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3 B~ ¥ LR AE 11,059 34.0
4 |eMaE 10,056 5843
5  |opr - oE&F 5,890 222
6 Wk 4,628 297
7 |8 3,824 11.6
8 |k 2 985 9.0
9 o 1,722 10.9
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1 |am 8,140 22.6
2 AFA B R 7,920 52.0
3 M~ vAE 6,938 44 2
4 7 R~ O EAE T E 6,308 415
5 o 38 4 628 297
6 H 2430 152
T 118 2,063 13.3
8 B 1,590 9.9
9 R Bt 1,389 8.7
10 |88 1,123 85

2 miE 51,965 339.4
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¢ F g Squamous cell carcinoma-——3 # r&hiF
AT R AF 2
* & (EGjunction): obesity and GE reflux;
adenocarcinoma---f& § ®ioR

5cm

Barrett’s esophagus

Type |
Anatomical cardia

/

R? F RT3 0k g (
moderate to severe dysplasia):
T Sy R gg,ﬁg.jxﬁg

%ﬂﬁﬁﬁiﬁﬂﬁ
carcinomain situ(j # # 5 %):
T S
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Primary tumor (T)

TX Primary tumor cannot be assessed

TO  MNo evidence of primary tumor

Tis  High-grade dysplasia

TI Tumor invades lamina propria, muscularis mucosae, or submucosa

Tla Tumeor invades lamina propria or muscularis mucosae
TIb Tumor invades submucosa

T2 Tumor invades muscularis propria
T3 Tumor invades adventitia
T4 Tumor invades adjacent structures

T4a Resectable tumor invading pleura, pericardium, or diaphragm

T4b Unresectable tumor invading other adjacent structures aorta,
vertebral body, trachea, etc

Regional lymph nodes (N)

N> Regional lymph nodes cannot be assessed

NO Mo regional lymph node metastasis

M Metastasis in -2 regional lymph nodes

M2  Metastasis in 3—6 regional lymph nodes

N3  Metastasis in seven or more regional lymph nodes

Distant metastasis (M)

MO Mo distant metastasis

MI Distant metastasis

Histologic grade (G)

X Grade cannot be assessed-stage grouping as G|
Gl Well-differentiated

2 Moderately differentiated

3 Poorly differentiated

G4 Undifferentiated-stage grouping as G3 squamous



Squamous cell carcinoma’

Stage T N M Grade Tumorlocation®
Anatomic stage/prognostic groups
Stage 0 Tis N0 MO I,X Any
Stage [A Tl N0 MO X Any
Stage 1B TI N0 MO 23 Any
123 N0 MO X Lower, X
StagellA T2-3  NO MO X Upper, Middle
12-3 N0 MO 2,3 Lower, X
Stage B T23 N0 MO 23 Upper, Middle
TI-2 NI MO Any Any
StagellA TI-2 N2 MO Any Any
13 NI MO Any Any
T4 NO MO Any Any
Stage B T3 N2 MO Any Any
StagellC T4 NI-2 MO Any Any
T4 Ay MO Any Any
Any N3 MO Any Any
Stage V. Any  Any Ml Any Any

Adenocarcinoma

Stage T N M Grade
Stage 0 Tis N0 MO L X
Sage IA. TI N0 MO 12X
SagelB T A M3
Tl NO MO - X
Sageld  T) A M 3X
Sagell T3 N0 MO Any
T2 N MO Any
SagellA  TI2 N MO Any
13 NI MO Any
N M Any
‘ngellB T3 N2 MO Any
SagellC T4 N2 MO Awy
™ Ay M Any
Ay N3 MO Any
SV Ay Ay M Awy
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1. EUS(endoscopic ultrasonography):
ERARERLF A KU AT and N status { #5x

2. PET & 3 &%
HAIHT B2 R fRLE




k# 4 ;5K (photodynamic)

T B | JEREEEEREYE REREER X5 E;ﬁ,} 1% ehsevere
A3 g5 54 BRI dysplasia or CIS

=7 A ,l,_.,fh 3
i NECIEE R YR E B RN T .., 7 jﬁ#ﬁ@ 7
B EESIUGEK - A SRR T ¥
SERRRGE « BIEES . T EHE 250 EH
fxmm&%%W¢ TiSCEI RS E > BRI T
2B B A G RREN T -

