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BITAE
A R X %37/ % 5%
$9H WORK-UP 1537
1.History and physical exmaniation WORK-UP
2.Upper GI endoscopic ultrasound and biopsy “History and physwa} exmaniation
*Upper GI endoscopic and biopsy
3.Chest CT scan #*Chest CT scan
4. Esophagography and/or upper GI series * Esophagography and/or upper GI series
5. Upper abdominal sonography
6. Whole body bone scan Optional :
‘ y ' -PET/CT scan
7.CBC and Biochemistry -Endoscopic ultrasonography
3. Nutrition assessment -Upper abdominal sonography
9.0Optional : PET/CT scan -l\)NhOl; body bo_n: scan . q iddie third
10.bronchoscopy - for cervix, upper and/or middle thorax “bronchoscopy : for cervix, upper and/or middie thir
%107 Follow-up %37
H&P H&P
CBC, Biochemistry q3M CBC, Biochemistry q3M
[Functional evaluation for esophageal Functional evaluation for esophageal
Substitute q1Mx3, Substitute q1Mx3,
[Then q3M Then q3M
PES/Esophagography
Dilatation prn PES/Esophagography
CXRqlmx3 then g3M CXR
Chest CT qbm prn Chest CT q6bm prn
*Bone scan prn
*Neck U/4 prn Optional :
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(*—if symptomatic)

*Bone scan prn
(*-~if symptomatic)

#1228

Neoadjuvant chemoradiation followed by surgery for resectable
cancer

b
Paclitaxel + Carboplatin
Paclitaxel + Cisplatin

#1417

e
Paclitaxel + Carboplatin
Paclitaxel + Cisplatin

#15 "

ks
Docetaxel + Cisplatin

#16 R

#ar
Docetaxel (check weekly Docetaxel, 1, 8, q3w, 30-35mg/m2:
1, 8, 15, g4w; 22-25 mg/m?2)

#1771

il

Irinotecan + Cisplatin
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REBBIFEN 5070 ReYEEA BHSNLH Rl s 41 R ER LM REMIBERSHRYE
EMIMAEARRRGERSC CRREF - D EAFSGAZE L HH > 2K~ UAFE A (Tan-nin) > b3 5
HBEREBRAMAME  BRAKURRY P AL FiBEMNEHKR (Nitrosamine ) L TET Mo REFBH L AR
BBLARE BN —EHERE T RHBTBEIRREEREFTAMN24E  FHEREHA  BEERERE
T A R B3 o BRI R &K Barrett RREEL C REBANSBFALY TIE3 KeIRHE > bBRH
BB LI REARE AP GEERABEYENEH AL REROGBE L - HFHEGEBY R A RIFEHKT > 8%
FERAFEAEDBBERBREY B 1B RERERE - REBRERE (RERUNNESEAEIK) thm A > lLEF

ABEREBOKRETRE 6~14% - YFRERGBMGE LB HFIRRAERENEL AN EF @A REN T A -
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LE%RE: e XSHBA F—BREREECLAH  BORARGRY (WARE) FEELFERH TR A TES
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A FRALEAR BT ERREBEA TR B THREER SR KEBRAT X -
2HERE  FAFARMNER N REEETERAAEREE  SRATRAATH  FHRH - BEREEL
RORLR -
3bBE Aok HREBBBIALEMESL  RUTEMARBO LY EHRMBEBOIHEHER -
4% RO o ltrERb @R R AEARB LY HREN > ARERYERIABRDERBEAALET MIALZLHK ER
BB R AREANE c THBHEEA RASNBIZY  UABHENZIHRMALRERTES -
LS ERVE KR THRYBRANIS K > RAEMABE -
5.8 el g RAD R -
6.8 B - o RAEEIER ML BWIFRBIMMATEN  RATEERELHMR -
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S.EMEEM BB OIE L ALK - ETHRAE Y (PET) ~ B RIFHREEZLETIARPERXTTELER -
W~ REE S

