B 2% 58 23 U TC ChRUEEAT 95 B2 3. g R
SN PEAR 43 R 9 L 5E A R iR (ypCR), KB4 2%
fift (ypSR), #4532z fi# (ypPR), ZZfifAW] i (ypMR)
FITCTR EEAR AL (ypN C). yp CRIFIARVE Ay B AS 75
WA R IR B A S 0 R R 4 i, yp SRR
S 70 IR A BT o5 43 Bi<10%; yp PRI
T 7 0 R 40 15 10%-50%; ypMRIGH & 111
Ji 98 41 >50%, ypNCHa B R I8 40 i A AT
(EMEREY b3

I FHSPSS10.08 44T 48012
0T, SRR TR, SIS fMlogrankiZ:.
P<O.0SHLG I EX.

2 BR

A R B s O T AL T AL, el
AR VA PE DI BR R 20 51 4 97.5% 86.6%F198.3%,
53 B AL(73. 7% E 3 B4 g 22 R (o =
32.53, P,<0.001; %°, = 6.90, P,<0.01; y°; = 34.90,
P3<0.005). BUTA TALAA G E T 1T a
B EL 553 ) 450.8%, 54.2%, 5% HEZH(0%) B
WA BEGIFRE X (= 80.45, P,<0.005, v,
= 76.45, P,<0.005)(£%3). U7 tbyrdl.
A BRI R 58 A G 2 03 R 27.2%, 1.7% A1
33.89%, JHALAL . BUT A ST A R B
Geil B L(P<0.05). JBUT4L. T dl. el
[R5 B 58 A R AR 00 ) 15.2%, 1.7%F122.3% (%
2). HH1 aE AR LR EF I FE XL
(P>0.05), 3 a’LAER L, T 41(69.5%) 5 % i
H(53.4%) M LA &G 248 (' = 13.32, P
= 0.005); thI741457.1%, S5t RHAH LT 3
giit 2t Xy’ = 0.34, P>0.05); JAALLL(73.7%)
Bk B AL M EE AT 8 38 G248 (= 10.43,

www.wjgnet.com



2415

® 1 REBEREIMEAN—RERLRN

458 L] FRE JRXEIER
=5} T 40-49 50-59 60-69 =70 FEE MEER WK WTER
118 70 48 12 36 48 22 8 35 60 15
119 65 54 14 36 50 19 6 33 63 17
118 60 58 15 40 2 21 5 28 61 24
118 67 51 15 35 47 21 5 32 59 22

473 262 201 56 147 187 83

19 128 243 78

P<0.005). 5 a’BAF R LAY L B G2 X
(P>0.05)(F%3).

3 e
B N BT SR VR IT LA i D) BR A K
BE A G LAY, Hermann er a/®WF58IN A
it B IR ST AT DUBRARC i 8 23 3, 4 e vp e &
B T AR VIBR 2, 55 A 050Nk 4 B sk
I NI e B R R AR I R G K A A O
AEL ) B A 386 I 9 5 R ZE T R fe Y. H
HATD S Z G UE W 4 B I8t 7 vl AR s
AT S aEfE R AR T B R AR
I R RIS JEAT R TR T e S 2 B A1 5 e 1)
It A3 B4 31, It 25 4 ey 11 DI B B 0o S i
F A D) B 2, T BRI R TR V)R,
R BRAR T A B3 JH I FH AT BR (2>0.05). 4
By 80y 20 Rl By T A A 8 mT A R v R
e S5 TR W DR R P 58 4 SR A 22, T AT 4 )
JCH AR . TBO A A W RN 3 B2 fif 26 | B
B oy, (HEEEGI2E () = 3.21,
P>0.05). 73 ARJE1, 3F15 alBA7, i ARRTK
ST RITBATT 4 fie W 4 B e A RS 3 a
A2, (RIS ANRESE 5 atEAE 2R,

