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[HZE] B8 XRAEIT G BIiEs T, CRTS) S34FA (S) 1AI7 BB R R BENLM UK IHSE (RCTs ) 4T Me-
ta ST, 45T CRTS W ESHEF AR LGN, FiE PubMed XF THZRITA T EEN LT CRTS 5§ SIBITFEEEN
RCTs, R Flk , AR S Bt 25 SR B AR AU RO AR, 258 14 T RCTs IAARTIST, 35 1737 BB B35, SCHk R
VARG Cochrane Reviewers’ Handbook 4.2.2 S A B B, CRTS #HY5 S 4 [V4¢ 1 4R EERE RIS 45 X, {H CRTS 41 2
HEBAE AR S5 AR B, M ERIE(RR) /3515 1.06 (95% €10.99 ~1.13; P=0.1) .1.18(95% CI 1.04 ~
1.33;P=0.01).1.39 (95% CI1.23 ~1.58 ;P <0.00001) .1.27 (95% CI1.04 ~1.55;P =0.02) .1.41(95% CI1.18 ~1.69;P
=0.0001), VIR - FHZRTEIHT¥E L, RR 1.01(95% CI10.97 ~1.05;P =0.67) ,{H CRTS 4 A 8 & W52 VI3, RR
1.44 (95% CI1.23 ~2.74;P =0.008) , BRT R - H LK, ZF LI #E XL, RR1.12 (95% CI0.89 ~2.48;P =
0.503) ,1H CRTS HFARM I T HRAXEF ,RR 1.70(95% CI1.12 ~2.56;P =0.01), —FHIFRIERERERLG 5
SL,RR1.23 (95% C10.93 ~1.78;P=0.13) , —HEAME RS R X SRR 2 &R LK, 22 F G245 L, RR 575020 1. 18
(95% C10.75 ~1.68 ;P =0.71) .1.07(95% CI 0.76 ~1.56 ;P =0.18) ,{H CRTS 4 Jo#F X 3,52 & HIEAK, RR 1.18 (95% CI
1.22 ~1.61 ;P =0.0001) ., CRTS ZH 45 B 58 4 25/ %3k 10.0% ~45.5% . [ CRTS 5 F 51 CRTS AL, A& (RR 1.34,
95% CI1.06 ~1.89 ,P=0.013) lLJ5# (RR 0.86,95% CI0.67 ~1.38 P =0.29) B4 25 TR m B 5 FEER, &k 58S
IRIT AR EL, CRTS BRI T Mg )i XU 3 8 TRRE I 3 4F 5 AR FARDIBR R 8 2 R RG24 8 X i
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[ Abstract] Objective To evaluate the role of neoadjuvant chemoradiotherapy on prognosis and surgery for esophageal

carcinoma by performing a meta-analysis of randomized controlled trials ( RCTs) that compared neoadjuvant chemoradiotherapy and
surgery with surgery alone for esophageal carcinoma . Methods PubMed and manual searches were done to identify all published RCTs
that compared neoadjuvant chemoradiotherapy and surgery with surgery alone for esophageal cancer . According to the test of
heterogeneity , a fixed-effects model or a random effects model was used and the relative risk (RR) was the principal measure of effect.
Results Fourteen RCTs that included 1737 patients were selected with quality assessment ranging from A to C ( Cochrane Reviewers’
Handbook 4.2.2). Relative risk (95% confidence interval [ CI]; P value ), expressed as chemoradiotherapy and surgery versus
surgery alone chemoradiotherapy -surgery ( CRTS) versus surgery alone (S) ; value >1 favor CRTS) ,was 1.06 (95% CI0.99 ~1.13;
P =0.1) for 1-year survival ,1. 18 (95% CI 1.04 ~1.33; P =0.01) for 2-year survival ,1.39 (95% CI 1.23 ~1.58; P <0.00001 )
for 3-year survival , 1.27 (95% CI'1.04 ~1.55; P=0.02) for 4-year survival, 1.41 (95% CI 1.18 ~1.69; P =0.0001) for 5-year
survival ,1. 01 (95% CI0.97 ~1.05; P=0.67) for rate of resection ,1.44 (95% CI 1.23 ~2.74; P=0.008) for rate of complete
resection 1. 70 (95% CI1.12 ~2.56; P =0.01) for operative mortality ,1. 12 (95% CI 0.89-2.48; P =0.503) for all treatment
mortality ,1.23 (95% CI0.93 ~1.78; P =0.13) for the rate of adverse treatment ,1. 18 (95% CI 1.22 ~1.61; P =0.0001) for
local-regional cancer recurrence ,1. 18 (95% CI0.75 ~1.68; P =0.71) for distant cancer recurrence ,and 1.07 (95% CI 0.76 ~
1.56; P=0.18) for all cancer recurrence. A complete pathological response to chemoradiotherapy occurred in 10% ~45.5% of