BAA S S TAARMAESYIN  BEAORANASHRE  RENARFXLACERPORR > THRITE
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Distant Metastasis(M)

MO

No distant metastasis

M1

Distant metastasis

Histologic Grade(G)

GX

Grade cannot be assessed-stage

Primary Tumor(T)
TX | Primary tumor cancer be assessed
TO | No evidence of primary tumor
Tis | High-grade dysplasia
T1 Tumor invades lamina propria, muscularis mucosae, or submucosa
Tl1a | Tumor invades lamina propria or muscularis mucosae
T1b | 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
Tab Unresectable tumor invading other adjacent structures, such as aorta, vertebral

body, trachea, etc

grouping as G1
G1 | Well differentiated
G2 | Moderately differentiated
G3 | Poorly differentiated
G4 Undifferentiated — stage grouping

as G3 squamous

Regional Lymph Nodes(N)

NX | Regional lymph nodes cannot be assessed

NO | No regional lymph node metastasis

N1 Metastasis in 1-2 regional lymph nodes

N2 | Metastasis in 3-6 regional lymph nodes

N3 Metastasis in seven or more regional lymph nodes




T-N-M Stage Grouping

Squamous Cell Carcinoma Adenocarcinoma
Stage T N M Grade Tumor Location Stage T N M Grade
0 Tis(HGD) NO MO 1L,X Any 0 Tis(HGD) NO MO 1,X
[A T1 NO MO 1,X Any TA T1 NO MO 1,X
IB T1 NO MO 2-3 Any 1B Ti NO MO 3
T2-3 NO MO 1,X Lower,X T2 NO MO 1-2,X
ITA T2-3 NO MO 1,X Upper,middle IA T2 NO MO 3
T2-3 NO MO 2-3 Lower, X
IoB T2-3 NO MO 2-3 Upper,middle IoB T3 NO MO Any
T1-2 N1 MO Any Any T1-2 N1 MO Any
mA T1-2 N2 MO Any Any mA T1-2 N2 MO Any
T3 N1 MO Any Any T3 N1 MO Any
T4a NO MO Any Any T4a NO MO Any
B T3 N2 MO Any Any B T3 N2 MO Any
mc T4a NI1-2 MO Any Any mc T4a N1-2 MO Any
T4b Any MO Any Any T4b Any MO Any
Any N3 MO Any Any Any N3 MO Any
v Any Any M1 Any Any v Any Any M1 Any
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. E
Barrett’s Esophagus @ Grade of Dysplasia and proposed fellow-up ndoscopy
Barrett’s Esophagus
A
LGD
‘ Re-endoscopy 6 months 3 Re-endoscopy 1 year
Y A y
Early ACA HGD Neo dysplasia
h A
Re-endoscopy
h 4
HGD
LGD
r
\ 4 \ 4 No dysplasia
Fit for Unfit for
surgery surgery L 4
v LGD
Ablative
Therapy
h 4 4 ) 4 v y
Esophagectomy Close follow-up Follow-up Follow-up
Every 3 months Every 1 year Every 2-3 years

Grade of dysplasia and proposed follow-up algorithm for the treatment of Barrett’s esophagus.
ACA, adenocarcinoma ; HGD, high-grade dysplasia ; LGD, LOW-grade dysplasia
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E AN