AHIE U B v B £ A e Rl AN RHA YT
AT S T ARUIBR BT AL, A BN

® 2 REWESIRHIESERLERN

IRERIFE S RIENE
ycCR ycPR ycMR ycNC ypCR ypSR ypMR ypNC
118 32° 53 24 9 18 42 40 18
119 2 12 97 8 2 12 66 29
118 33* 51 25 9 22 43 35 18
118 O 0 0 118 O 0 0 118
473 74 116 142 141 47 108 127 181

oyl

P<0.05 vs

MERE 187 D3 U4 BY Tsoe 7 m] LA Jin 3 AR )
3 R 28T AR R 5 o i B A 9
(K197 RN 32 0y AR, Lt B 1 42 B
ot B BGYT BITT IR A LT AR R R 3R 4%
AR e A il R R TR S K A
5 P00 AT WS 2 e, R R R
K ELAT JHI S5 AN R g, T s S8 AT R
HH B Co L 7 T i 2220, 3k e P 3R ) i
WG TT S AL, A I R E A 1. R, R
TART7 LB AL O B Wi I PR B A
ORI, BEAT T ARGIEO 8GR T AR B I3
BB B I T ARIET R AL I RAE 1)
HETRGEARE N ER, A
g S R BT B VAT AL R, 51Kk

=® 3 REBEREFAURER, FAE RSREDANAGEFRIR

4348 PRI REEDEN FARFLRAEN ABEBZRN%)
8 BREFEE lla b v OB PR BN SLEER T 1o 3a 5a

118 115° 2 1 60" 16 41 1 1 1 1 0 1 104(88.1) 82(69.5)" 48(40.7)
119 103" 14 2 3 15 97 4 0 0 1 2 1 101(84.9) 68(57.1) 36(32.8)
118 116° 2 0 64° 16 37 1 3 2 1 1 1 103(87.3) 87(73.7)" 53(45.0)
118 87 25 6 0 6 103 4 1 1 2 1 1 105(89.0) 63(53.4) 37(31.4)
473 423 41 9 127 53 278 10 5 4 5 4 4

*P<0.01 vs

www.wjgnet.com



2416

ISSN 1009-3079 CN 14-1260/R

2007 8 8 15 22

TN OREEE I ), FEVR YT 2 AT X X
BET] BB 1K) 52 o I A6 HAS B oA T, AR
28 AT ST AN 0 BT o Rk D VR T A R )
W2 AEAT S B IR T P, VE 22 R A,
BH SRR B G TT A3 5 1T e AR AR R
IR ZE 58, B HEM o AR & 0 A BE 1T RExT
Bl BVE T BUEPY. Schneider ef alP B R £
ol DRI A 4l B T8O J5 A O, 1R ik
(TS), —&msne i &M (DPD), VIR G E 5
H1(ERCCY), 7B H kw5 BEPi(GS T-Pi), %
Fe KR 152 AR (EGFR) LA S HE R23E K 75 37 il
BhG ST 5 1) B B DI BR bR AR o 1R 2RI KPR
R T B Xi er alPWF90R M, 175 BT I &
I B ARG AR A A IE-2(COX-2)HEH
R IE TRV TT RN 2 ARG AN B, (L H A
JCA 6 IE B IE A e KL PR AT DR 3R A B R
B, AREGE R B, BT R — R
a7 S W 10 75, eI UIBR R, BEIK
JipgRa o 3, B v R 1) A AT B R o A A o
HA R I 2 . AR oy 1 AR SE R K
M 3ERTIT AR, BV 2 45 IR (1 5 1L E W 2 R
T PG VI B 1 SR, A A St e R ) A A A
(3697 5 %, SN “RsH 7 MR T RS S
Je B, DU ORI T 2% XK R AR
ffe gt 4 L TS R I T g ), A B A £
B i ST T R ELE AR

4 ZEXE

1 Di Fiore F, Lecleire S, Rigal O, Galais MP, Ben
Soussan E, David I, Paillot B, Jacob JH, Michel P.
Predictive factors of survival in patients treated
with definitive chemoradiotherapy for squamous
cell esophageal carcinoma. World | Gastroenterol
2006; 12: 4185-4190

2 Popescu I, Ionescu M, Ciurea S, Stanescu C,
Gheorghe C, Anghel R, Croitoru A. Neoadjuvant
radiochemotherapy in the treatment of esophageal
squamous carcinoma:Preliminary results in a series
of 15 patients. Chirurgia (Bucur) 2003; 98: 499-508

3 , . , ,

2004; 30:

46-47

2000; 8: 196-202

5 Triboulet JP, Mariette C. Oesophageal squamous
cell carcinoma stade III. State of surgery after
radiochemotherapy (RCT). Cancer Radiother 2006;
10: 456-461

