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o, YA S A5 Ak u]ste] =4 A
S(local failure rate)o] 64% - 80% 2 ©f-9- =k,
SUNEEE 0% - 10%2 jThs] Sstgie,
sty e A 22 o A RARE 79T
,QEML =9] $Hd AAle Eo]il =l Y
0| AxBNE FFA7]3L4} sHA T
4 HIALA X B o]2Z 072 ke o|X =S
¥k = Qe & T4 Ve 242 =H
S A &S AL, A2 EEE
N7 .24 ‘F% % TAEY oEFEF WA
A=k 1Ry o] %o AlFY
474 2] randomlzed trials & 23} =& = F3o
8] o] A] survival benefito] 1512 %(Table 1), 4}
AMA A B B E mortality7} 20%7HA & Z71E]
Atk 1,147 9] meta-analysisol| A = WA RA} o

S rul
2
o_U; N
P2

rﬂ 4>

Table 1. Preoperative radiotherapy (A) versus surgery (B) in randomized clinical trials.

Survival Hospital ..
Reference  No. of pts Treatment _ o Significance
Median  lyr 3yrs  Syrs  mortality(%)

Arnott A:67 20 Gy+Surg. 12 50 18 9 14 NS
B:62 Surgery 14 52 32 30

EORTC A:102 33 Gy+Surg. 11 45 - 16 - NS
B:106 Surgery 11 45 - 10

Lannois A:67 40 Gy+Surg. 11 45 - 10 - NS
B:57 Surgery 12 50 - 12

Mei A:104 40 Gy+Surg. - - - 35 5 NS
B:102 Surgery - - - 30 6

Surg. ; surgery, NS ; not significant
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AL ZAZE A A
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Gtk et o] AYATAE LM S
GE 2o} 5% T A ZAE-566y] dhat
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Table 2. Postoperative radiotherapy (A) versus surgery alone (B) in randomized clinical trials.

Survival Hospital

Reference  No. of pts Treatment : Significance
’ Median  lyr 3yrs Syrs ~ mortality(%o) &
Fok A:65 Surg.+49-56 Gy 8.7 35 - 11 - NS
B:65 Surgery 15.2 63 - 22 -
Teniere A:102  Surg.+45-55 Gy 18 91 - 31 19 NS
B:119 Surgery 18 95 - 29 21
Zieren A:35 Surg.+30 Gy 14 57 29 22 - NS
B:35 Surgery 13 53 31 20 -
Surg. ; surgery, NS ; not significant
FEN7 LA A &ofl ATA] X -5t palliation o] 7|Holut 7|HAE RSN S BFol= 5%
2 9J5t Agolut WHHIL Aok, PAIA R of TAPEHA A=F7F P 4 Qlo] Fefstofof
GG ojggo] Won tRite] hrjofjAl Ak gkt
HAE 4 W) 7L diol] AP 4= Qlok 1Lt Ta T AR R BAS g P gt
Astatete] 7j4le LA olof A AL 6711 E ©f 2 JopSl= AN ZE AFEAZ]7] ekl 53
Woll grEey. A} 99 FFo] £92 Sem O] M E7E F=A 2l el AR
= E3sh, AFE 52 sheH- A EHelA g Stk HE A 7] A9t m et
= 47 2 Wl 22 Bceliac) HA7T e F PAMIA R AFA A A(S0 to
2] ZFA 7=, SRl =, A%, A4 Tejal 60 Gy) $-2}of A H=2i¢k survival benefito] Qthi=
7t &7 HE A7) RA K astofof gtk o] Biwy|= st

A| &+ hyperfractionation (small fractions two to three
times a day), accelerated fractionation (normal-sized
fractions given more than once a day), =-= convention-
ally (normal-sized fractions [180 to 250 cGy] once
a day) ZAFE 5 Qe RAF G345 o] 4ol

717}l 20%], 50 GyollA] 75+ o]+ 332], 66 GyE
ARSI S0 gy Ahge] Ao Al &

R S FEERE R SR R e S
o L R ER A D E R

D) Botstetx|=

1970l HHE = FUA7L 7HHPEJO1 Aol
Harjojom 1980W REEE 4d A
(cisplatin based)*| &= 2] phase I, II 2347} Pl g
ARSI AAE AT SAE dAutstel g
20] O[5k E 4] 919kth. 979] phase I random.-
ized trials©] WX Q=0 ©] 5 5702 largest series
2 ez B Ag 2 (Table 3), Hong Kong?]