_ WORK-UP. EVALUATION
Tis and TINO » Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD)
*History and physical
exmaniation »| Medically unfit and resectable. |, CCRT*!
*Upper GI endoscopic and | Tis - or p’t refuses surgery
]?P p » T1 and NO > » pTis~T2, NO L Observe and F/U if CR
lopsy T2 : ’ : .
) Medically fit and i If risk Adjuvant CT/RT
*Chest CT scan/ magnetic rese Ctablg bl Op*! | | O RO resection !
resonance imaging r Y
* Esoph hy and/ .
sophagography and/or upper T1 R1 - R2 resection adjuvant
Gl series > and N(+) >
) N or .| CCRT/CT/RT
. pT3 ~ pN{+) If no previous CCRT
Optional :
- PET/CT .
/T scan "I T3andany N —»
-Endoscopic ultrasonography ) ]
U bd inal sonograph A Neo-adjuvant g Re-evaluation Su ortive care
- Ol »
pper a graphy CCRT* > PP
-Whole body bone scan L4
-bronchoscopy : for cervix, Inoperable, or Surgery refused > CCRT*’
upper and/or middle third T4
or . Esophageal stent
M1 > phag
Palliative
9 »| Chemotherapy
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H&P B ; -
CBC, Biochemistry »I No previous CCRT » CCRT*
q3-6M
Chest CT q6m prn ™ Local recurrence [~ >
Previous CCRT ,| Surgery or C/T or supportive Tx

Optional : .
*PET/CT scan g
*CXR - g
*Bone scan .| M1-Lymphatic »| Treat as inoperable lesion
*PES/Esophagography Disease
(*—if symptomatic) *| Stage TV disense i Best support care™®

| Hematogenous

| Metastasis

Chemotherapy with or without RT

10
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N~ A BB R R

(—) PRINCIPLES OF SYSTEMIC THERAPY

o [bHF RBUARIER EHAKE - A0E FHRBEF  HRYVEBELRRAHENMESRT AT BELE
ZH G BRI RY (ECOGPS0~1) > i A48 % i 47 H M 3P4

o WRABHBLIBFUEMELBEALHEFTURAZEL (WAHT) AT RHART RX
B 2A2BRFE -

A RGBERREFREARLLA L HEER > AIRER—EER  BRELABHILEITES

152 -
o AHHANETABGHEY BAEI THEFHMEIBERA S oRFRNNEEGRABTE -

$ 0% 5 5-FU #o 0 Bk capecitabine ¥ Z.d&4E B (FRIEMAREAR T ) o B 5-FU JE 444810 - BARE RS

485 5-FU o

Z AR o S R A s BA R -

11



A#Chung Shan Medical University Hospital AHUELHE T Clinical Guideline 2015 version 6.0
(=) Regimen

Neoadjuvant chemoradiation followed by surgery for resectable cancer
Cisplatin + 5-FU

5-FU 600 - 1000 mg/m2/d civi d1-4
Cisplatin 70 — 80 mg/m?2 iv d1

q3-4w x 2 cycles

1.Bedenne L et al. Chemoradiation followed by surgery compared with chemoradiation alone in squamous cancer of the esophagus: FFCD 9102.

J Clin Oncol 2007; 25:1160.
2.Herskovic A et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with cancer of the esophagus. N

Eng J Med 1992; 326:1593.

Cisplatin +/- Capecitabine (UFUR) (Cisplatin alone ? )

Cisplatin 25-30 mg/m2 iv dl
Capecitabine 800 mg/m2 po bid d1-5

Qw x 12 cycles

Lee SS et al. Capecitabine and cisplatin chemotherapy (XP) alone or sequentially combined chemoradiotherapy containing XP regimen in

patients with three different settings of stage IV esophageal cancer. Jpn J Clin Oncol 2007;37:829.

12
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Perioperative chemotherapy for resectable adenocarcinoma

Cisplatin + 5-FU check Full paper

Cisplatin 70- 100 mg/m2 iv di
5-FU 750 -1000 mg/m2/d civi d1-4

Q3-4w total 6 cycles (2-3 cycles before operation)

Boige V et al. Final results of a randomized trial comparing preoperative 5-fluorouracil (F) / cisplatin (P) to surgery alone in adenocarcinoma of
stomach and lower esophagus (ASLE): FNLCC ACCORDO7-FFCD 9703 trial. 2007 ASCO annual meeting. Abstract 4510.

