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PRER I L

7~ R Ak 4435 3] (Squamous Cell Carcinoma) A~ R BEH4E 5] (Squamous Cell Carcinoma)

WORK-UP [ EVALUATION | TREATMENT \ | WORK-UP | EVALUATION | TREATMENT |
- - - pTis Ablation
TR | plis Ablation ‘ E:25N ) ‘ . _ — _ —
~ History and plysical examiation pT1aND Endoscopic mucosal rescstion (EMR) or ndoscopic subunucasal dissecton (ESD) or Escplagestomy | * Eissary ind physical examination pTlaNo Exdoscopia sonsal escctian (FME) oc exdosoopic - (ESD) or B |
; . CBC and chemistry profile
CBC and chemistry profile — — .
I Medically unfit and rescetable o pt refisses surgery. '—-| CCRT ‘ - EGD and biopsy —>| Medically unfit and resectable or p't refuses surgery |—’| CCRT J

* Chest or Abdeminal CT / MRI cTIb-T2, NO

- Chest or Abdominal CT / MRT clT 15-T2, NO |—- .
- ) " . (risk® +1 e and F/
PpT+N Observe and F/17 « PET/CT scan(if no evidence (low risk™) e ypTO.No Observe and F/U

. (low risk*)
« PET/CT scan(if no evidence or ypTO.NO Medically fit and
:)L; 9 —Fvl‘ of M1 disease) — ) of M1 disease) + HEfik Tis - resectable . P—
~ b il T - Ti1aN0
T2NO (high o1 <T2NO (high @ o
-EUS LI iy (e * BT || risk*)
CTIb-T2, N+ U ¢TIb-T2, N+

-Whole body bone scan
- Esophagography and/or upper

Neo-adjuvant CCRT(If mo previeus CCRT)

Palliative management

CCRT(If no previous CCRT) Re-evaluation

Palliative management.

-Whole body bone scan
- Esophagography and/or upper

Gl series

Gl series

CCRT
Definitive CCRT Inoperable, or Surgery refused -Upper abdominal sonography Definitive CCRT
_bronchoscopy: for cervix,

| unable to folerate CCRT alliative RT upper and/or middle third —»| 0T NE unable to tolerate CCRT

~Upper abdominal sonography

“bronchoscapy: for cervix,

upper and/or middle third

“next-generation sequencing || <T4b*, N+

(NGS) il tion
l [ systemic therapy, andior : 1 [ Systemic therapy. and/or
N | Palliative/Best supportive care (NGS) o[ oMl *| Palliative/Best supportive care
“Low risk: <3cm, well differentiated. : =3cm, well differentiated.
*High risk: =3cm, poorly differentiated LVI(+) *High risk: =z3cm, poorly differentiated LVI(+)
“cT4b:Cansider chemotherapy alone in the setting of invasion *cT4db:Consider chemotherapy alone In the setting of Invasion
of trachea, great vessels, vertebral bodv, or heart of trachea, great vessels or heart

i #e X ATH
A 6845 3] (Adenocarcinom)
| WORK-UP | EvALuATION | TREATME
—-1 pTis
TERE

i o | L e
 History snd physil exauminsion
¥ and phy Suprfcil pTID .
CBC s shomisiy profle Medically uafit and resectable or p't refuses surgery corT EEHE PTIaNo Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) or Esophagectomy
ot + History and physical examination | (—| S 000, -
Medically unfit and resectable or p't refuses surgery |—+ ccrr |

CBC and chemistry profile

- — || cT1b-T2. NO
CTCCRT Observe e e (ow risk®)

4 % 76 M 45 5] (Adenocarcinoma)
[ WORK-UP [ EVALUATION | TREATMEN

Endoscopic mucosal resection (EMR) or endoscopic submucosal disseetion (ESD) ) or Esophagectonty | _.i pTis | Ablation

Ablation

—+| Medically fit and
resectable Surgery

+ Chest or Abdominal CT / MRI

« PETICT scan(if no evidence | pTis-pT1.2 Observe and FU_|

«T2 Nihigh Medically fit and
of M1 diseasc) n_;ﬁ‘]_n ‘: Perioperative + Chest or Abdominal CT / MRT | - Surgery
CTIBT2, N+
s pstemic < PET/ i vi 3
» _ W Systenic therapy. it PET/CT scan(if no evidence o . — pT3. pT4a pee——
< s Ll received perioperatively ofM1 disoase) + 0B Tha - N | Perioperative doscry
‘}' 10 Flw ; {category 1) B N cT1b-T2, N+ systemic therapy
“Whole body bone scan TiaNo (preferred) Systemic therapy.
- Brophagography sl cpper ——— L received perioperatively
) RI. R2 resection -EUE
“Upper abdominal sonography - P

-Whole body bone scan

- Esophagography and/or upper cI3TaayN | —

GI series

“bronchascopy for cervix, Definitive CCRT | [ Inopersble, or refused surgery | roceived (categary 1)

upper andior middle third

CCRT. o previous CCRT
Palliative management

-nexi-generation sequencing

G —ﬁ M1 |

“Low risk: <lcm, well differentiated. upper and/or middle third
“High risk: 3cm, poorly differentiated LVI{+)

