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Multimodality management for esophageal carcinoma

=] U

mM3gua3nuIdilie esophageal carcinoma Gegualitnda

ar = o o

WAL AMTRUN aIIWITNA

T 3 a = o
UL TN NIAIPIDIYIANENT

= o
T5aWeNVIaTIVAIUNTUNG

=4 =3 wra ¢ W o V ; =S '
Tsnuziaasaemistetanisaialandudmou 3.2 luwario waz 0.9 Tumandgs anlszang
100,000 510 undazdl' Tuvasfinaldveaszmalnenudihoinmunnigalulszme Tagfisuauda 8.1
=) ' 1 = s ' = =
Tumstane wax 1.8 lumavde dotlszans 100,000 $1oluusdazil flagriumudgiamsaivewziiavneg
= ) 2 & . < = A Ao 4 = A o
811157119 adenocarcinoma IUgeTUREITIAITINgATUTANDI 400% HOMBLAYULITIBUADU Tavnds
' o 1w e S A g 1 dy o o ~ ] w e d = =4
TinswamainiFauesgian salniuyuse Ny favodvsnnunilanuduiuiaemsna lsauzis
' a o o w ¥ 31
wasnosudazriaG s udwunnun ldeshga laun
=] = )
- UTTIVAVADTIHITFUA squamous cell carcinoma :

- 4 = 4 e as
MIHAZLDANDEDA > DIMITUATNIZ TNFUIATT > MsAade H.pylori, GERD, 13z iansounid
> A7182U

< =y
- YT DOADIWITVUA adenocarcinoma :
i 4 ey @
GERD 1aza1u87u > Yn3 > 011131asn 19 1nsums > ueanseoa, 152 ians0UATI > NS
¥
AaLe H.pylori
ar =1 Y o ¥ [ ar 9} = P~ [
assnmlanuzdaasaems ludlapiuianuiwiiudeserdems snudreiBanavuiluos
voo9 PRy 1 A . 3 = o 1 o 9t
mnleomuzlunaudiloniseslsnsgmmizin (locoregional disease) Namsaiinsriaala (operable
esophageal cancer) ¥3oiud Tfufivzdn’ld (potentially resectable) waldldnamssnunanaaundily
puanumssniituinesgudadianumaianany wazds launsaaglidinidainat ladumsinuinan
T = 1 dy = 2] " e ow o) a @ Vo o A
galudiholsauziianaonoisngui Jasaagnsidadenailumsiamdn  uadmowluilegiuiae
W Yy as =1 =1 s 1 1
hi'lddeagddmauiivainlszau deeiuau
v
s = = o @ 1 o3 5 . ar
MU SaE S uaaseunttinge 1id19ziilu pre-operative, post-operative 130 1HNY pre- uaz
post- operative (peri-operative therapy)
o = T =3 " .
S UNUINUDINTINHUTTY @28 chemoradiation (CRT) Tihemiu pre-operative N30 post-operative
A LY ” ” g7 1
_msgmnsniasenseise Taonaumnu@au chemoradiation 1odldn3o i
zay = o T 1 dy o ' =1 ~ ar A o Y
Tuumanuiiezendelulssdudeqmari nazsndosemsAnfaivayuvienadiuly

' - a £ - a @ 1 =
TAIUNNYIVDI Mi?aﬁx!,ﬂﬂﬂ@ﬂﬂ@"lﬂu



MY TSI UANTITA (Adjuvant chemotherapy)

@ 9 1 < S o Yo b 3 ' U 1
mIsngeuzsmasae s iiga 18 Tagld adjuvant chemotherapy ﬁwmimmagﬂuﬂqumqq