Concurrent chemoradiation for locally advanced cancer

Cisplatin + 5-FU

5-FU 600 - 1000 mg/m?2/d civi d1-4
Cisplatin 70 — 80 mg/m2 iv d1

q3-4w x 4 cycles

Herskovic A et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with cancer of the esophagus. N Eng
J Med 1992; 326:1593.

Cisplatin + Capecitabine {(or UFUR)

Cisplatin 25-30 mg/m2 iv dl
Capecitabine 800 mg/m2 po bid d1-5
Qw

Cisplatin + UFUR

Lee SS et al. Capecitabine and cisplatin chemotherapy (XP) alone or sequentially combined chemoradiotherapy containing XP regimen in
patients with three different settings of stage IV esophageal cancer. Jpn I Clin Oncol 2007;37:829.

13
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Chemotherapy for stage IV cancer

Cisplatin + 5-FU

Cisplatin 75- 100 mg/m2 iv d1
5-FU 750 -1000 mg/m2/d civi di-4

Q4w x 3 - 6 cycles

Lorenzen S et al. Cetuximab plus cisplatin-5-fluorouracil versus cisplatin-5-fluorouracil alone in first line metastatic squamous cell carcinoma of
the esophagus: a randomized phase II study of the Arbeitsgemeninschaft internistische Onkologie. Ann Oncol 2009;20:1667.

PFL

Cisplatin 50 mg/m?2 iv d1
5-FU 2400 - 3000 mg/m2/d civi 46-48 hours dl
Leucovorin 200 mg/m?2/d civi 46-48 hours dl

Q2w x 6 - 12 cycles

Bouche O et al. Randomized multicenter phase II trial of a biweekly regimen of fluorouracil and leucovorin (LV5FU2), LVSFU2 plus cisplatin,

or LVSFU?2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive

Group Study--FFCD98.3. J Clin Oncol 2004;22:4319.

14
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P-HDFL

Cisplatin 25-30 mg/m?2 iv di, 8, 15
5-FU 2000 - 2600 mg/m2/d civi d1, 8, 15
Leucovorin 200 mg/m2/d civi d1, 8, 15
Q4w x 3 - 6 cycles

Hung TC ct al. Weekly 24-hour infusional 5-fluorouracil as initial treatment for advanced gastric cancer with acute disseminated intravascular

coagulation. Anticancer Res 2008;28:1293.

Docetaxel (check weekly Docetaxel, 1, 8, q3w, 30-35mg/m2: 1, 8, 15, q4w; 22-25 mg/m2)

Docetaxel 60-75 mg/m?2 iv dl

Q3w x 4 - 6 cycles

Albertsson M et al. Phase II studies on docetaxel alone every third week, or weekly in combination with gemcitabine in patients with primary

locally advanced, metastatic, or recurrent esophageal cancer. Med Oncol 2007;24:407.

Paclitaxel

Paclitaxel 60 - 80 mg/m?2 iv dl, 8,15

Q4w x 3 -6 cycles

Tison DH et al. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol 2007;18:898.

Paclitaxel + Cisplatin

Paclitaxel 90 mg/m?2 iv dl
Cisplatin 50 mg/m2 iv dl
Q2w

15
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Modified Paclitaxel + Cisplatin

Paclitaxel 60 - 80 mg/m?2 iv di, 8, 15
Cisplatin 70-80 mg/m?2 dl

Q4w x 3 -6 cycles

Kornek, GV et al. Effective combination chemotherapy with paclitaxel and cisplatin with or without human granulocyte colony-stimulating
factor and/or erythropoietin in patients with advanced gastric cancer. Br J Cancer 2002; 86:1858.
Ilson DH et al. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol 2007;18:898.