6 Geissler M, Schwacha H, Eggstein S, Usadel H,
Harder J, Opitz O, Arnold C, Grimm CF, Blum
HE. Esophageal carcinoma: non-surgical therapy.
Schweiz Rundsch Med Prax 2004; 93: 2057-2064

7 Imdahl A, Schoffel U, Ruf G. Impact of neoadjuvant
therapy of perioperative morbidity in patients with

10

11

12

13

14

15

16

17

18

19

20

21

esophageal cancer. Am | Surg 2004; 187: 64-68
Hermann RM, Horstmann O, Haller F, Perske C,
Christiansen H, Hille A, Schmidberger H, Fuzesi
L. Histomorphological tumor regression grading
of esophageal carcinoma after neoadjuvant
radiochemotherapy: which score to use? Dis
Esophagus 2006; 19: 329-334

1 ’ ’ ’ ’

2003; 8: 408-410
, 2007: 260-282

Pedrazzani C, Laterza E, Pasini F, Grandinetti A,
Bernini M, Giacopuzzi S, Zerman G, Tasselli S,
Ruzzenente A, De Manzoni G. Long-term results
of neoadjuvant radiochemotherapy in squamous
carcinoma of the thoracic esophagus. Minerva Chir
2005; 60: 11-16
Rous J, Simeckova B, Fencl V. Late organic
and functional findings in children following
tracheotomy. Cesk Otolaryngol 1976; 25: 89-96
Brucher BL, Becker K, Lordick F, Fink U, Sarbia
M, Stein H, Busch R, Zimmermann F, Molls
M, Hofler H, Siewert JR. The clinical impact of
histopathologic response assessment by residual
tumor cell quantification in esophageal squamous
cell carcinomas. Cancer 2006; 106: 2119-2127
Cagol M, Ruol A, Sileni VC, De Salvo GL, Corti
L, Alfieri R, Innocente R, Fumagalli U, Rosati
R, Ancona E. Multimodal treatment in locally
advanced esophageal cancer: a multicenter phase II
study with neoadjuvant oxaliplatin, 5-fluorouracil,
leucovorin and neoadjuvant radiotherapy:
preliminary results. Chir Ital 2006; 58: 433-439
Mariette C, Piessen G, Lamblin A, Mirabel X,
Adenis A, Triboulet JP. Impact of preoperative
radiochemotherapy on postoperative course
and survival in patients with locally advanced
squamous cell oesophageal carcinoma. Br | Surg
2006; 93: 1077-1083
Delgado Gomis F, Gomez Abril SA, Martinez
Abad M, Guallar Rovira JM. Assisted laparoscopic
transhiatal esophagectomy for the treatment of
esophageal cancer. Clin Transl Oncol 2006; 8: 185-192
Msika S, Hay JM. Value of radiotherapy and
chemotherapy in treatment of operable cancers of
the esophagus. | Chir (Paris) 2002; 139: 17-24
Fietkau R. Definitive and neoadjuvant
radiochemotherapy of squamous cell carcinoma of
the oesophagus. Onkologie 2004; 27: 39-44
Mariette C, Finzi L, Fabre S, Balon JM, Van
Seuningen I, Triboulet JP. Factors predictive of
complete resection of operable esophageal cancer:
a prospective study. Ann Thorac Surg 2003; 75:
1720-1726
Warnecke-Eberz U, Metzger R, Miyazono F, Baldus
SE, Neiss S, Brabender ], Schaefer H, Doerfler W,
Bollschweiler E, Dienes HP, Mueller RP, Danenberg
PV, Hoelscher AH, Schneider PM. High specificity
of quantitative excision repair cross-complementing
1 messenger RNA expression for prediction of
minor histopathological response to neoadjuvant
radiochemotherapy in esophageal cancer. Clin
Cancer Res 2004; 10: 3794-3799
Baldus SE, Monig SP, Schroder W, Metzger R,
Lang S, Zirbes TK, Thiele J, Muller RP, Dienes
HP, Holscher AH, Schneider PM. Regression
of oesophageal carcinomas after neoadjuvant
radiochemotherapy: criteria of the histopathological

www.wjgnet.com



2417

evaluation. Pathologe 2004; 25: 421-427

22 Doki Y, Ishikawa O, Mano M, Hiratsuka M, Sasaki
Y, Kameyama M, Ohigashi H, Murata K, Yamada
T, Miyashiro I, Yokoyama S, Ishiguro S, Imaoka
S. Cytokeratin deposits in lymph nodes show
distinct clinical significance from lymph node
micrometastasis in human esophageal cancers. |
Surg Res 2002; 107: 75-81