V
blﬂ}u =1

ARIU

1. Neoadjuvant chemotherapy (Pre-operative chemotherapy)
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0115 10m3 1 neoadjuvant chemotherapy wssuiivuAumsidaiivsediadvanu il BR dmdunesy
%30 0.90 (95%CI: 0.81, 1.00, p = 0.005) wagwuIse Toyrivesmsld neoadjuvant chemotherapy ﬁﬂf’)&)ﬁlu
mm adenocarcinoma (HR 0.78; 95%ClI: 0. 64, 0.95, p=0.014) 1uﬂjmmwﬂ'sﬂﬂam squamous cell carcinoma 1
HR 0.88 (95%CTI: 0.75, 1.03,p= 0.12)
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ﬁQﬂfiiﬂﬁ”lﬁ%’ums;hﬁmﬁm@timﬁmzﬂ%mﬁauﬁnﬁﬂwﬁLlﬁ’%"u pre-operative cisplatin 100 mg/m2 Jufi 1
3AUIH infused 5-FU 1000 mg/m2 Sufi 1-5 N0 4 FUNH $1U 3 eycles udnudsmsega HATUE
ﬂmuuluwﬂwvmmmmmuawa pre-operative therapy ALY post-operative cisplatin 75 mg/m2 37931
infused 5-FU $1174 2 cycles wmwrgﬂaﬂiuﬂfjwﬁgﬂtﬁﬂﬁ”lﬁi“limaﬁ"ﬂmﬁ’wmﬁm%ﬂsﬁmamﬁm”!ﬁ’é”i_lmﬁ
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HIAR 95.6% 11smm:wqﬂaﬂmaﬂqn1w 15U neoadjuvant CF chemotherapy 1ASUMIAIRA 80.3% Han1sinyT

Wy lung aun lasumsmdaiiosodufed median 0S 16.1 1Aou °luwmwﬂf;ﬂ“n“lmu neoadjuvant
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cisplatin 80 mg/m2, 4-hr infusion, Ty duusn 3990 1W infused 5-FU 1000 mg/m2/day % 1-4 90 3 d1lenvi
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$1191 2 cyeles MUAIWMIAIAA WTBUMILAUMIHNAANGIDE1AT) Taofoa 11150 1A3Y pre-operative
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radiation 14 ewuiigiholunsazngulAy pre-opesative radiation thtd 9% Tumsdnuiinungihen1a
pre-operative chemotherapy 3942 3 disease-free survival (DFS) Q’Gﬂﬁiéﬁﬂﬁﬂﬂduﬁqﬁ%Jmiﬁhﬁmﬁm@&iw
@67 (HR = 0.75, p = 0.001) uazfieluusaznguil 2-yr survival $ouaz 43 uag Fovaz 34 MuAIAY uazws
awwﬂqw‘lmu RO rescction figaiMysonainantidilef 165y R1, R2 resection w3 A lilgsumsmda
wazlumslizan ASCO GI 2008 TATMIT1841UHA update Y89 MRC OEO?2 trial & wuhmondinses
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chemotherapy 39U 3 5-yr survival 3080 23 “lmmwﬁﬂwﬂqwm“lmmﬂm:m‘iw 919 U S-yr survival
Zayaz 17 (HR 0.84; 95%C1 0.72, 0.98; p = 0.03) uaznud14iaf 1d51 RO resection i survival san gl wi
Yo 2 1 4= 1 " '
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Tumsiszam ASCO 2007 1Tnsmuonams ANy meta-analysis voamsfinyAn finfSouidion
msld preoperative chemotherapy 111 resectable esophageal cancer Taeld individual patient data-based analysis
DINHANIANEINU preoperative chemotherapy 81413 QLA absolute 5-year survival benefit 18 43%°
drumsfnmimdsduiumaiensumow luFesgaseuniisifanmugand sy pre-
operative chemotherapy 531313 CF (W14 lumsfiny MRC OEO2) i ECX @141 MAGIC trial) 19t MRC
OEO5 trial N3z n15AAH711U resectable esophageal W30 EGJ (type I W38 11) adenocarcinoma 3143 842 18
Tamaloutiiousz e fiuignduli 185y pre-operative CF §117u 2 cycles ndamudaomsanda oy
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chemotherapy ”im““ﬂmmclﬂ%gq%mmzﬁuﬁﬁmwiw pre-operative LY post-operative Taud] primary
endpoint 1éun progression-free survival (PFS) La¥ secondary endpoint 14un overall survival (OS), adverse
event 3ZHINN l@imﬂll‘u'mﬁ,operative morbidity 18 mortality, % complete resection (R0) msﬁﬂymm'lu