S-1 Check TS-1

Tegafur/potassium oxonate/gimeracil BSA < 1.25 40mg bid
BSA1.25-1.5 50mg bid
BSA =1.5 60mg bid
4 weeks on/2 weeks off (or 2 weeks on/1 weeks off), 1 year

Sakuramoto S, et al. Adjuvant chemotherapy for gastric cancer with S-1, an oral fluoropyrimidine. N Engl I Med. 2007;357:1810.
S-1 Monotherapy as Second- or Third-Line Chemotherapy for Unresectable and Recurrent Esophageal Squamous Cell Carcinoma
Akutsu Y. « Kono T. - Uesato M. - Hoshino L. - Narushima K. - Hanaoka T. - Tochigi T. - Semba Y. - Qin W. - Matsubara H.
Department of Frontier Surgery, Graduate School of Medicine, Chiba University, Chiba, Japan

16
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Treatment Regimen

Reference

{CCRT :

CCRT*! : Favor 3D CRT or IMRT with definitive dose of 60~70Gy
CCRT*? : Favor 3D CRT or IMRT with neoadjuvant/adjuvant dose of
15~52Gy

CCRT*? : Complete definitive CCRT dose

Chemotherapy (Recommed regimen ) :

(Dweekly cisplatin : 25-30mg/m”

(@PF : cisplatin 75-80mg/m2 D1 ; 5-Fu 600-800 mg/m2 /day

D1-4, q3-4wk

®weekly PFL : cisplatin 25mg/ m? ~ 5-Fu 2000mg/ m” ~ LV 250mg/ m’

Minsky BD, Pajak T, Ginsberg RJ, et al, INT 0123(RTOG 94-05)
Phase 111 trial of combined modality therapy for esophageal cancer:
high dose (64.8Gy) vs. standard dose (50.4 Gy) radiation therapy. J
Clin Oncol 2004:22:45-52.

Al-Sarraf M, Martz K, Herskovic A, et al. Progress report of
combined chemoradiotherapy versus radiotherapy alone in patients

with esophageal cancer: an intergroup study. J Clin Oncol.1997;
15(1):277-284.

17
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N

7 3% (Pomeranz & Brustman, 2005 ; Waldrop & Rinfrette,
2009) ° &R C REREIE  AEVINRBLE EEBRALZBMEBEOCERIEZRL - RERKRR  HEs
2 (Palliative Performance Scale } {&7%70% ; JE@8 % — F B AR EH  XRFAGBEZTHIHFEE/E > BPTHAN

SR BREMR (BF 2006)-
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1.

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines™) Esophageal Cancers and Esophagogastric Junction
(Excluding the proximal 5cm of the stomach) Version 1.2014

. Bedenne L et al. Chemoradiation followed by surgery compared with chemoradiation alone in squamous cancer of the esophagus: FFCD 9102.

J Clin Oncol 2007; 25:1160.
Herskovic A et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with cancer of the esophagus. N
Eng J Med 1992; 326:1593.

. Okawa T, Kita M, Tanaka M, et al. Results of radiotherapy for inoperable locally advanced esophageal cancer. Int J Radiat Oncol Biol Phys

1989;17:49-54.

. Herskovic A, Martz K, Al-Sarraf M, et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with

cancer of the esophagus. N Engl J Med 1992;326:1593-1598.

. Al-Sarraf M, Martz K, Herskovic A, et al. Progress report of combined chemoradiotherapy versus radiotherapy alone in patients with

esophageal cancer: an intergroup study. J Clin Oncol.1997;15(1):277-284. Erratum appears in J Clin Oncol 1997;15(2):866.

. Arnott SJ, Duncan W, Gignoux M, et al. Preoperative radiotherapy in esophageal carcinoma: a meta-analysis using individual patient data

{Oesophageal Cancer Collaborative Group). Int J Radiat Oncol Biol Phys 1998;41:579-583.

. Czito BG, Denittis AS, Willett CG. Esophagus, In: Perez and Bradys's principles and practice of radiattion oncology, 5th ed. Lippincott

Williams & Wilkins, 2007:1131-1153.