JeBh 71555 (Photodynamic Therapy, fiifEPDT) X2 % — = #1 & ‘ij
MAE R CHREHRE > G TR YREL 0 B 7 {4 1Fk S
HIR @EZEZ%%EF‘B’J%HDJIDW% Ex?ﬁ—?ﬁ/)ﬁﬁg Ty B
JEHUE T - A IR Sy A £ e
SR E - EANAE S EEEE 5_%

KBRS - BETTRER ~ RSLRRAAEaH S -



110
100 — B — — —m o m -
B0 F— - oo .
B0 — -
rof—--MNN -
= .5:.::-5_ _____ e -
E - +.\{HER B— Regional
a ®BOF—-—----=- e e e @@ Distant --
N e
: A \x e
WE-—-——-————= e et
: - .____-___-‘—--l-—__
20F——-—-—-—- i e T el .
: T —
L e . T TTTToC et =5
Survival interval
& o & & o B o B & o
e = ] = o= = o= = == =
— i g -+ uh el r= oh e o) =]
Stage I year 2 years 3 years 4 years 5 years
of disease
Stage | 3.2 59.8 1.1 45.5 40.5
Stage 2 &1.9 42.9 32.1 26.4 22.8
Stage 3 50.2 27.6 | 8.8 4.7 12.5

Stage 4 23.9 8.5 <. 3.5 2.8




Disease specific survival (%)

Disease specific surdval (%)

100
B0 4
60 —
40 -
20 -
— AGE <76
0 = Age=>76 P=004
1 1 1 1 1 1

0 10 20 30 40 50 60
c Time since surgery (mo)
100

- NO
- N1
= N2
O ] w—— NG
I 1 1 1 1 I
0 10 20 30 40 50 60

Time since surgery (mo)

P Y

Disease specific survival (%)

Disease specific surdval (%)

00
80 4
60 —
40
20 —
— T2
0— = T3¢ P < 0.001
I 1 1 1 1 1
0 10 20 30 40 50 60
D Time since surgery (mo)
00
a0 4
80 —
40 —
20 —
- Gac2t1or2
- Grade 3
0 - == Grades P < 0.001
I 1 1 I 1 I
0 10 20 30 40 50 60

Time since surgery (mo)



SCC {5z

Squamous cell carcinoma

Adenocarcinoma

(°%%) 1eaiaans pajsnipe-ysiy

(%) 1eainins pajsnipe-ysiy

Years

Years
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67.1 81.6
54.8 70.8
47.9 62.8
43.1 571
39.6 52.5
LHE RELW
69.2 84.4
58.1 75.6
52.4 69.3
48.6 65.4
46.0 62.4

i ERTHESERA

53.5

41.3

33.7

28.2

24.3

54.8
43.3
36.2
31.1
27.5

&
41.8

25.0
17.7
13.9

11.8

43.6
26.9
19.7
16.0
14.0

BELEER
o HEMR
79.5 91.9
65.3 83.6
59.5 /6.2
55.0 69.1
51.5 63.2
HEFEE
oRE HdAR
80.5 96.5
66.9 92.4
61.7 88.7
57.8 85.1
54.8 82.5

|
59.0

446
37.9
33.3

30.1

61.6
48.3
42.7
38.9
36.7

L3
44.8
26.1
19.6
16.5

14.5

wiE
45.6
27.1
20.7
17.8
15.9

X
90.7

83.9
78.2
72.8

69.3

X
94.8

91.6
89.2
86.9
86.5

B Bt
84.2
75.5
68.8
63.4

59.1

B Bt
87.8

8§2.2
78.0
75.1
73.0

& & %
57.9
45.6
40.7
37.5

34.8

8 f 5
59.6
47.9
43.6
40.8
38.5
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EREERE RNV
HH Al SR | SLT{EER (=) 95% {SHAEEH]
T~ BESR
stage Tis 1 0 - - -

stage I 10 7 0.9 0.00 | 1.83
stage II 22 14 1.2 0.13 2.27
stagelll 39 30 0.7 0.33 1.07
stagelV 19 16 0.6 0.34 | 0.86
LA 91 67 0.8 0.60 | 1.00
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Cum Survival

NEEE S

Survival Functions(n=91)

1.0

0.87

0.4

0.0

FiEs

STHA
—Istage Tis
—ITstage 1

stage Il
—Istagelll
—Istagelv
—— stage Tis-censored
—+— stage I -censored

stage Il -censored
—— stagelll-censored
—— stagelV-censored
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1.+ 3 SCCEHcT™ Fg & &