f)90 thoracic ESCC 520 IL-III @'lais2y T4) NaasoMnsIAA complete resection 18 $1m9u 330 510
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119 510 (71.7%) completed treatment (Hi1)20 38 51 T lasmaiiiaiosondy stage pNO) Tz iidile
ﬂfg'i.l pre-operative chemotherapy 1 164 570 Azl 147 519 (89.6%) completed treatment Namsﬁﬂmwvhﬁ
ﬂ]Uﬂ@:Nﬁq?ﬂ]’ pre-operative chemotherapy i 5-yr survival aﬂ’jmfj‘uﬁlqé}} post-operative chemotherapy (%}f]fmx
60 tiouriuTovaz 38 Tavll HR = 0.64, p = 0.014) ua subgroup analysis Wuiilmszes 2 1845115z Tem]
lundves survival benefit WIANGI8302 3 U6 progression-free survival (il primary endpoint 194715
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HQIJWH post-operative chemotherapy 1l toxicity luiSeaves leukopenia, thrombocytopenia, increased
- . o ' " oapy ) o Al Vo .
creatinine, diarrhea, mucositis F3INTINGUY 15 pre-operative chemotherapy rlumm:mgﬂaamllmu pre-operative
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1ABINU (446-450 ml) daz Tugaa post-operative éﬂ?ﬂiuﬂfgﬂmqﬂ‘iﬂ post-operative chemotherapy § wound
infection, anastomotic leakage NN '1ummzﬁﬁﬂaﬂﬂ§ju pre-operative chemotherapy 1] pneumonia, recurrent
Fe
nerve palsy Uy renal dysfunction 111031 @91 treatment-related death mﬂﬁuﬂqmz 1 978 (TE fistula 1o
¥
aortic perforation) Qﬂ@ﬂl&ﬂlﬂx‘iﬂﬁ%ﬂ‘ﬂ1uﬁ@1uﬂqwmﬂﬂn (post-operative chemotherapy) @’ﬂ’mﬁwmuﬁﬁ@a
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K3 Peri-operative chemotherapy

910M5ANY1 MAGIC trial HAny11y é’ﬂ 78 gastric, EGJ, # 39 lower esophageal adenocarcinoma
o =3 I=) 1 ER Ay Yo Pow = T =3 @ g d' Yar .
1191 503 570 TaonfSvuisuseningihed Idsumsridafiveediaden dugilaoi 1450 pre-operative
ECF (Epirubicin 50 mg/m2 dl, cisplatin 60 mg/m2 dl. 5-FU 200 mg/m2/d dl-21mn 21 TU)TIUIU3 cycles
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AWAIINTIHINA UAIATUAIY post-operative ECF A 3 eycles lavdihnlunaud lasuminiiia Tdsunisem
A esophagogastrectomy 26.5%, D1 resection 17.8%, D2 resection 42.5% 1402 non-resectional 13.2% l1uai=#
Aongui lasumsidafiseed1ufvy 1450A53H18R esophagogastrectomy 21.8%, DI resection 21%, D2
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resection 47.1% LA non-resectional 16.8% 4 lufiarmuanaiasuadiaiisdifyniaada wanisdnyinuh
(‘/jﬂ ?ﬂﬂduﬁulﬁﬁJ peri-operative chemotherapy ﬁﬁxﬂ:ﬂﬂWﬂﬁ’E]ﬂWﬂﬂﬁQﬂﬂW“Ui]ﬁiﬂ (progression free
survival, PFS) (HR 0.66; 95%CI 0.53, 0.81; p = 0.0001) uazs 2o 1 UNTION TN (overall survival, OS) (HR