. Minsky BD, Pajak T, Ginsberg RJ, et al. INT 0123(RTOG 94-05) Phase III trial of combined modality therapy for esophageal cancer: high

dose (64.8Gy) vs. standard dose (50.4 Gy) radiation therapy. J Clin Oncol 2004:22:45-52.

. De-Ren S, Ten-year follow-up of esophageal cancer treated by radical radiation therapy: analysis of 869 patients. Int J Radiat Oncol Biol Phys.

1989:16:329-334.
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10. Gadgeel SM, Shields AF, Heilbrun LK, et al. Phase II study of paclitaxel and carboplatin in patients with advanced gastric

cancer. Am J Clin Oncol 2003;26:37-41.

11. Tepper J, Krasna MJ, Niedzwiecki D, et al. Phase III trial of trimodality therapy with cisplatin, fluorouracil, radiotherapy,

and surgery compared with surgery alone for esophageal cancer: CALGB 9781. J Clin Oncol 2008;26:1086-1092.

12. Bedenne L, Michel P, Bouche O, et al. Chemoradiation followed by surgery compared with chemoradiation alone in

squamous cancer of the esophagus: FFCD 9102. J Clin Oncol 2007;25:1160-1168.

13.Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in combination with chemotherapy versus chemotherapy

alone for treatment of HER2-positive advanced gastric or gastro-oesophageal junction cancer (ToGA): a phase 3, openlabel,

randomised controlled trial. Lancet 2010;376:687-697.

14, Bedenne L et al. Chemoradiation followed by surgery compared with chemoradiation alone in squamous cancer of the esophagus: FFCD
9102. J Clin Oncol 2007; 25:1160.

15.Herskovic A et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with cancer of the esophagus. N
Eng J Med 1992; 326:1593.

16. Lee SS et al. Capecitabine and cisplatin chemotherapy (XP) alone or sequentially combined chemoradiotherapy containing XP regimen in
patients with three different settings of stage IV esophageal cancer. Jpn J Clin Oncol 2007;37:829.

17. P. van Hagen et al. Preoperative Chemoradiotherapy for Esophageal or Junctional Cancer. N Eng ] Med 2012; 366:2074.

18. Lin CC et al. Concurrent chemoradiotherapy with twice weekly paclitaxel and cisplatin followed by esophagectomy for locally advanced

esophageal cancer. Ann Oncol 2007;18:93.

19. Boige V et al. Final results of a randomized trial comparing preoperative S-fluorouracil (F) / cisplatin (P) to surgery alone in adenocarcinoma

of stomach and lower esophagus (ASLE): FNLCC ACCORDO7-FFCD 9703 trial. 2007 ASCO annual meeting. Abstract 4510,

20, Minsky BD et al. INT0123 (Radiation Therapy Oncology Group 94-05) phase III trial of combined modality therapy for esophageal cancer:

high dose versus standard dose radiation therapy. J Clin Oncol 2002;20:1174.

21. Lee SS et al. Capecitabine and cisplatin chemotherapy (XP) alone or sequentially combined chemoradiotherapy containing XP regimen in

patients with three different settings of stage IV esophageal cancer. Jpn J Clin Oncol 2007;37:829.

22. P. van Hagen et al. Preoperative Chemoradiotherapy for Esophageal or Junctional Cancer. N Eng J Med 2012; 366:2074.
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24. Day FL et al. Phase I trial of docetaxel, cisplatin and concurrent radical radiotherapy in locally advanced oesophageal cancer. Br J Cancer

2011;104:265.

25. Lorenzen S et al. Cetuximab plus cisplatin-5-fluorouracil versus cisplatin-5-fluorouracil alone in first line metastatic squamous cell
carcinoma of the esophagus: a randomized phase II study of the Arbeitsgemeninschaft internistische Onkologie. Ann Oncol 2009;20:1667.
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