23 Schneider PM, Baldus SE, Metzger R, Kocher
M, Bongartz R, Bollschweiler E, Schaefer H,
Thiele J, Dienes HP, Mueller RP, Hoelscher AH.
Histomorphologic tumor regression and lymph
node metastases determine prognosis following
neoadjuvant radiochemotherapy for esophageal
cancer: implications for response classification. Ann
Surg 2005; 242: 684-692

24  Del Genio A. Laparoscopic esophagectomy in
palliative treatment of advanced esophageal
carcinoma after neoadjuvant radiochemotherapy. G
Chir 2005; 26: 121-129

25 Hartel M, Wente MN, Buchler MW, Friess H.
Surgical treatment of oesophageal cancer. Dig Dis
2004; 22: 213-220

26 Stein HJ, Siewert JR. Improved prognosis of
resected esophageal cancer. World | Surg 2004; 28:
520-525

27  Shah MA, Ramanathan RK, Ilson DH, Levnor A,
D'Adamo D, O'Reilly E, Tse A, Trocola R, Schwartz
L, Capanu M, Schwartz GK, Kelsen DP. Multicenter
phase II study of irinotecan, cisplatin, and
bevacizumab in patients with metastatic gastric or
gastroesophageal junction adenocarcinoma. | Clin
Oncol 2006; 24: 5201-5206

28  Warnecke-Eberz U, Hokita S, Xi H, Higashi H,

Baldus SE, Metzger R, Brabender J, Bollschweiler
E, Mueller RP, Dienes HP, Hoelscher AH,
Schneider PM. Overexpression of survivin mRNA
is associated with a favorable prognosis following
neoadjuvant radiochemotherapy in esophageal
cancer. Oncol Rep 2005; 13: 1241-1246

29  Brucher BL, Stein HJ, Zimmermann F, Werner M,
Sarbia M, Busch R, Dittler HJ, Molls M, Fink U,
Siewert JR. Responders benefit from neoadjuvant
radiochemotherapy in esophageal squamous cell
carcinoma: results of a prospective phase-II trial.
Eur ] Surg Oncol 2004; 30: 963-971

30  Sunada F, Itabashi M, Ohkura H, Okumura T. p53
negativity, CDC25B positivity, and metallothionein
negativity are predictors of a response of esophageal
squamous cell carcinoma to chemoradiotherapy.
World | Gastroenterol 2005; 11: 5696-5700

31 Schneider S, Uchida K, Brabender ], Baldus SE,
Yochim J, Danenberg KD, Salonga D, Chen P,
Tsao-Wei D, Groshen S, Hoelscher AH, Schneider
PM, Danenberg PV. Downregulation of TS, DPD,
ERCC1, GST-Pi, EGFR, and HER2 gene expression
after neoadjuvant three-modality treatment in
patients with esophageal cancer. ] Am Coll Surg
2005; 200: 336-344

32 XiH, Baldus SE, Warnecke-Eberz U, Brabender
J, Neiss S, Metzger R, Ling FC, Dienes HP,
Bollschweiler E, Moenig S, Mueller RP, Hoelscher
AH, Schneider PM. High cyclooxygenase-2 expression
following neoadjuvant radiochemotherapy is
associated with minor histopathologic response and
poor prognosis in esophageal cancer. Clin Cancer Res
2005; 11: 8341-8347

ISSN 1009-3079 CN 14-1260/R 20074 [RAH A N TH b 2% &

2007

Meeting Falk Workshop: Mechanisms of Intestinal In-
flammation

10 October 2007

Dresden

symposia@falkfoundation.de

Meeting Falk Symposium 161: Future Perspectives in
Gastroenterology

11-12 October 2007

Dresden

symposia@falkfoundation.de

www. wjgnet.com

American College of Gastroenterology Annual Scientific
Meeting

12-17 October 2007

Pennsylvania Convention Center

Philadelphia, PA

Meeting APDW 2007 - Asian Pacific Digestive Disease
Week 2007

15-18 October 2007

Kobe

apdw@convention.co.jp