Table 3. Preoperative chemotherapy(A) versus surgery alone(B) in randomized clinical trials.

Reference  No. of pts  Regimen mgﬁ?i?g‘(}% ) pCR(%) l\(ilrei?? ssurvurvi?;]l p value

Law 147 C+5FU A:8.3% 6.7 A:16.8months NS
B:8.7% B:13months

Kok 169 C+E NA 8.6 A:18.5months NS
NA B:11months

Kelsen 440 C+5FU A:6% 7 A:14.9months NS
B:6% B:16.1months

MRC 802 C+5FU A:10% 4 A:17.2months 0.004
B:10% B:13.3months

Ancona 06 C+5FU - 12.8 A:44% NS
- B:41%

C ; cisplatin, 5FU ; 5-fluorouracil, NA : not available, NS ; not significant,

pCR ; pathological complete remission
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CDDP(cisplatin), SFU Tof] +iF o o 3k
H]_u_oﬂkl T S olghE T Aol Apol7t
rtar shdck ok Wk oo = Bd AEY
{1l 18R B0E 4] 137100 BB
StETHL s g, $Hd Tellad T%E WSt
19973 Netherland 2] Kok 5-& multi-center $3-7-9]
A < CDDP, etoposide £ oLollA] Ho AJ27]7t
o] 1857/H€2 117 vlgte] {-A 3R 21 over-
all survivalo|L} disease-free survival 5 #< dolE}
7} SR E|X] 9kt 1998 Kelsen 5+~ multi-cen-
ter North American Intergroup Trial(INT 0113)9]] 4|
%7 CDDP, 5FU Fof FofjA] FA-Ew vy a0
Ao APLEE 4] 22U survival benefit
S A z] oFerrhal sFgTh 2001 UK S| Clark
52 Memorial Research Council Group (MRC OE(2)
oA &% CDDP, SFU Fof 3} o5 T 732
B ol A = S AFYELS H]ssk e,
Hatol| A Hat L7 23 YEEC] FITE A
o v glon) o]% 33 W 5 AHEFA Y
2}o| = 0}21 SFH B ] ok Qlt} 2001 Italy &
Ancona 52 £ % CDDP, 5FU o o)A ¢4
Tl 128%noH, Aoy A7 BE

oAl xpo|7t glddtal shit
ol5L North Am. Trial ¢]Qofl= &2 /ﬂ o+
EsFsET Qi EST etoposide S ARG 1555 A<
atile W& CDDPSY} SFUE AHESHl=dl, 7H8
£ two group = 4677 2] Kelsen's trialof| A= survival
benefito] ¢19l+=d], 80274 2| Clark's trialof A=
(2-year©| 2| gH) survival benefito] )Tt ARk

AE 218kt Kelsend) 2 A EE-2 35%%}
37% 2.1, o] AL Clark®] 2WAYEE 34%2} 2o
7} ¢t} 9F study7} 25 randomized studyo)r
CDDP+SFUE AMESFG 0 22 OF study2) 5% A}
o]+= CDDP §&folztar A42bsh 4= ¢t Kelsen>
high dose CDDP (100mg/M2 vs 80 mg/M2), 2 cycle
t4l 3 cycled AFE-SFGAL o= ARG5S
Z12]5}od higher dose] BFUA|7L of| ol oF FFS
z o