patients. The 5-year survival benefit was most pronounced when chemotherapy and radiotherapy were given concurrently ( RR
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1.34,95% CI1.06 ~1.89,P =0.013) instead of sequentially (RR 0.86,95% CI 0.67 ~1.38 ,P =0.29). Conclusions Compared
with surgery alone , neoadjuvant chemoradiotherapy and surgery improved 3-year, 5-year survival and reduced local -regional cancer
recurrence. It was associated with a higher rate of complete (RO) resection and operative mortality although no significance about the
rate of esophageal resection, There was a nonsignificant trend toward increased all treatment mortality with neoadjuvant
chemoradiotherapy. Concurrent administration of neoadjuvant chemotherapy and radiotherapy was superior .

[Key words] Esophageal neoplasms; Radiotherapy;  Antineoplastic agents; Postoperative complications;  Prospective

studies; Randomized controlled trials ; Meta-analysis

RIS WA bR 2 — | Tt RSN 5L O, b EERRRESE R A U b 2 BUR E IS I B 2
HRISEIT, AR R L T AT IR A BRI R, SMBE T AR ey T TR, (R TR AT
I R0 5 ARAEAER AT 10% ~20% ' HITRCMER EEIFINET IR E R MR, 28
B RATOIBR AR AR AT RRR . th TR MR E EH B MR A SE B UIER, Rl
TSI O R I A A X R I 2 R B B3 T 2% IR 1 AR 7 AR i 3L
JROTT AT il BB )RR A e, [ Ayt B B R 52 A B R ORI, I O BB AR i R 1 A B
EA IR I A TR T T AE K IRk (P s R A Ao I R AT T B R A
BHR RIS T 35 EREMN A T T EEE S . FE T, — 285 TR Bty Pty r e i Y T
il R ER C T SR | B AR T A NSRRI ZE L (Bl ok 1A 2L A1, ST SRR A 3, 357
i BALY Y AT BES I T ARF I SAEAILT A, FERTILLE A 2 R ITREHLA 15 (RCTs ) HF5T, (HE I
FHA—E, HT—LE RCTs FEARRYIN, BUIRITA R , A O AR AR RO CHrd B ALy s, CRTS ) 5
AT (S) BT AT UIBRIE B AY RCTs JBIT 17— Meta 7347,

BRS T

— R

HI P44 BF 9038 & EL ST MGl ok PubMed B8 FE AT TR R KR I TA © AR AL T CRTS FI S ih
ST UIBRTE AR RCTs, R ZRES R AN —2, R Ar B B WL —80, AJESCHRERNANER , i 41212
TUANER ; K & 2R W) RCTs HEBRTESL . 7F PubMed (4 %2 13 1 46 20 “ esophageal neoplasms/surgery OR esoph-
agectomy OR oesophagectomy OR esophageal cancer OR oesophageal cancer " K3t 37 604 F5 SCiik , 28 LUK R
“antineoplastic agents OR chemotherapy OR radiotherapy " #:% tH SCHik 2 448 725 Jai , PRIK KGR KRS LI /R i85
75 AND” UK 2, 1581 8974 i X TALST B80T P ARAT B B B9 SCHK, B LA randomiized controlled tri-
al ” XHZ KRGS RN AR, 7 25 340 5 SCRK. A IX SE3CHR T 37 A7 BT G T CRTS 1S 3377 B Y
RCTs, S5 14 AF SN BRI ST