2.+ ¥ K SCC

3. T & EG junction adenocarcinoma



Cumulative Overall Survival (%)

1004

801

60 +

404

204

Surgery

Trans-hiatal versus Trans-thoracic Esopgagectomy

B 3uE pF na’g}}ﬁ:%"! %

Trans- Trans-
hiatal thoracic
Patient No. 106 114
Post-op
complications
Pulmonary 29(27%) | 65 (57%)
Cardiac 17 (16%) | 30 (26%)
Anastomotic leak 15 (14%) | 18 (16%)
Vocal-cord 14 (13%) | 24 (21%)
Chylous leak 2 (2%) 11 (10%)
. Wound infection 8 (8%) 11 (10%)
In-hospital mortality | 2 (2%) 5 (4%)

Hulscher JB et al. N Engl J Med 2002;347:1662-9




§ i + RSCCL o T F

1. s34 Tk ¢ & combined surgery £
adjuvant CCRT

2. 8 ¢ H(TINL)E r & TeFpRLe 2 g
£ Neoadjuvant CCRT & F &+
2_iscombined surgery

3. az.ﬁ'fr'"\’ﬂ’ﬁ“' * #p
L Xk = \1L$ TPF(F ™ & 42 i v & 5-FU) = F B

A. CCRT3 & (8 5000-6000 cGy; ™ ] 7000 cGy)
or
B. Neoadjuvant CCRT#]4000 cGy +
combined surgery



§3 ¥ B SCC

. J&= 5 #moderate to severe dysplasia
R AL

. CIS and superficial Tlalesions ¥ * pAR&I'%
+- kB4 LR

. T1/2 NO

Selective T3 or N1---%9 324 pic g + #iF

LR R Ry
£ R F R margin+ or REEHT LR
# 85 2 CCRT

T3N1r + (stage lll at least)---
Neoadjuvant CCRT(4000 cGy) then surgery
&£ ¥ &AL curative CCRT(5000-6000 cGy)
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Neoadjuvant Chemoradiotherapy
Walsh Study

Week

1 2 3 4 5 6 7 8 9
5-FU 15 mg/kg x 5d  _ =

CDDP 75 mg/m? l l
RT 4000 CGy (A A A A A A

L

_ Operation
Operation

Resectable adenocarcinoma of mid, lower esophagus, and cardia



Walsh Study : Result

1.0 1
s 997 Overall Survival
'S 0.8
S 071
N 06-
< 05 - Multimodal th erapy
~ O
:"_f 0.4 1
'g 0.3 1 P=0.01kythelogranktest
-g 0.2 -
o 0.14 _L"l_.LSurgery alone
00 1 T 1 Ll | 1
0 10 20 30 40 50 60

survival imonths)

R iet i LR
CCRT#c < % R4 £

Walsh TN, N Engl J Med 335:462-467, 1996
Dis Esophagus 15:121-4, 2002

Surgery

CMT+S

Total Patient No.

55

58

Histology Adenocarcinoma
3-yr Survival 6% 32%
Median Survival 12M 17M
Pathologic S (CR) 3

0 0 13

1 2 1

2 10 25

3 38 13

4 5 3
Toxicities

=Grade 3 15%
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RTOG 85-01 :
Schema

Week
1

5-FU 1000 mg/m?2x 4d =

CDDP 75 mg/m? J

+
RT 5000 cGy

RT 6400 cGy

5

=

\

Week
8

\

11

2



Local Disease, %

RTOG 85-01 :
Results

RT onl RT+CT
o CCRT H% RﬁRT ' (R/non-R)
Time to Local Failure Patient No. 62 61769
751 5-yr Survival 0% 26% / 14%
Median Survival 9.3M 14.1/16.7M
e Treatment Failure
25 | N Y [V Persistent 37% 25% | 28%
S, 0 B 827 | Local/Regional [16% [ 13%/20%
i ‘ VearsFrom Randomizatr ’ Distant 15% 8% / 16%
Local + Distant 15% 8% / 10%
Toxicities
N Engl J Med 326:1593-1598, 1992 Grade 4 204, 8% / 4%
J Clin Oncol 15:277-284, 1997
Grade 5 0% 2% /1 0%