“eT4b:Consider chemotherapy alons in the setting of {nvasion of trachea, great vessels, vertebral bady. or heart -next-generation sequencing 1_@ Systemic therapy, and/or
(NGS) Palliative/Best supportive care

unbieioiokrie CCRT (—|_Palliative RT
¥ ~Upper abdominal sonography

.i Systemic therapy, and'or
Palliative pportive car -bronchoscopy: for cervi

*Low risk: <3cm, well differentiated.
=High risk: z3cm, poorly differentiated, LVI(+)
“eT4b:Consider chemotherapy alone in the setting of invasion of trachea, great vessels , or heart
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+ Chest CT Q6M pm

« PET/CT scan(if no evidence

Local recurrence

Resectable and
1l

of M1 disease)
SEREIRE
+ Whole body bone scan

Previous CCRT

*CXR

Systemic therapy, andlor
Palliative/Best supportive care

*PES/ Esopliagography

Metastatic ase

I

(% If symptomatic)

*Best suppartive cares
« Obstruction: Stent, RT
« Nutrition: J-tube (for potential surgical candidate), PEG, G-tube

= Pain control: RT or medications

FOLLOW-UP RECURRENCE PALLIATIVE THERAPY ‘
EERE :
+ History and physical examination surgery or
Prior surgery Systemnc therapy or
+ CBC. Biochemistry Q3-6M No previous CCRT Palliative/Best supportive

FERE:

* History and physical examination
+ CBC, Biochemistry Q3-6M

- Chest CT Q6M prn

CCRT(preferred) or surgery or
Systemic therapy or
Palliative/Best supportive

Prior surgery
No previons CCRT

Local recurrence Resectable and

medically operable

+ PET/CT scan(if no evidence

of M1 disease) » HElik Tis ~ Previous CCRT
No wesectable or
SR - medically operable
+ Whole body bone scan
*CXR Systemic therapy. and/or

Metastatic disease Palhative/Best supportive care

*PES/ Esophagography

(% If symplomatic)

*“Best supportive care:

* Obstruction: Stent, RT
* Nuirition: J-fube (for potential surgical candidate), PEG, G-tube

+ Pain control: RT or medications

PRINCIPLES OF SYSTEMIC THERAPY

Squamous Cell Carcinoma

PRINCIPLES OF SYSTEMIC THERAPY

P by cam be replaced with UFUR)

Preferred Regimens
« Paclitaxel and carboplatin (category 1)

» Fluorouracil and cisplatin (category 1)

C
- Fluorouracil and carboplatin(eGFR60)

Squamoeus Cell Carcinoma

Clinical Guideline 2026 version 17.1

Pr Fluorouracil can be replaced with UFUR)

Preferred Regimens
- Paclitaxel and carboplatin (category 1)
* Fluorouracil and cisplatin (category 1)
Other R ded

or P

Useful in Certain Circumstances
* MSI-H/Dmur tumors
Nivolumab and iplimumab followed by nivolumab

+ Pembrolizumab
* i and durvalumab for necadjuvant therapy only

‘ Definitive Chemoradiation (Infusional Muorsuracil can be replaced with UFUR)

- Fluorouracil and carboplatin(eGFR=60)

Neoadjuvant or Perioperative Immunotherapy

Useful in Certain Circumstances
* MSI-H/Dmmr tumers
* Nivol and ipli followed by

+ Pembrolizumab
b and durva

- Tremelimu nab for neoadjuvant therapy only

Dy C (T

Preferred Regimens

« Paclitaxel and Carboplatin

« Fluorouracil and Cisplatin (category 1)
Other Recommended Regimens
isplatin with Paclitaxel

‘ Postoperative Systemic Therapy

« Nivolmab only after preaperative chemoradiation with RO resection and residual disease (category 1)
Other Recommended Regimens
for patient can't afford adjuvant ICI » may consider complete chemotherapy course(2-4 cycle)

e Junction

Perioperative Systemic Therapy (Infusional Fluarouracil can be replaced with Capecitabine or UFUR)

Prefemed Regimens
* Fluorouracil.leucovorin. oxaliplatin, and docetaxel (FLOT) (category 1)

fluorouracil can be replaced with UFUR)

Preferred Regimens
+ Paclitaxel and Carboplatin
- Fluorouracil and Cisplatin (category 1)

Other Recommended Regimens
- Cisplatin with Paclitaxel

Postoperative adjuvant CCRT (for direct operation without CCRT) (Infusional Flu uracil can be replaced with UFUR)

Preferred Regimens
- Paclitaxel and carboplatin

+ Fluorouracil and cisplatin

Other Recommended Regimens

+ Fluorouracil and carboplatin(eGFR=60)

Postoperative Systemic Therapy

Preferred Regimens

* Nivol b only afier 1 diat;

with RO resection and residual disease (category 1)
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PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA

[First-Line Therapy
Preferred Regimens

« Fluoropyrumidine (fluorouracil or capecitabine), cisplatin, and nivolumab for PD-L1 CPS =1 (category 1)
*+ Fluoropyrimidine (fluorouracil or capecitabine). cisplatin, and pembrolizumab for PD-L1 CPS =1 (category 1)
+ Fluoropyrimidine (fluorouracil or capecitabine) and cisplatin
ivolumab and ipilimumab for PD-L1 CPS =1
+ MSI-H/dMMR tumors (independent of PD-L1 status)