0.75; 95%C1 0.60, 0.93; p = 0.009) AnTINGuT 185 UIRMZMIRIAATBI0I1AE 1an median overall survival
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voaglenduh 1A peri-operative chemotherapy ANTAAUH 185 DMIIZATAIGA 4 1AB (24 1ADUNTLAL 20
weu) lay 5-yr overal] survival mmm 23% 1114 38%
uﬂﬂmﬂumu MIANYI peri-operative chemotherapy V94 FNLCC ACCORD 07-FFCD 9703 trial vma
awlunsl 324U ASCO 2007 Iﬂﬂ’c}iﬂ Eiﬂ 28 resectable gastric, EGI 11 30 lower esophageal adenocarcinoma
Sunu 224 510 118 UM dafbediaie) W euifsuiuns ¥ pre-operative CF $1U3 2-3 cycles ATY
9 1w ¥ o % 9 ¥ A . T i 2 9 [
AIUNITHIAA LLAINTUA Y post-operative CF Tu g{ﬂ’m“ﬂll partial response $19 pre-operative therapy ‘H‘iﬁ]luﬁj
11071 stable disease N1 node positive histology HAN15A ﬂHWWU’jWPﬁﬂ]UﬂVQﬁ peri-operative chemotherapy il
absolute 5- year overall survival @I“‘Uu 14% (38% 1 gD 24%, p = 0.04; HR 0.69, p = 0.021) liag 5 -year disease
free survival @wamauuamﬂmmmﬂmmﬂ (34% | MR 21%; HR 0.65, p = 0.0033) u@ﬂiﬂﬂu R0 resection
rate mmmmﬂqﬂﬂmumsm il a08 1AL (84% MUY 73%, p= 0.04)
; ” o & A
Jssiuftianlee1naesnsAny1v94 peri- operative chemotherapy AoAa T unazdoal
epirubicin 159131140155 n11 peri-operative chemotherapy %ﬂjlmgﬁ 210015ANY1U09 ECF 11 advanced disease
W13 epirubicin 92301 survival iiDIRBURY CF regimen 12z 910M3ANYI MAGIC trial WU
‘IJ?EJﬂmJ EGJ adenccarcinoma 1845y IH%HﬁQﬁﬂﬁ?ﬂiUﬂ?ﬁﬂHM’JU’J‘I} peri-operative chemotherapy ue T
MAGIC trial ifjt)70ngy EGY adenocarcinoma it 11.5% diaieuiulumsAne ENLCC-ACCORD 07 il
@ﬂwmjuum 64% muummuamiuf;gmmm:ummmmm:ﬁnmmn peri- operative chemotherapy 184
dosdamuiuae Ll
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mmumsﬁﬂymmﬂmﬂagawfmmimmumﬁagmmﬂﬁanmauﬂs:‘iwwmma‘lw adjuvant
chemotherapy 51115ﬂ‘]s!ﬂ!$¢h<1“] ERRLANG ]
1. M3fne STO3 (MAGICB)
o = A A o 2 9 . A 4
Funisanuifinauruneziin1sans11ugi a8 resectable gastric 139 type LI EGJ adenocarcinoma
o 1 9 ¥ Yo " o 9 Tow 9 Y
$117u 1,100 18 Taoaufilio17 1851 pre-operative ECX $1471 3 cycles ATWAIUNITHIAR AIAILATY
post-operative ECX 71U 3 cycles WS ooy Eiiﬂ Y ﬂtill #lasu pre-operative ECX + bevacizumab
¥
§1491 3 cycles uAIMMAIWNNTFAR INVIUAMAIY post-operative ECX + bevacizumab $119 3 cycles
2. MsfAY CRITICS
! =2 o 1 o a = 9 v 5 ]
Humsfnufisidesidunsogluiagiu Tasihmsfnulugilae resectable gastric 130 type
. o =} = v LR = [ .
11 EGJ adenocarcinoma $11 778 500 wlSenifiouszndnaftien 145y pre-operative ECX 3 cycles
v ) v w & Yo . A o 9 Al Yo )
HAIRINATINITHIAR mﬂuu"lm‘u post-operative ECX 8 3 cycles N1 @ﬂmﬂm‘u pre-operative ECX
ADUAIIAA 1AM 1WA post-operative CRT (CX+RT 45 Gy)
3. MIANYIUY CALGB
DTILLHY NagnINIg ﬁﬂ]ﬁ 1My é’ﬂ 18 resected gastric ‘H%lf} EG] adenocarcinoma 5% 8% Ib-IV (MO)

$1u9u 824510 19 Uﬁ:iJ Fjﬂ 2817 185y post-operative adjuvant SFU/LV 1x28 U cycle 13 478 SFULV
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M33NEESHABEUANTNTATINNUTIATIY (adjuvant chemoradiation)
1. Neoadjuvant chemoradiation

%’mgjamm preoperative chemoradiation 91NAN3ANY1 Phase 111 fT&ﬁﬁamm:éTaﬁqﬂblﬁ”lﬁ%mu LAWY