—Orik

FH P 2 A5 45 A M7 X A SRk 4T SCHR BT 3 PF A, # B8 Cochrane Reviewers’ Handbook 4. 2. 2
PRERESCIR T A A B .C =ANRER, A STIRPFN SRR — 20 A HorP i 22 R B W — 2, il i 2 1
QR A BT 25 AN S8, BB i 22 BB BUS AL, Meta 73BT 45 R G046 1 4F 2 4F 3 4F 4 4 5
SEAAFR B VIR (RIS HUA DI BR AN G B VIR AR MR E R AN GFELEN ) |, 582 TIBRAR, TR
FAORFETH JFRAE R AR BRBET 38, Jry R IX 30T e A8, LA e 7% 38 S iR Mg B2 ke %2, IR Z Sk
FARMCIET-FEAEAST 30 d WIETR, BHRIBUR G 30 d JET R BHRVEN FAMKIET e b, Ra
I RAEALTESCHR A BT A B A & D il e WP S5, SARSE TR AR AR FAE T3 GaH tilce
JYRRED) RARJGIET A, X 5 ARA AP RS EA THURANE 0 A | LADEAN b Jed 2 21~ 28 70 (il sl B ) R[] A0 B
FF5UPE CRTS X AEAF T IS

=Gt

GETHAT 9 Revman 4.2, MBI TR BRVERR S, ANSRAXS FE B (RR) S5 1% , 2R JH T 2 50 7 A
VEGIFROM AT, AR RR AEFF1E RIS A B I AT SE 1T ARSI o (20 0. 1, 2 FF MRS



AR I R BE T 2% 2 (L TR 2011 4E 1 A% 5 #5511 Chin J Clinicians ( Electronic Edition) ,January 1,2011,Vol.5,No. 1 . 161

B P>0. 1,18 RR 255, BN AESFE . RR ¥ CRTS 415 S ZEEXT LAY FEATEFE  RR > 1 %
Fr CRTS 2 ( BA R0 RS R A ) o 2l ) 18] 3k WX Fik | T4 e A i szma > il
FCHRH R RGBS 7853, WP A AR AR AT Meta 2087

g R

14 AL RCTs Heudh 1737 Bl . B TRy iny 7 ik A B kR RR S, RCTs A a4l HA 4
e A, HAR10 708 B YL, CRTS 415 S 4 1 ARAAEfen] e 22 R RG22 AR 2 4F 3 4F 4 4F 5 4RAAF
K CRTS AT S (K 1,2), 14E 2 4F 3 4F 4 4E 5 4E/EAER RR 3 IR 1,06 (95% CI0.99 ~1.13;
P=0.1).1.18(95% CI 1.04 ~1.33;P =0.01) .1.39 (95% CI 1.23 ~1.58 ;P <0.00001) .1.27 (95% CI
1.04 ~1.55;P =0.02) .1.41(95% CI 1.18 ~1.69 ;P =0.0001) ,