A7) el AEerol) ot ek BEA
2o A= 2 - 33)9) FUA| FAF 26 - 12 weeks)
o o] BRloA AT 0 QlstEdto] &
AE7]= st W =AY =2 shH survival
benefit™e 1| %] Aot FUA FARE URHA
o 2 27}A] o|AFE AE-Sh=1| cisplatin} 5-fluo-
rouracilo| 7} de] AR 9l om, o]Qof
S a3} ¢FA| 2= paclitaxel, camptothecin, irinotecan,
T12) 31 vinorelbineo] YA ek Al 3AHE F715)
= AL e 48 A o= 2 tox-
icity7} @ #3] Z7p=ch

=T A -8Rl HsA viTAel 2

IE Rl £3 g9 HRe %59 4 randi-

mozed trial(CDDP+5-FU two, CDDP+vindesine two)

o] A survival benefit-> §I} O, @3] 4G} treat-
ment related morbidityh Q1 5] A cF(Table 4). we}
A &3 FAAY] HEARR TUE YA 1
L} 2| adjuvant chemotherapyo]] Tt el3of thA|
A7 T 9T, Ando N. 592 2 T L3}
s 9 CDDP9} SFUS t‘:‘% 79| H|alof A,

54 disease-free survivale| ZFzk 45%%} 55% 2 A

Table 4. Postoperative chemotherapy(A) versus surgery alone(B) in randomized clinical trials.

Survival Hospital .
Reference  No. of pts Treatment . . o, Slgnificance
Median  lyr 3yrs Syrs ~ mortality(%)

Kelsen A:202 Surg.+C,5FU 16.1 62 - - - NS
B:221 Surgery 16.8 62 - - -

Maipang A24 Surg.+C,B,V 17 57 31 - NS
B:22 Surgery 17 86 36 - 8.7

Pouliquen A:52 Surg.+C, 5FU - 52 20 2 NS
B:68 Surgery 14 58 20 8 10

Roth A:19 Surg.+C,B,V 9 50 25 - NS
B:20 Surgery 9 33 5 - 5.1 |

Surg. ; surgery, NS ; not significant,C ; cisplatin, B ; bleomycin, V ; vinblastin
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(p=0.037).

3) Neoadjuvant chemoradioptherapy(CRT)

QAH) B Helok 2, HARetolit vl A A
ot S0l AR 2A10h BIAA R E W)
= ol stk Aol walA AR HE B
2 A7} o]Fo]H}. 1 == Radiology Therapy
Oncology Group(RTOG) protocol 85-01-2 & A] Fof
St SHFA|| 7T Alm=bo]| i3l radiosensitization 3%}
b igirk shnt®. = WAk AEQr Shajol
tfotod 64 Gyo] T WA RAL ot} 504 Gy<]
HPAMd AR} AR E B8-S vt vl &
A2z 59 SR AE AT W, $2oflA =
SW AEE0] oF 20%0] 31t} aL s, o] & 3QtA-
AN BgtaRo] of g 7oA A mA| o] H
SlTT.

671 2] controlied trialso||A] <% CRToj| tjst E a1
7} ﬂﬂql4)(Table 5). 1992+ Scandinavia®} Nygaard
50l ojalf ol Aoj7t glao] Ao = v
o, o]yl Aol =40 )8 2] Bleomycin>-
t] o)A AFR3}A] OFA E 910, low-dose or se-
quential radiotherapy® o}2] oA = Qich #-te
74 &k higher doses of radiotherapy in multiple frac-

tions, concomitant with chemotherapy©]c}h.
199414 Thailand®} Apinop 51} France2] Le Prise

Table 5. Preoperative chemoradiation (A) versus

o8 Ats B "4 Aol CDDP+SFUE
ARESHEET, F B B F o ol A&7
o) 71 ik 19964 Ireland 2] Walsh 52 6-Al5
A @& X7 oA survival benefito] ) Qithil
Hustgon, e AU oY o vE #
o A2] 3UAEES] %2 YT W= Ho] 3]
o|t} 1997 Bosset 5ol 2|3 wr# % European
organization treatment of cancer(EORTC)9] trial2-
7V 27 e, AR oA FaAldEo]
ZAe vhy disease-free survival> o 219l =1),
Hat L7170l 3UAEE(36%S) 34%)oll= Z
ol7b giglth. T18)a 7 2o B al= 2001
University of Michigan®| Urba 52| E 112 HA
¥ T ol Apol= TAEA| ot