=

1207 1451 neoadjuvant chemoradiation 1A WAIBMIHIAA 1115 04AL ToAIE curative resection 14117
Wazan 1oma local recurrence 1At pathologic CR 14 10-40% vz 5-yr overall survival 25-35% 910013
ANyl meta-analysis Tu rﬁjﬂaﬂﬁmqu 1,209 518 910 10 randomized trials 11581 a 0521314 neoadjuvant
chemoradiation 1UN1TAIAAIAE0E19AET WU TIN5 1H neoadjuvant chemoradiation 3 HR @13 151H87 30
' sy Yo 3t ! 5
0.81 (95%CI: 0.70, 0.93, p = 0.002) Taowuin)sz lowinlasuluy I“g[ﬂ’wﬂfgll adenocarcinoma UWHE squamous
; Ya o wog
cell carcinoma 1NAABINY
asanyId Ty neoadjuvant chemoradiation dau‘lmﬁiﬁ positive dnifumsAnyvwaiian fed
IFU NSANYIYDY Walsh nazamy AulFoufeuszritensidafioasd1uferiy 01314 neoadjuvant
@ o . v A o ot
concurrent chemoradiation (11’31} infused 5-FU 15 mg/kg/day JUW 1-5 La% cisplatin 75 mg/m2 Tui 7 ludama
' @ Vv g ' = a =8
1 48 6 39U radiation 40 Gy) HaIMmAIWMIHIAA Tt Ieu51Ha8ABIMNSIA adenocarcinoma Tabiid
taelumsfinuiiifes 113 518 wuAef 1050 neoadjuvant chemoradiation 3 median 0S 16 1oy Tuvaiz
:1' 9 1 4' Y T @ = ] = =1 - L = .
fAef Idsunisiidai osee10Readl 08 11@ow (p =0.01) nazwu1d1 203 pathological complete
response rate 25% 1uﬂfjwmé’§u neoadjuvant chemoradiation N
= w ! : S o w . - !
DNAI0E19HTIUDINITANIVINAIAN T MY neoadjuvant chemoradiation MR NIANYT CALGB
9781 lag Tepper UATAMUY ﬁv‘hmﬁﬁnyﬂuéﬂm operable esophageal 30 EGJ adenocarcinoma $1174 56 318

(mannaur 13 475 519) TaonlSouimoudilongui 195Un15H1A esophagectomy 1A node dissection fUH

11200401 1§ neoadjuvant concurrent 5-FU 1000 mg/m2/day 3 14 uag cisplatin 100 mg/m2 ludala1wiii 1
uag 5 SwAuMIRILTIF 50.4 Gy udrnwudaomsida wud1Re7 14 chemoradiation 3 median 0S 4.48 7
oy 1799 (p - 0.002) Tunquit 18sumsmdaiivsosiadvs uasdienguit 1451 chemoradiation 1 5-
years 0S 39% (95%CT: 21, 57%) tRoufY 16% (95%CL: 5.33%) Tunguitldsumsshdaiivsadafion
YNUIMUBY neoadjuvant chemoradiﬁsjﬁon Lf;mﬂ?ﬂmﬁauﬁﬂ neoadjuvant chemotherapy RTIRGIAN
Aerbmadeamdmoudeliluewnn srnmsAnwiiiiluein wusasmesntsit RO rescction 1
armuaniaiuetaiiiud gy ludiloi 1850 preoperative  chemotherapy  othaRen  n3vuifeud
preoperative  chemoradiotherapy LONVIGIINAATEY  multi-institutional  trials i ludihed 165
preoperative chemoradiation i 2R304 postoperative mortality Tq\“l"’ﬁyu %’aya(lquﬁﬁﬂmmiumsﬂﬁwu
ASCO 2007 lap Stahl M. upzAmg IA5109MNAY0IAISIUSOUNOY preoperative chemotherapy 1

@

preoperative chemoradiotherapy Glué’ﬂw locally advanced esophagogastric adenocarcinoma WU ORI URA