Review: Impact of neoadjuvant chemoradiotherapy on prognosis and surgery for esophageal carcinoma
Comparison: 01 CRTS versus S
Outcome: 03 3yr-survival rate
Study CRTS S RR(fixed) Weight RR(fixed)
or sub-category /N /N 95% CI % 95% CI
1992 Nygaard K 8/47 4/41 1.77 1.74[0.57, 5.37]
1994 Apinop C 9/35 7/34 2.94 1.25[0.52, 2.97]
1994 Le Prise E 8/41 6/45 2.36 1.46 [0.55, 3.86]
1996 Walsh TN 13/58 3/55 e ) 1.27 4.11[1.24,13.64]
1997 Bosset JF 56/143 51/139 —— 21.38 1.07 [0.79, 1.44]
2001 Urba SG 15/50 8/50 3.31 1.88[0.87, 4.02]
2002 T.N. Walsh 13/58 3/55 —_—) 1.27 4.11[1.24,13.64]
2003 AN Feng-shan 26/48 19/49 7.77 1.40 [0.90, 2.16]
2004 J.-L. Lee 26/51 20/50 8.35 1.2710.83, 1.97]
2005 Burmeister BH 41/125 36/128 -t 14.71 1.17[0.80, 1.69]
2006 S. Natsugoe 0/22 0/23 Not estimable
2008 Joel Tepper 20/30 526 2.21 3.47[1.52, 7.93]
2008 PENG Lin 19/40 16/40 6.61 1.19[0.72, 1.96]
2008 X.-F. Cao 86/118 63/118 - 26.04 1.37[1.12, 1.67]
Total(95% CI) 866 853 ¢ 100.00 1.39[1.23, 1.58]
Total events: 340(CRTS), 241(S)
Test for heterogeneity: Chi>=16.24.df=12(P=0.18).1>=26.1%
Test for overall effect: Z=5.10(P<0.00001)
0.1 02 0.5 1 2 5 10
Favours S Favours CRTS
1 PRA3EAA R
Review: Impact of neoadjuvant chemoradiotherapy on prognosis and surgery for esophageal carcinoma
Comparison: 01 CRTS versus S
Outcome: 05 5yr-survival rate
Study CRTS S RR(fixed) Weight RR(fixed)
or sub-category /N /N 95% CI % 95% CI
1992 Nygaard K 0/47 0/41 Not estimable
1994 Apinop C 8/35 3/34 - 2.08 2.59[0.75, 8.95]
1994 Le Prise E 0/41 0/45 Not estimable
1996 Walsh TN 0/58 0/55 Not estimable
1997 Bosset JF 47/143 44/139 —— 30.47 1.04 [0.74, 1.46]
2001 Urba SG 10/50 5/50 - 3.41 2.00[0.74, 5.43]
2002 T.N. Walsh 9/58 2/55 » 1.40 4.27[0.96, 18.88]
2003 AN Feng-shan 20/48 13/49 e — 8.79 1.57 [0.88, 2.79]
2004 J.-L. Lee 0/51 0/50 Not estimable
2005 Burmeister BH 20/125 19/128 — 12.82 1.08 [0.61, 1.92]
2006 S. Natsugoe 13/22 9/23 -T—— 6.01 1.51[0.81, 2.80]
2008 Joel Tepper 12/30 4/26 2.93 2.60[0.95, 7.08]
2008 PENG Lin 16/40 10/40 - 6.83 1.60 [0.83, 3.09]
2008 X.-F. Cao 53/118 37/118 - 2527 1.43 [1.03, 2.00]
Total(95% CI) 866 853 L 4 100.00 141 [1.18, 1.69]
Total events: 208(CRTS), 146(S)
Test for heterogeneity: Chi*=9.27,df=9(P=0.41).’=2.9%
Test for overall effect: Z=3.81(P=0.0001)
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Review: Impact of neoadjuvant chemoradiotherapy on prognosis and surgery for esophageal carcinoma

Comparison: 01 CRTS versus S

Outcome: 06 OPERATIVE MOTALITY

Study CRTS S RR(fixed) Weight RR(fixed)

or sub-category /N /N 95% CI % 95% CI
1992 Nygaard K 11/47 5/41 B . 15.94 1.92[0.73, 5.07]
1994 Apinop C 4/35 5/34 —_—— 15.14 0.78 [0.23, 2.65]
1994 Le Prise E 3/41 3/45 8.54 1.10 [0.23, 5.14]
1996 Walsh TN 6/58 2/55 —_—t ) 6.13 2.84[0.60, 13.50]
1997 Bosset JF 17/143 6/139 T 18.17 2.75[1.12, 6.78]
2001 Urba SG 0/50 0/50 Not estimable
2002 T.N. Walsh 6/58 2/55 —t————) 6.13 2.84[0.60,13.50]
2003 AN Feng-shan 0/48 0/49 Not estimable
2004 J.-L. Lee 2/51 1/50 » 3.01 1.96 [0.18,20.94]
2005 Burmeister BH 6/125 6/128 e B 17.70 1.02 [0.34, 3.09]
2006 S. Natsugoe 1/22 0/23 » 1.46 3.13[0.13,72.99]
2008 Joel Tepper 0/30 1/26 + 4.79 0.29[0.01, 6.83]
2008 PENG Lin 0/40 0/40 Not estimable
2008 X.-F. Cao 1118 1118 < » 2.99 1.00 [0.06, 16.80]
Total(95% CI) 866 853 -~ 100.00 1.70 [1.12, 2.56]
Total events: 57(CRTS), 32(S)
Test for heterogeneity: Chi®=6.18.df=10(P=0.08),’=0%
Test for overall effect: Z=2.52(P=0.01)
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Comparison: 01 CRTS versus S

Outcome: 02 2yr-survival rate
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