Pembrolizumab

Nivolumab and ipilimumab

Other Recommended Regimens

*+ Paclitaxel with or without carboplatin or cisplatin
+ Docetaxel with or without cisplatin

+ Fluoropyrimidine(fluorouracil)

+ Docetaxel, cisplatin or carbaplatin, and fluorouracil

Useful in Certain Circumstances
Entrectinib, larotrectinib, or repotrectinib for NTRK gene fusion-positive tumors (category 2B)

N

\\:
o
P

PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy Is not

SQUAMOUS CELL CARCINOMA

[First-Line Therapy

Preferred Regimens

= Oxalipla

n, pa

* Fluorouracil®

« Fluoropyrimidine (fluorouracil® or capecitabine). cisplatin. and nivolumab for PD-L1 CPS 1 (category 1)
« Fluoropyrimidine (fluorouracil® or

« Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin

- Fluoropyrimidine (fluorouracil® 1
= Cisplatin, paclitaxel
« Fluoropyrimidine (fluorouracil® or capecitabine) and cisplatin
* Nivolumab and ipilimumab for PD-L1 CPS =1
+ MSI-H/AMMR tumors (independent of PD-L1 status)
Pembrolizumab
Nivolumab and ipilimumab

and irnotecan

« Paclitaxel with or without carboplatin or cisplatin
* Docetaxel with or without cisplatin

« Fluoropyrimidine(fluorouracil®)

- Docetaxel, cisplatin or carboplatin, and fluorouracil®

cisplatin, and

b for PD-L.1 CPS

(category 1)
and tislelizumab-jsgr for PD-L1 CPS
1

1 (catégory 1)

litaxel. and tislelizumab-jsgr for PD-L1 CPS
or capecitabine), cisplatin, and tislelizumab-
and uslelizumab-jsgr for PD-L1 CPS =1

for PD-L1 CPS =1

16 |

PRINCIPLES STEMIC THERAPY
Advanced, Recurrent, or Metastatic Disease (where local therapy Is nat ndicated)

Systemic Therapy for Us Locall,

ADENOCARCINOMA
[First-Line Therapy

+ Oxaliplatin Is generally preferred over Cisplatin due to lower toxicity.

Preferred Regimens
- HER2 overexpression positive
Fluoropyrimidine (

Fluoropyrimidine (fluorouracil or capecitabine), n\a]nplmm trastuzumab, and pembrolizumab for PD-L1 CPS =1 (category 1)
Fluoropyrimidine (fluorouracil or capecitabine), cisplatin, and trastuzumab (category 1)

Fluoropyrimidine (fluorouracil or capecitabine), cisplatin, trastuzumab and pembrolizumab for PD-L1 CPS =1 (category 1)

« HER2 overexpression negative

Fluoropyrimidine (fluorouracil or capecitab
Fluoropyrimidine (il

aud for PD-L1 CPS =1 (eategory | for PD-L1 CPS =5)
L or mpeula'l:me] lipl brol b for PD-L1 CPS =1 {category 1 for PD-L1 CPS =5)
Fluoropyrimidine (fluorouracil or capecitabine). oxaliplatin, '\nd zolbemunrnb-d.zb for CLDN18.2 positivec (category 1 for EGJ adenocarcinoma: category 2A for
esophageal adenocarcinoma)

Fluoropyrimidine (fluorouracil or capecitabine) and oxaliplatin
Fluoropyrimidine (fluorouracil or
Fluoropyrimidine (fluorouracil or capecitabine) and cisplatin
+ MSI-H/dMMR tumors (independent of PD-LI status)

Pembrolizumab

Nivolumab and ipilimumab
Fluorapyrimidine (flucrouracil? or capecitabine), oxaliplatin, and nivolumab
Fluoropyrimidine (fluorouracil® or capecitabine). oxahiplatin, and pembrolizumab
‘Other Recommended Regimens

for PD-L1 CPS =1 (category | for PD-L1 CPS =5)

* Fluorouracil and irinotecan

* Paclitaxel with or without carboplatin or cisplatin
Docetaxel with or without cisplatin

« Fluoropyrimidine (fluorouracil or capecitabine)

IDocetaxel, cisplatin or oxaliplatin, and fluorouracil

Useful in Certain Circumstances
Ei b, _or

for NTRK gene fi positive umors (category 2B)

\\-:

T %

PRINCIPLES OF & TEMIC THERAPY
1

Systemic Therapy for Unresectable Locally Ady:

Recurrent, or Disease (where local therapy is not
ADENOCARCINOMA

[First-Line Thevapy

+ Oxaliplatin Is generally preferred over Cisplatin due (o lower toxicity.