AZZA O 2 679 randomized trial = Walsh 9]
17)qFo] survival benefito] A=t oA AUet
& tjzglon, dpabuiee) ZeoHE R 3
o|7} 1ALt

olgigt AEE2 FHo)7)= st B 714
olstoiof & F a3t pointsEo] Qlrk. A, =4
CRT:= o} 4] AlgetAof Qlom, 7]& tialg2 CRT
regimens® L} CRT =P Aol Zfol7} Q) qich. whatal
% 2o} F-A%t regimen®] WA 7HF ghef A<l
administration schedule-2 Zrolujof 3lcl= Ao|r}
=4, AXefZ AR epidermiology 4 & HEE
A3 9 =, Agrel 348 F7kela 9o,

1y 1. 13

surgery alone (B) in randomized clinical trials.

Operative Median

Reference  Histology No. Regimen mortality pCR survival(Mo.) p value

Nygaard SCC 103 C,B+35 Gy A:8 NS
Surgery B:7.6

Apinop SCC 64 C,5FUH0 Gy A9.7 NS
Surgery B:7.4

Le Prise SCC 86 C,5FU+20 Gy A:10 NS
Surgery B:11

Walsh AC 108 C,5FU+40 Gy A:10 235 A:l6 0.0
Surgery B:4 B:11

Bosset SCC 297 C+2x18.5 Gy A:17 26 A:18.6 NS
Surgery B:5 B:18.6

Urba SCC 100 C, SFUV A4 28 A:16.9 NS
Surgery B:4 B:17.6

NS ; not significant,

B ; bleomycin, SFU ; 5-fluorouracil,

pCR ; pathological complete remission,

Mo. ; months,
V : vinblastine

C ; cisplatin,
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oke w31 473 BREolA o go| W
T 9o, TS Aelo]| Al combined treatment
9] survival benefito] S =1L Ul Zojr}. A,
I E trialsoll A pCR =8|+ surgery alone 0|1}
incomplete responder o-H T} 27| AEF0| & * 3|
=3k} (ex. 65% vs 16% surgery alone in Urba trial).
A, 7]&9] trialo] B WA small study population
oloj M AEZ|7HE] Aol F BiE W= AT o
it webA pre-op. CRTE] role BH&W 7] $18}
of B}l A3} clinical controlled trialo] & Q 5}
FEiolth

Neoadjuvant chemoradiation % 7}%] o] &% 9l
Aol =], 1) chemotherapy 2} radiation2 Z2+Z¢
independent activity”7} ¢J 0.0, B350 2 4 local
& systemic disease®] A]-&0] 7R53lC) 2) A2 Ak
217} Q= 551tk 3) chemo-responsive tumor®l 7}
S o 2~ Qlow T83F AL £33 chemo-
herapyel BZHE ke & 9

121} = A)of| neoadjuvant chemoradiation®]
OFH T Ql+=1|, neoadjuvant therapy+ definitive local
therpy & X941 7} GIERs Holv), 53] 4
AE 7 EERE 2ol A= 2| Aotk @ A=
ol non-responder+= -2 untreated patients = T} Tl
3 e, A& %‘ioﬂ o|AZ o 7t fltte=
Zio|ck. E3} significant mrbidity ©] 2] pre- &
post-operative mortality S <= -4, 7I1Th AA| £ com-
bination 2} toxicity S &©]7] 95} dose reduction=
AlRgstarl 91w, o] A2 modality =