JAMA 281:1623-1627, 1999




Nonsurgical Combination of C/T & RT

S
Weaight loss
T »or<10%
R
A Tumor si@e
<or > 5cm
T =
I
Histology
F  Adeno
y Squamous

= O O

INT 0123

WEEK
o8
SFUID00mom2xddn B |g
CDDP 75 mgim2 Lo |3
RT 50.4 Gy
(1.8 GylFx) N
i 5

SFUAMOmgm2xdd m B

CDDP 75 mgim2 o

RT 64.8 Gy
(1.8 GyiFx) -

|4mmm

9 13
L I
I I
11 15



INT 0123 : Results

TRARERERM AN Far

75

50 -

ALIVE

50.4 Gy

e g L

%

25 -

64.8 Gy

(‘)Hjus‘“l“{zH H1j8i““2‘4‘“”310' “H316
MONTHS FROM RANDOMIZATION
s<No survival advantage with the
high-dose arm despite biased

analysis

J Clin Oncol. 20:1167-74, 2002

High dose Standard
Total Patient No. 109 109
Histology SCC 87% SCC 84%
AC 13 % AC 16 %
Stage T1.4No1 Mg T1.4No.1Mg
2-yr Survival 31% 40%
Median Survival 13M 18.1M
Treatment Failure
Persistent 33% 34%
Local / Regional 16% 19%
Distant 9% 16%
Regional & distant | 0% 2%
Toxicities
Grade 5 10% 2%




Locally Advanced Esophageal ca.
Taxane-based CMT

« CCRT with twice weekly paclitaxel-cisplatin

Paclitaxel 35 mg/m% IV | | [ [ [
Cisplatin 15 mg/m?, IV Voo

R R R S A

xRT 200 cGy/d A A A A A

—> Esophagectomy will be performed 4 to 6
weeks after completing CCRT

st Bt £ CCRT 2 #8®7



Phase Il Study in Advanced EC
Twice-weekly TP-CCRT

Multi- CCRT 40 cGy / 20 fr reached

Modality
Therapy

Flowchart

Restaging

— T~

Feasible for Not feasible for
esophagectomy esophagectomy

/\

Pt accepts Pt declines

o~ T~

Esophagectomy CCRT up to 60 cGy /40 fr




Twice-weekly TP-CCRT
Efficacy

« Pathology of resected specimens (39 patients):
— Pathology CR: 13 (33%)
— Residual tumors in local tumors: 23
— Any LN (+): 15
« Definitive CCRT, (25 patients):
— Clinical CR: 15



Twice-weekly TP-CCRT
Toxicities

Grade 3 (or 4) Toxicities Patients (N=70)

Leukopenia 22%
Thrombocytopenia 12%
Febrile neutropenia 15%
Infection 10%
CCRT-related death 2

Rupture of aorto-esophageal fistula



Comparison with Similar Studies

Efficacy Alelstein’  Safran? NTUH3
Cleveland  Brown U

Pathologic CR (%) 23 29 33
Survival — median (mon) - - 39

2-y S. (%) 30+ 42 -
Grade3/4 neutropenia (%) 95 24 22
Febrile neutropenia (%) 40 - 15
Tx-related death (%) 0 -

1. Pre-op CCRT was composed of T175 (24h) x 1d + P25x 4d for 2 courses , combined with a split course
of RT (45Gy in total). 2. Pre-op CCRT was composed of weekly T60 (3h) + P25, concomitantly with xRT for
40 Gy. 3Among 12 patients, 10 who had completed the whole treatment protocol were eligible for
evaluation of efficacy.



A “> ».
& lﬁ ¢ g SCC
CCRT(4000 cGy) then surgery vs CCRT(5000-6000 cGy)
ISARAL 172 AHK
AR 7 AR §RE
R H T REBFAGIZEMA I 2R

FwAy 51%;0 v % TP-HDFL with Erbitux - % #&
s A AR EHT CRF R
® & curative CCRT(5000-6000 cGy) # * B 7



% 2 W8 SCC

Histology No. of patients Response
Bleomycin SCC 80 15%
Mitomycin C SCC 58 26%
Fluorouracil SCC 26 15%
Vindesine SCC 86 22%
Vinorelbine SCC 30 20%
Cisplatin SCC 152 28%

AC 12 8%
Paclitaxel SCC 18 28%

AC 32 34%

Not effective: gemcitabine, carboplatin
Semin Oncol 26: 12-20, (suppl 15), 1999



R 2 A1 6§ SCC

Table 1. Activity of Selected Cisplatin-Based Drug Combinations for Cancer of the Esophagus
Response Rate CR Rate Medlan
References Treatment Regimen Histology n (95% Cl) (%) Survival (mo)