Preferred Regime

- HER2 overexpression positive
Fluoropyrimidine ( ibinc), oxaliplatin, and
Tluump\nmulme(ﬂunmnr'\ul‘\:r and pemb for PD-L1 CPS =1 (category 1)
). cisplatin, and trastuzumab (category

1)
F1unmpvnmmmc (Hluorouracil® or capecitabine). ciplatin, rastzvmab and pembrohzumab for PD-L1
+ HER2 overexpression negative

Fluoropyrimidine (flucrouracil® or capecitabine). oxaliplatin. and nivolumab for PD-L1 CPS
Fluoropyrimidine (flucrouracil® or capecitabine). oxa
Fluoropyrimidine(fluorouracil® or capecitabine). oxaliplati
Fl

CPS =1 (category 1)

(category 1 for PD-L1 CP:
platin, and pembrolizumal for PD-L1 CPS =1 (category 1 for PD-L1 C
nd tislelizumab-jsgr for PD-L1 CPS =

or capecitabine)

Pembrolizumab

esophageal adenocarcinoma)
Fluoropyrimidine (fluorouracil®
Fluoropyrimidine (fluorourac
Fluoropyrimidine (fluorouracil® or capecitabine), cisplatin.
Fluoropyrimidine (flucrouracil® or caj
+ MSI-F/dMMR tumors (independent of PD-

Nivolumob and ipilimomab

and clzb for CLDN18.2 positivec {category 1 for EGJ adenocarcinoma; category 2A for

or capecitabine) and oxaliplatin

*or capecitabine). cisplatin, and pembrolizumab for PD-L1 CPS =1 (category 1 for PD-L1 CPS =5
and tislelizumab-jsgr for PD-L1 CPS

n

1 (category 1 for PD-L1 CPS =5)

citabine) and cispl
1 status)

Other Recommended Regimens

* Fluorouracil and irinotecan

P'\\ litaxel with or without carboplatin or cisplatin
ocet

Flllc\m \ﬂnndmc fluorauracil? or capecitabine

1 with or without cisplatin
. l'lus)rup\ midine (fluorouracil® or capecitabine)
* Docetaxel. cisplatin or oxaliplatin, and fluorouracil®

. oxaliplatin, and nivolumab
oxaliplatin, and pembrolizumab

PRINCIPLES OF SYSTEMIC THERAPY
Systemie Therapy for Unresectable Locally need, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA :

[Second-Line or Subsequent Therapy
- Dependent on prior therapy and PS

[Preferred Regimens
* Nivolumab (category 1)
- Pembrolizumab for PD-L1 CPS =10 (category 1)
* Docetaxel (category 1)
* Paclitaxel (category 1)
Irmmcnu (category 1)
cil and irinotecan

I}\ ecommended Regimens
rinotecan and cisplatin
o and irinotecan (category 2B)
Cert

imstances

- Entrectinib, laotrectinib, or repotrectinib for NTRK gene fusion-positive tumors
« Pembrolizumab for MSI-F/IMMR tumors
+ Nivolumab and ipilimumab for MSI-H/dMMR tumors
+ Pembrolizumab for TMB-high (TMB-H) (=10 mutations/me
- Dabrafenib and trametinib for BRAF V600E-mutated tunsors
 Selpercatinib for RET gene fusion-positive tumors

base) tumors

PRINCIPLES OF SYSTEMIC THERAFPY

Systemic Therapy for U Locally A

Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA

[Second-Line or Subsequent Therapy
+ Dependent on prior therapy and PS

ry 1
e nblnh?ulrnh for PD-|
Docetaxel (category 1)

1 CPS =10 (eategory 1)

otecan and cisplatin
+ Docetaxel and

[Useful in Certain C

(category 2B)
cumstances

* Sel

rotr

- Pembrolizumab for MSLE

- Nivolumab and ipilimumab fc

- Pembrolizumab for TMB-high (TMB-H)

+ Dabrafenib and trametinib for BRAF V60OE-mutated tumors.
reatinib for RET gene fusion-positive tumors

tinib, or repotrectinib for NTRK gene fusion-positive tumors

IMMR tumors
MSI-H/dMMR tumors
=10 mutations/megabase) mmors
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stoperative adjuvant CORT (for direct operation without CCRT)

PREFERRED REGIMENS
Paclitaxel + Carboplatin

Drug Combination

| Route of administration |

Dosage Times | Frequency Duration | Notes
Paclitaxel SO mgim® | v | D1 | ,
Weekly for 5 weeks
Carboplatin Avc 2 | ™ [ D1 |

i, B, Kie, 5., Xico, 2., Zhow, ., Chen, D., Fergt, @., Liang, J., Lv, £, Gao, 5., Mao, ¥., X, ., S, K., Liv, X, Fang, D., Li, £, Wargs, D., Zhao, 7,
& Gao, Y. (20210 Postoperative adfivant therapy versus surgery alons for stoge HB—11T 7 cull

2532

A phase T
e2160.

leantrottod wial. The Oncotogisn, 26012,
Chron, 1. Pan, F. Liw, I Lt F, Zhu, K., Zhenz, X, Chon, M., Chen, M. & Lias, Z (2013). Pastaperative radiattan thevags with or wiehaut concurrant
|chemarherapy: for node-

astrve tharacie esephageal squamans cell carcimoma. Internanonal Jowrnal of Radtarion Oncology, Brology, Phystes, S6(4),
671677 httgrs Hideri.ors T, 10164, iiraby. 2013.03.004