7l= Aol

compromiseA|

4) Chemoradiotherapy without operation

A 207F Almere) 2 &mo le] chemo-
radiotherapy alone 2] phase II and III trialo] TFo]
A EE o} k=t Bleed o2 = CRT7} 7}
A L. goltt= Zo] el=x 4t EF concurrent
CRT(CCRT)2} RT alone2] grade 3, 4 toxicity H|x’oj|
A] CCRTO|| 4] acute toxicity(17%)7} 553} ©.
late toxicityo]| A+= Z}o]7} ¢1 91 ©. ™, Sequential CRT
= RT aloned} local recurrenceol| 4] z}o|7} gitki=
Al 9 AT

CCRT+= RT aloneo] v|s}e] 1, 24 T7 A&

R3] T2 7 OH8%, 9% vs 67%, 86%), A7)
AARANM = 2Fol7h gldl=Tl, RTOG studyRto]
CRT2| 7] dAo] UFEHAHCHIEE 26%
vs 0%). TF2 A31H 9519 Brazil9] Araujo £'9%=
SEMEE] 16% vs 6% (p=0.16)= CRT7} CR alone
Hul 8. g3lc)ty sFgck o)Al AR localized
disease = A Hl=d 2|25 Q5= HHA A=
CCRTE 1&3lojof 51=d), acute toxicityo]l &2
5o benefity} riskE 112{stofof 3t Fo|t}. f<zo|
7Fe gk $HAfol A CRTL} surgery alone®] Hjl A
o ololr

j

CRT= PCRQ AL A o] ojgde] T3t 3
ol& At itk AR2 27)9) trialo]| 4] CRT with
surgery2} CRT alone-2 Buld}o] H|23t Y25
By sy, ¥7] T3, NO-1 *‘E%’“ﬂ]/ﬂ
CDDP, 5FU & synchronous RT - ¥I-g-o] £& 37}
ANMTE e SHAL two cycle®] CRTE #7151
cha shgiek

Large-scale randomized trials@] 237} 1} 2 %]
oL o a}xH A Xﬂ 7}5_5]- A]EOP g]_;(}oﬂ H—- com-
bined treatment 2] -5-F-2} ArFQio] surgery7} gold
standard treatmento|T}. 12|31 4~40] tARS ] 7]
OF O L} radical treatmentS AYE 4~ %l—‘-—,: ,Q_PX}OH A
L CCRT(CDDP-based)7} 7}4 9 &

Aol t}

5) Salvage esophagectomy after local failure
of definitive chemoradiotherapy

S o QaE Ameo A a0l A4
o] definitive chemoradiotherapy?t2- gt 3 Al8hof|
wheh $eg Mg AR @A) AlaEa g
subo] wPAQleE), 15:36%2) pCRo] Hojxn] 7
A9 M Zoko] Agol 4t WHEBo| E& Ao
orzy ] ook RTOG 85-01'of| 4] CDDP, 5-FU
2} 50-65 Gye] HAA-S ZAYS}= definitive chemo-
radiation®. 2 HoF AE7|7Eo0) 14,1701, 54
MEFO] 26%F il 3FHE)  salvage esoph-
agectomy”| A% w0 thAFO == persistant
disease(52.4%), 42 Z]2H42.9%), 18] CRT
2| =0 Aufl(4.8%)7F =92, oo el =t
W 2SS vlus] Bope(Table 6).
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Table 6. Operative morbidity and survival following salvage surgery

Reference Anastomotic Conduit In-hospital I-yr Long-term Median
leak (%) Necrosis death (%) survival (%)  survival (%)  survival (%)
Leichman 100
Meunier 33 16 i 35 o 8 YTS; 32
Murakami 25 100 IS 7
) 6 47 (3 yrs)
Wilson 6 0 15 25 (5 yrs) 32
Swisher 38 8 45 5 (2 yTS) 16.4
Gotohda g 83 3 (5 yrs)
Nakamura 22 0 60 T
0 (2 yrs)
Stahl 12 33 (5 yrs) 18
Tomimaru 20 0 58 yr
3. pCR 32| 2|o] A O 2 duh} B AE0] o Ao
CRTE 224 THU= 22 Ho| 2L&s}0] ofe] neoadjuvant chemoradiation2 H=2]= B3,
H71E Wil 3RS BESE 5 HER AAZL  nlFol Ml SaTiARe] oF 20% - 30%7} trimo-
73t e 2 sl 248 =11 9ok 2 3)st dality(CCRT followed by surgery)E ®til it}
WAL 2|2 o) Ay} spakE ol wel pCREo) 25% (29-31). o2 Alfst= AFE=-2 U5 randomized