Blaiberg et al 997 12 Cisplatin/FL * sC 94 34U (294%-H7) % 79

Hayashi et al

20013
Conrgy et al 200212 Cisplatinfinorelbine sSC 75 3% (23%-46%) i 6.8
Kok et al 199632 Cisplatinfetoposida SC + AC 92 48% (IBH-6TR) (] 2.8

Spirtdonidis et al4?
Polee et al 20014 CisplatinfetoposideFLILY sC 69 I (22467 7% o5
Hsu et al 200234 Cisplatinfmethotrexate/FLILY C + AC 26 28% (1 27-49%) 0 5
Mackay et al 20025 Cisplatinfeplirubleindralticresed AC 21 29% (1 13-52%) 0 4.2
lzzn et al 2000, Cisplatinfpaclitaxel % SC + AC ] I8% (24%-52%) 2% 6.9

Petrasch et al

| G940
llzon et al 199837 Cisplatin/paclicaxel/FL * SC + AC 6l 40% (35%-61%) 1% ]
llson et al 199934 Cisplatinfirinotecan % SC + AC 35 5T &7

MOTE. All studles represent first line, phase 1l studies. Several studies Included locally advanced patients for whom RECIST criterfa do not apply
for response assessment

Abbreviatons: FU, fluorouractl; LY, leucovoring 5C, squamous cell carcinoma; AC, adenocarcingma.

“Pooled data.

Semin Oncol 31:574-587, 2004



w5 2 @1 8FSCC

Table 1. Mon-Cisplatin-Based Drug Combinations for Cancer of the Esophagus

lst/2nd Fesponse Rare Medlan
Reference Treatment Regimen Histology Lina n (95% Cl) CRs Survival (ma)

Lordick et al 2003+ Irinctecan/docetadel % 3C + AC 2nd 14 |L5% (3%-32%) ] 4

Jatol et al 200247 Irinctecan/docetaxel® % AC Ist 46 267 (1 47-417%) ] 7.3
Lovet at al 19915 Carboplatin/vinblastna SC Ist 19 0% ] MR,
Philip et al 1997 Carboplatin/pach taxel* AC Ist 4 36T (1 5%-51%) ] MR,
Kelleher et al 200344 Carboplatn/mitomycin CFL AC Ist 23 ST (407-65%) ] 0.6
Braybrooke et al 199752 Mitomycin Cloral etoposide® AC Ist 16 I5% (4%6-35%) ] &

Abbreviations: MR, not reported; Cl, confidence Interval, AC, adenocarcinoma; 5C, squamous cell carcinoma.
ncluded both esophagus and gastric cancers.

Semin Oncol 31:574-587, 2004



B 2 #5183 SCC

Power regimen: TP-HDFL + Erbitux
(FTENK40 v & 5-FU+
Z A2 & F]F &= i)

- MUk mM R CPT-11



81 T E& EG junction
adenocarcinoma

1. %% J5 % Barrett’s esophagus /4 2 Tlalesions

R ’%ﬁ»ﬁfﬂj'}f ';% 2L X %E%Ji

2. & ¥ J ot £ TR & Ak D2 dissection
2_13 Ris stage -z Bb R
Stage lI/lll: TS-1(€ #78)
Stage IIV: XELOX(# % + % # ¥)
RT for LN(+) disease # & 3%

3.¢ B /IR ¥ RMAGIC study
FECF(| =% ¢ & 5-FU)= B4z
LR
2_ 183 7 ECF= % 4%
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EUS and PET important for diagnosis and staging.

. :)%»Tifs:)%%moderate to severe dysplasia, CIS, and Tla
lesions, pARGIIS, £ ARG CH B R f S o, + kg AR

TR SRR S AR TSR A
CHAPRE SRER Rox 2 HRLHF DEBI AR



6. Supportive care(jejunostomy, ileostomy, s ig £ 7 for
S i # ¥ & TE fistula,chest care, pain control) and
FRICLL S LR 9]

*% 4F g2 Corrected Ca= (4- albumin checked) * 0.2
+ Ca checked mmol/L

If> 2.75---Consciousness; ileus; renal impairment

Aok
gEaipt M (Aredia/Zometa)