Fluorouracil and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or 60 - 80 ™ D1
- 80 mg/
carboplatin (AUC 6) = Cycled every 28 days
Fluerouracil (5-FU) GO0 —»EQLI ™ continuous infusion over 24 hours for 2 eyeles
mg/mday daily,[>1-4
Cisplatin/or 30- 40 ey D1 N
carboplatin (AUC 3) | ° me/m Csled every 14 davs
Fluorousacil (5-FU) | 1200 -1600 me/m? | v | drip 46-45 hours, 121-2 | or eyl
or
Cisplatin 30mg/m? ™ DI
- continuous infusion over 24 hours |Weekly for 5 weeks
Fluorouracil (5-FU) 800 mg/m? w l
daily,D1
|ddelstein, D. J., Rice, T. W., Rybicki, L. A., Saxton, J. P., Videric, G. M. M.. Murthy, 5. C., Mason, D. P., Rodriguez, C. P., & Ives, D. 1. (2009).
Marure resuirs from a phase I rial of pestop sy forr poor cancer of the and
et |gastroesaphageal junctian. Journal of Tharacic Oncalagy, 4(10), 1264126, higps-/idat.org/10. 1097/4TO. 060136318 19cSf2
er.
Zhang, W.-W., Ziu, ¥.-J, Yang, H., Wang, Q.-X., Wang, X.-H., Xiao, W.-W., Li, O.-0., Liu, M.-Z, & Hu, Y.~H. (2013). Concurrent radiotherapy and
sweckly chematherapy of 5-fluoranracil and platimms agents for pastop of oesap cell
Scientific Repeorrs, 5, 8071
Cisplatin +UFUR
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 25 - 30 mg/m? % D1
La = B 24-48 /\FEIESEY
200-250 ) ) Weekly for § weeks
UFU . PO Bid.D1-5 .
mg/m¥day T A T

Rel.

hwase, H, Shimada, M., Nakamura, M., Nakarai, K. I, T, Kaida, 8. Indo, T, Kato, E, Horivehi, Y., & Kusugami, K (2003). Concurrent
chemoradiotherapy for locally advanced and metasiaric esophageal cancer: Long-rerm results of a phase Il seudy of UFT/CDDP with radiotherapy.
Insernational Jawrnal af Clinical Onealogy. S(5). 305-311

Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

PREFERRED REGIMENS

Cisplatin + Fluorouracil (5-FU) + nivolumab

Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

Cisplatin + Fluorouracil (5-FU) + nivolumab

Drug Combination| Dosage | Route of administration Times Frequency Duration Notes : - -
Aa . . i Drug Combination | Dosage | Route of administration Frequeney Duration Notes
ES 3 2 Cisplatin/or —
. - N Cisplatin/or S0 ma/m? W o1
-~ /m? mg/m’
carboplatin (AUC | 80 mg/m v DI carboplatin (ATC 6) g -
rery 28day every 28days
6) svery 28days i sy | 70 1000 W continuous infusion over 24 hours ety SRy
0 o P luorouracil (5-F
Fluorouracil (5- | 800 mg/m . continuous infusion over 24 hours ma/m2/day daily.D1-4
FU) fday daily D1-5 nivolumab 240mg v every 14 days | per study maximum of 2 years
nivolumab 240mg w per study maximum of 2 years
Ref. Doki ¥, Ajani JA, Kato K, et al. Nivolumab combination therapy in advanced esophageal squamans-cell carcinoma. N Engl J Med 022, 386449462,
Ref. Dok ¥, Ajani JA, Kato K, et al. Nivolumab combination therapy in advanced esophageal squamous-cell carcinama. N Engi J Med 2022,386.449-462.
o n . o 1o
1% BT % ﬁﬁ’iﬁ
PREFERRED REGIMENS
Cisplatin + (5-FU) +P li b Cisplatin + (5-FU) +Pembr
Drug Combination | Dosage |Route of administration Times Frequency/Duration Notes Drug Combination Dosage Route of Times Frequency/Duration Notes
an _— Cisplatin 50 g/ v DI Cisplatin 80 mg/m? Y DI i
+ 33 [ every 21days for every 21days for
N 300 mgm? i infusion over 2 ily cle | 7501000 continuous infusion over 24 hours o
Flaocourscil (5-F) mg/ny v continuous infusion over 24 hours daily|  up to Geyeles Flostouracil (5-FU) v up to Geyceles
day on Days 1-5 mg/m2/day daily,D1-4
Fe—— 2000 v DI P——— T E— P b 200mg v DI every 21 days up to 2 years
- T —————— - — i S st A RSl SN et Sun J, Shen L, Shah M, et al. jsumab plus iy versus v alone for.first-line treatment of advanced oesophageal cancer
. (KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancer 202];398.759-771.
(KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancet 2021;395:759-771 K P O B A B R PP AL ot G
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Tisleli jsgr with (fluoropyrimidine or taxol) and (oxali or
Drug Combination | Dosage | Route of administration | Times | Frequency/Duration Notes
Tislel b 200mg v | D1 | every 21 days
+
Oxaliplatin 85 mg/m2 v on Day 1
Cycled every 14 days
Leucovorin 200 mg/m2 v continuons infusion over 24 hours on D1
For 12¢yeles
Fluorouracil 1200 mg/m2/day v continuous infusion over 24 hours on D1 - D2
or
Capecitabine 850-1000 mg/m2 PO BID. OnD 1-14
_— drip 120 mins, on Day 1 Cycled every 21 days
s Oxaliplatin 130 mg/m2 o' 2
a, 3 4 ~ (per study maximum of 6 doscs)
or
— Cisplatin 60-80 mg/m2 v [ onD 1 [ Cydietavery 315
35 R Fluorouracil 750 - 1000 me/m2/day | v | continuous infusion over 24 hours on Day 1-4 | for 6 cycles
or
60-80 mg/m2 v on D 1(per study maximum of 6 doses)
Cyeled every 21 days
Capecitabine 850-1000 mg/m2 ro BID. OnD 1-14
or
o drip 120 mins, on Day 1
Oxaliplatin 130 mg/m2 ™
(per study maximum of 6 doses) Cyeled every 21 days
Paclitaxel 175mg/m2 v D1
-
Cisplatin 50-80 mg/m2 [ ™ | onD 1gper study maximmm of 6 doses) |
> Cyeled every 21 days
Paclitaxel 175mg/m2 v | D1 |
T Qi MZ. Oh DY. Karo K. e ol FATIONALE-305. Pl Versus plocebo plis chemotherapy @ Jirst Jine meapment for
advanced gasric or gasio- unction RATIONALE-305 randomised, double blind, phase 3 trial. BALY 2024; 355.:¢07587
2. XuJ, Karo K. Raymond E. et a. Tislelizuinab plus chemotherapy versus placebo plis chemotherapy as firsi-ling ireatment for advanced or metastaric
cell carcinama (RATIONALE-306). a global, rand lacebo-controfied, phase 3 study. Lancet Oncol 2023;24:483-493.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy Is not indicated)