0l o o]

- 30%E A TEE 9l =9] o] e = wi$-
kG 5to] SHAIEEO] 50% A3(20-24)2 H Il F
Ty EX= 100%E F1sH) % oot
T}ebA pORS) Aol Sard BEsto M g
o) HgrHel LEOZME Holna} sl vl
= 7Rsa A Hk el olelg ulaaHe)
shgol wjels SAEE e, d4Hos
PCROJZ}T BYEN: SAGHE 5 3 oF Hiho]
A AIE HORIGITHL sto] 42 Alaste
ober 1 WS BHAF| QUEY 4 2lon], B5
A7) WZ0] 7|87} HEE|o] Fcka 248k 9
o)
S+, o] 23t survival benefit>- pCR <Hof| A4t
2AE 0], PR o)A BAEZ] T non-es-
e Ao
ATH®. CRTE) responderst} non-res-

ponders+ 23] neoadjuvant S}4]
Bt 5

ponders 5ol A great toxicity7} ¢ 0w, @F 10 -
300 Az B4 tEo) @7} SeElA] Fatc

EF AR Y 5y F4Fe I &2 CRT
T A0 HHE o= pEo] ARYEHA] L=
Ao} OF 15% - 40%2+1 BT Eo] Q™. 73]

1! neoadjuvant therapy— & & JIRITL Q] g

P B0l vk whepA CRT7F frasithe
Z19F0 &2 CRT7} routine clinical practice2}1l % s}
= Al 7ot

trials ©] ‘-F 38 7 3K(trends) S Hol= AP of| A
=715o]l= va Qlth = Definitive bi-modality
(chemo-radiation) therapy 2} tri-modality (chemo-radi-
ation followed by surgery) therapy 2] %] & & i}o]] tlish
BlRA[H O M= M2 AREE = BiE0] il &
o} 3ho, Aol tigh 71 o] el A B
oF2l AHyE|o] Q17| Esirt 1™ o= B2 physi-
cians-2 ©|1| neoadjuvant therapy®] &-8A1S =&
&lo] Al ¢to)| A neoadjuvant chemoradiation®] o
S e N XU—LE]_’ Qjom, CRTY ®iE o7
Shiz Aol F01E Yt glo] FF o2& oA
azer Ae oietelach

4. MRAICY AR2| ok JiH|

Neoadjuvant chemoradiation-& ¢}t2] H7|& W&
o 55 KESke 5 E LR @AVt 7ol
w5 oh=t| S#E 7L 9low, ROl F2E| o]
Hejdo s szl B Qlval HHEE 5ol
= ed BRdste Ak 7hssiehal shaink 1o
L A A 7158 A= ¢bof| A neoadjuvant therapy=
standard of care7} ofu) ™, benefito] QJttH @ Al
pCRE] 7 ¢-8o|m, o] Z-2 biologically favorable
tumoroj| A Jt Ao} ek wheba] g et B7
T (endoscopy, CT head/chest/abdomen, EUS, bone

scan, PET)1} =4 47| 9] strict quality control. che-

_31_



motherapeutic agentstt biologic agents = pCR rates&
5o, responders- of| &3 4= Q)= biologic marker
£ Zrolfjof benefitz 2|35kl TS E 2| 4-3ls}
ojof & Ao|tt. Z|Lojl+= neoadjuvant therapy A]Z
25 Zof PET-CTE Al3sto] HAao X8 A
FDG-uptake 4>2|7} ZAk= AL S 2ak5ko 2 4
A &0l gt ¥ 5T 4= =T, o]Ao] histo-
pathologic tumor regressionx} 47| AAEZETE AU %]

sttt W) 9lo] TolE Ty 9P,
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