M5 RO resection Tifianuuananany Ltiﬁiﬁﬂ’lﬂﬁqﬁ‘;ﬂ preoperative chemoradiation fuur 1w 3-year
overall survival mummﬂqtm @5 umne preoperative chemotherapy (47.4% wWSsumouny 27.7%; HR 0.67,
p=0.07) memmmﬂumm local progression-free survival mmmu

puadtniagns lnl 9 A srgwinsany1lu chemoradiation trial #1131 esophageal cancer 1éun
irinotecan/cisplatin, paclitaxel/cisplatin, oxaliplatin/5-FU 7Y molecularly targeted agent T\liﬂﬁﬁﬂ“hlﬂﬂﬂl'ﬁ

R chemoradiation HA29Y1FY cetuximab LAY gefitinib Hudy Sahaulefiezaanmmaiuao b

2. postoperative chemoradiation
Y 2 a u vy k1 o . s o Yo
mmjmgamiﬁﬂm’maﬂm;ﬂ 1&41 m519 adjuvant postoperative chemoradiation Mlvionsinssen
¥ v .
FuvosfiheAvuiiomouny Ao Idsumssdaioedufg) M3dnET SWOG 9008/intergroup 0116 trial
AEREIN U‘Uﬁ%ﬂﬁ']ﬁéﬂ’m gastric cancer %30 esophagogastric junction (EGJ) cancer 330% Ib-IV (MO0) U
ss6 50 Tdsumsehda Taogufiholi1diuns observation wSeuieufunali postoperative S-FULV
chemoradiation (45 Gy) Iﬂﬂwﬂau"lmumsmﬂmmﬂmmzﬁwmq 18un tleundn D1=54%, D1=36% ua
D2=10% wuimﬂwﬂ“lm%’u S-FUILY chemoradiation 31 median OS 35 iA@Y mmmmﬂaaw"&mnmi
. . da A 16
observation Nl OS 27 9BU
T d 9 v v s 3 a 9 -~ 4 Ao w

dquilse Teaiupan1s 19 ECF chemotherapy 3310 radiation TR IAAM NN IANYINNIA
mmuaamm CALGB 80101 ‘VlLﬂiU‘!ij!‘U postoperative adjuvant chemoradiation vajwms'lﬁ concurrent 5-
FU, leucovorin (LV) 48 radiation ummnma adjuvant 5-FU/LV ﬂiJﬂ*l‘ﬂ’H concurrent 5-FU 1a2 radiation
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7Y esophagogastric junction

LaaaHamMsAnE1U034n13 14 EGFR family inhibitor Tumssnufihous

Treatment g
HER2 Paclitaxel + cisplatin + trastuzumab + 57
RT (Safran et al. Int ] Radiat Oncol
Biol Phys 2006) B
EGFR Paclitaxel + cisplatin + cetuximab + 54 76
RT (Safran et al. Proc ASCO Gl (32 pCR)
2006)
EGFR Paclitaxel -+ carboplatin + cetuximab 57 67
+ RT (Wanebo et al. Proc ASCO GI (23 pCR)
2008)
EGFR Oxaliplatin + gefitinib + RT 8 13
(Pande et al. Proc ASCO GI 2007) (25 cOR)
EGFR Cisplatin / CPT-11 + cetuximab 7
(Ku et al. Proc ASCOGI 2008) B

Comment

Locally advanced a8
M1a median OS 24 1ABY

Median PES 7.6 1A0
Median OS 9.5 lADU

[ S

Locally advanced
median PES 8.4 (9%
median OS 10.8 1A
0 52z M1 il
cisplatin / CPT-11 refractorX_J

2 2
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wazilagiufimsfnuszosi 3 #desutiumseg1dud RTOG0436 fSvuivysznia paclitaxel

N A
+ cisplatin + RT NU paclitaxel + cisplatin + RT + cetuximab %33
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(AC) uag squamous cell carcinoma (SCC) ngé’ﬂ’wm

S0 | ¥HaNTe / Histology Pretreated | ORR(%) median
fnlaw TTP (1fio1)
Erlotinib (Dragovich et 70 GC / GEIC NA 0/9 1.8
al, J Clin Oncol 2006) AC 100%
Gefitinib (Janmeat el 36 EC 100% 3 1.8
al. J Clin Oncol 2006) ACT1%/SCC 25%
Gefitinib (Adelstein et 23 GEIC/EC 78% 17 NA
al. Proc ASCO 2005} AC 96%/SCC 4%
Gefitinib (Ferry et al, 27 EC 67% 11 1.9
Clin Cancer Res 2007) AC 100%
Erlotinib (Tew WP et 20 EC NA 15 NA
al Proc ASCO Gl AC 65%/SCC 35% (SCC)
2005)