'S CELL CARCIN TLINE THERAPY)

OIuER
Fluoropyrimidi :
Drug Combination | Route of administration | Frequency/Duration Notes 1
 Leucovorin 400 mg/m2 v
Fluorouracil 400 mg/m2. IV Push | on Day 1 5
I | ) o Cycled every 14 days
Flaorourcil 1200 ~ |1V continuous infusion over 24
ma/m2/days [rones daily on Days 1 and 2
or
§ 850-1000
Capecitabine ram® [ PO BID.on D 1-14 ‘ Cycled every 21 days
Fluorouracil 800mg/m2 l v ih:‘:'.;"::'""_":: 'l';:l‘;“:‘_’s"v“ 2 Cycled every 28 days
1. Bouche ©, Raoul JL, Bonneratn F. et al. Randomized multicenter phase 1 rrial of a biweakly regimen of fuorouract! and leucovorin (LVSFU2), LVSFU2 plus
ol trimatocan in patients with previowsly untreated metastatic gaxtric cancer. o Federation Francophone de Cancerologte Digestive Group
Stucdy-FFED 9503, 1 Clin Oncol 2004:22-4319-4325.
Ret. 2. Ohrsu 4. Shimada ¥ (. et al. Randomized phase Il mial of flucrouracil alane vevsus flucrouractl phus cisplatin versus uractl and regafior phis mitomycin

Stsily (JCOGI205). I Clin Omeol 2003.21.54-59,

cwr: The Japan Clinical Oncology Grougs S

0 pattents with unresectable, advanced gastric

Lw 1. a1 al. A phase I trial of copecitabine in previously wntreated pattents with advanced and/or metastatic sastic cancer. Ann Oneol

\(;\
oy
P
W

OTHER BES

therapy is not indicated)

Discase (where loc.

ic Therapy for

L CARCINOMAFIRS T-LINE THERAPY)

Ref. 2.

E

cisplar
Seucy-FECD 9803, J Clin Oneol 2004224319432,
hirao K. er al. Randoms:

in parte

Fluoropyrimidine ) ) -
Drug € _ Dosag: . It Times cy/Duration Notes
Leucovorin 400 mg/m2 v D1
Fluorouracil 400 mg/m2 IV Push D1
= T Cycled every 14 days
——_— 1200 - IV continuous infusion over 24 hours
RN mg/m2/days daily on Days 1 and 2
or
. 501000
Capecitabine g ro BID.on D 114 Cycled every 21 days
ma/m2
or
750 — 1000 continuous infusic or 24 hours
% Cyeled every 28 days
1. Bowehe O, Raowl JL. Fooral phase I trial of a brveekly resttmen of flucrouract! and leucovortn (LVSFU2), LVSFU2 pliss

- e c Digesrive Group

wnireared sastric cancer: o

or LVSIFL2 plus

Ohrses 4, Shimada ¥

Hong

2004:15-1344-1347.

102 pearients with

15 wwith unresecrable, advanced gastric cancer.
S, Somg SY, Lew ST, wt al. A phase 11 trial of copecitabine in previosly untreated parents with advineed and/o

ot phase T trial of flucrouracil alone versus fluorouracil pls cisplatin versis uracil and tegafinr plus mitomycin
oup Stiudy (JCOGO20S). J Clin Oncol 2003:21:54-59.
e tastatie gastric cancer. Ann Oneol

The Japan Clinteal Oncology

3. Homg ¥S, Somg s
2004:15:1545-1347
T and with D and or and cisplatin . O
Drug Combination Dosage Route of administration imes Frequency/Duration Notes 2 T % x i%
8 mg/kg loading dose Z
Trastuzumab on Day 1 of eyele 1. v drip 90 mins. then 60 mins. day 1 every 21 days T and p i with fluoropyrimidine and i or pyrimidine and i
then 6 mg/kg Drug Combination Dosage Route of admini Times Frequency/Duration Notes
Pembrolizumab 200 mg v on Day 1 Cyeled every 3 weeks 8 mg/kg loading dose
1. Janfigian YY, Kawazoe 4, Bai Y, et al. plus. and 1 for HER?: v or gastro- Trastuzumab on Day 1 of eyele 1, w drip 90 mins. then 60 mins, day 1 every 21 days
loasophageal junctton adenocarctnoma: intartm analyses from the phase 3 KEYNOTE-811 randomtsed placebo-controlled wal. Lancet then 6 o - -
2025,402:2197-2205. i 200 mg v on Day 1 Cyeled every 3 weeks
s 2. Bang ¥, Van Cutsem E, Fo e ” ek ; o oritreispinse 7. Janfigian YY, Kawazoe A, Bai ¥, ot al. plus and v for HERZ-positive gastric or gastro-
A lof HER2- positive advanced gastric or gasmo-oesophageal junction cancer (ToGA): a phase 3, open-label, randomised controlled mial. puncrion 1neerim analyses from the phase 3 KEYNOTE-811 randomtsed placebo-controlled trial. Lancer
\Lancer 2010,376.657- 697. 2023:402:2197-2205.
3. Janfigtan YY. Kawazoe A, Yane: P. et al. The KEYNOTE-S11 trial of dual PD-1 and HER2 blockade in HER2-posttive gastric cancer- HER2 Rer. 2. Bang YU, Van Cutvem E. Feo A, eral. in wirls e versics s alone for rreatment
A5 44 = e 02 dra overexpression- <t o HER2- posttive advansed gastric or gaxtro-ossophageal funstion ounser (ToGA): a phave 3, ~tabel, randomised controlled mrial.
\Naure 2021:600:727.750. o 2- posttive advanced gastric or gastro-oasophageal junction cancer (ToGA): o phase 3, open-label. randomised con irc
F ; positive enerasinazsoneoss
SR>
| 850-1000 mgm2 | PO | BID.DI1-14 | 3. Janpigtan YY, Kawazoe A, Yanez P, er al. The KEYNOTE-811 trial of dual PD-1 and HER?2 blockade tn HER2-postrive gastric cancer HER2
— Cyeled every 21 days 5 el overexpression-
| 130 mg/m2 | [ | drip 120 mins, on Day 1 | Narure 2021:600:727-730.
ra positive
or
ieplati S0 mg/m? T = = Capecitabine 8501000 mg/m2 PO BID.D1-14
Cisplati T 80 mg/m2 T i D1 pe 1 L | - - l Cyeled every 21 days
B g continuous infusion over 24 hours Cycled every 21 days 130 mg/m2 1 v drip 120 mins, on Day 1.
Fluorouracil 800 mg/m2/day W -
daily on Days 1-5 ) -
= Cisplatin | 80 mg/m2 | Y | D1 |
= . continuous infusion over 24 hours Cycled every 21 days
Claplatin . ¥l acil 750-1000 2/day v 2 s
Zeplann Cyecled every 21 days uoroprasl - TR daily on Days 1-4
or
Cisplatin S0 mg/m2 v D1
D L 4 Cycled every 21 days
Capecital < V501000 mg ' m2 PO Bid.D1-14
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47 F

Vv

Cisplatin + (5-FU) +Pembn

Drug Combination Dosage Times Frequency Duration Notes
Cisplatin 80 mg/m? w D1

Fh 15FU) | 800 s - continuous infusion over 24 hours every 21days for Geyeles

uorouracil (5-FU mg/m® /

ey daily on Days 1-5
Pembrolizumab 200mg v DI every 21 days up to 2 years
et |Sun JM, Sken L, Shak MA, ot al. F izumab plis w alone far first-ling treatment of advanced oesophageal cancer (KEYNOTE-

590): a randomised, placebo-cantrolled, phase 3 study. Lancer 2021,398:758-771

T & %ﬁ‘;l:%

Cisplatin + F (5-FU) +Pembroli |

Drug Combination Dosage Route of administration Times Frequency/Durati Notes
Cisplatin 80 mg/m® v D1

- i5-FU) 750-1000 v continuous infusion over 24 hours every 21days for Geyeles

uorouracil (5-] N .

mg/m* /day daily on Days 1-4
Pembrolizumab 200mg v D1 every 21 days up to 2 years
t Sun JM, Shen L, Shah M, ot al. I b plus chemotherapy versus chemotherapy alane for first-line treatment of advanced oesophageal cancer (KEYNOTE-
- 590): a randomised, placebo-controlled, phase 3 study. Lancet 2021;398:759-771

NONE

Systemic Therapy fur U

L v M i Diswase (where lucal thorapy bs not indieaiod)