A T 9 2 3 = .
b 1190 erlotinib (IUQﬂ’JEJIJMNWﬂE]ﬂm*ﬂ 13 (EC) M4%U# adenocarcinoma

54 gastroesophageal junction (GEIC)

median OS
(hou)
3.5GC
5.7 GEJC
55

5.0
NA

1.6 (AC)
3.3 (SCC)
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521 pre-clinical 48 clinical trial 17290199 insulin-like growth factor receptor ILGF1R) TKI, c-Met

inhibitor, PI3K-Akt-mTOR inhibitor, bortezomib (inhibitor 484 nuclear factor 193 KB (NE-KB)) i

1.2 Anti-angiogenesis
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MIANYITEEE 2 dIMSUMs 1 angiogenesis inhibitor 14un bevacizumab F411J1 monoclonal

] o ' [ g ar
antibody @0 VEGF lun1sinmdihonzidananaemns Tavlilu firstline therapy a31/1dd9m5133
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AT UAAIMIANEISZOE 2 ¥9M 5 14 bevacizumab Tumssnudileuzisanasaeims (EC) uaziile

U259 gastroesophageal junction (GEJC)

Treatment MUY ORR Survival
aho | (w)

Cisplatin + irinotecan + bevacizumab 47 65 Median PES 8.3 391, median OS
(Shah et al. J Clin Oncol 2006) (35) 12.3 1ADU
Docetaxel + cisplatin + irinotecan + bevacizumab 26 68 NA
(Ezinger et al. Proc ASCO GI 2008) 22)
(EC, GC & GEIC)
Docetaxel + oxaliplatin + bevacizumab 8 50 NA
(Hammed et al. Proc ASCO GI 2008)
(GC & GEIC)
FOLFOX + bevacizumab 16 63 Median TTP 7 Lﬁﬁ)u, median OS 8.9
(Cohenuram et al Proc ASCO GI 2008) fou
(EC, GC & GEIC)
mDCF + bevacizumab 2 71 6 m PFS 81%
(Jhawer et al. Proc ASCO GI 2008) (14)
Cisplatin / FU + bevacizumab 13 69 mPFS 5 1iou
(Yen et al. Proc ASCO GI 2008)
Docetaxel + bevacizumab (first & second-line) 26 24 NA
(Enzinger et al. Proc ASCO GI 2006) (17
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(operable esophageal adenocarcinoma) annsaln pre-operative chemotherapy #1738 CF 14 m‘uﬁjﬂaﬂuﬂqu
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lower one-third esophageal adenocarcinoma ¥ 59 EGJ carcinoma W M3l peri-operative chemotherapy CRLLR
v A o a Ao ° 3 ]

qA3 ECF %39 ECX Fauinaasmsseadn 1dde 13% uennnildsaunsauuziimsld pre-operative

=% L‘.é 1 ) o %) 1
chemoradiation wumudendnanianilaliundileld dmsunqu operable esophageal squamous cell

10




5 9
s - 3 = LIS " 4 Y @ 9
carcinoma U UNQ3 ":IGEJTSWE}EI“USL’MA ypper 1Ay middle one-third VPINABADINITUN MITNYIRIY

definitive chemoradiation ﬁlum‘aﬁﬂymuﬂmuiuﬂi]ﬁmumﬂmwmim@mmwmmmhmimmmwwﬂuw
Jasiidanansan1sa (residual disease) #3970 definitive chemoradiation mu‘luwﬂ’mmaﬂiﬂaﬂmnm
Jower one-third ¥9INDBADIND ma‘lmﬁmﬁﬂmma definitive chemoradiation wmmﬂw neoadjuvant

ﬂmmam‘sm;ﬂﬂ ﬁW%‘S‘Uﬂ’HMﬂTMW\"U’N molecular targeted therapy ”memmwﬂw
IHADADINTI W11 trastuzumab “]NL“&J‘L! anti-HER?2 monoclonal antibody wmmmﬁuhmzmmsﬂﬂm

asli @1 EGFR TKI Salsedngnalusesumeld uay anti-EGFR monoclonal antibody fadaamImInny
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