Locally Advancod,

ADENOCARCINOMA (FIRST-LINE THERAFY)
Tistets -jsgr With Mueropyrimidine a ipiasin or clop
Drug Combination Dosage Route of administration Times Frequeney/Duration Notes
Tislelizumab 200mg v [ overy 21 dnys
.
Oxaliplatin 55 m, w \ Dy 1
Cveled every 14 days
Leucovarin 200 e w mion over 24 hours on D1 oe el
§§ 48 Fluorouracil 1200 ma/mz/day " over 24 hours on DI - D2
Arip 120 mins. on Day Cyeled svery 21 days
Oxatipts 120 muprasz ™ (gme iy maantasien 7@ domess T
or
Cisplatin ©0-50 me/mz ~ n > 1 et e 21
Fluorouracil continuous infusion over 24 hours on Day 1-1 Toc & cyctea
Cisplatin o T 1 (per sty msinmim of 6 doses) vt e o
Capecitabine RID on D 114 el ey S e
iz ey i i Tt o
Rer. e 3 rrind AN 3054355 0784
o mearie
Fluoropyrimidine o h s >t
— —— - - - 2T E FT ig
Drug Combination Dosage Route of administration Times Frequency/Duration Notes Z
Leucovorin 400 mg/m2 I\ D1 Fluoropyrimidine
Fluorouracil 400 mg/m2 IV Push onDay 1 Cyeled every 14 days Drug Combination Daosage Route of administration Times Frequency/Duration Notes
IV continuous infusion over 24 : P
Fluorouracil 1200 mg/m2/days v X Leucovorin 400 mg/m2 v D1
hours daily on Days 1 and 2 .
Fluorouracil 400 mg/m2 IV Push on Day |
or 8 nfi = Cycled every 14 days
i P . ey ? 2 . IV continuous infusion over 24 hours
Capecitabine | 850-1000 mg/m? | PO [ BIDon D 1-14 Cycled every 21 days Fluorouracil | 1200 mg/m2/days v !
ot daily on Days 1 and 2
IV continuous infusion over 24 or
;f; 52 5 Fluorouracil %00mg/m32 v ) Cyeled every 28 days —
R [hours daily on Days 1.5 Capecitabine 8501000 mg/m2 PO BID.on D 1-14 Cycled every 21 days
1. Bouche O, Raoul JL, Bonnetain F, et al. Randowized multicenter phase IT trial of a biveekly regimen of flnorouracil and leucovorin (LVSFU2), LVSFU2 plus or
cisplatin, or LVSFU2 pius irinotecan in patients with previously unfreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive Group N -
) ) IV continuous infusion over 24 hours
Ref. Study-FFCD 9803 .J Clin Oncal 2004;22-4319-4328 Fluorouracil 750-1000mg/m2 v daily on D 14 Cycled every 28 days
2. Olitsu A, Shimada ¥, Shirao &, et al. phase I ril of il alone versus phuss cispiatin versus nracil and tegafir phus mitamycin aily on Uays -
in patients with unresectable, advanced gasteic cancer: The Japan Clinical Oncology Group Study (JCOGI205). J Clin Oncol 2003:21:54-59. 1. Bouche O, Raoul JL, B F, et al Randomized phase Il trial of a biweekly regimen of fluoreuracil and leucovarin (LV3FU2), LVSFU2 plus
cisplatin, or LVSFU2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive Group
Ref. Study-FFCD 9803. J Clin Oncol 2004,22:4319-4328,
2. Ohtsu A, Shimada ¥, Shirao K, et al. Randomized phase 1l trial of fluorouracil alone versus fluorauracil plus cisplatin versis wracil and tegafirr plts mitomycin
i patients with unresectable, advanced gastric cancer: The Japan Clinical Oncology Graup Study (JCOG9205). J Clin Oncol 2003;21:54-59.

>

&~
[e)]
=
=

NONE

Tislelizumab
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tislelizumab 200mg v D1 every 21 days
1. Ajani J, El Hajbi F, Cunningh D et al. Tislel b versus ipy as second- line treatment for European and North American patients with
advanced or h cell oup analysis of the randomized phase Il RATIONALE-302 study. ESMO Open
Ref. ’0’4 9:102202. Esophageal Squamous Cell Carcinoma (RA TID 02): A Randomized Phase Il Study. J Clin Oncol 20. 0:3065-3076.
2 Shen L, Kato K, Kim SB, et al. Tlv/l.’/l'umab Versus Chemotherapy as Second-Line Treatment for Advanced or Metastatic Esophageal Squamous Cell
Carcinoma (RATIONALE-302): A { Phase Il Study. J Clin Oncol 2022;40:3065-3076.
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v 03 ex % %frig}
A~ A G R R

A HAE R R R
Treatment Regimen Treatment Regimen
- CCRI: CCRT :
70 F‘ Definitive RT : Tolal dose of 45-66 Gy. — X
Definitive RT : Total dose of 45-60 Gy.
Neoadjuvant / Adjuvant RT : Total dose of 41.4-54 Gy.

Neoadjuvant / Adjuvant RT : Total dose of 41.4-54 Gy.
Note : Radiotherapy should be delivered nsing intensity-modulated radiotherapy or more advanced techniques.
Note : Radiotherapy should be delivered using intensity-modulated radiotherapy or more advanced techniques.

Chun, S. G., Skinner, H. D., & Miusky, B. D. (2017). Radiation therapy for locally advanced esophageal cancer. Surgical Oncology Clinics, 26(2), 257-276.
i cer. Surgical Oncology Clinics, 26(2), 257-276.
i R TR AT

Chun, S. G, Skinner, H. D., & Minsky, B. D. n therapy for locally a

82 0 A EBAA BT FEERKL 7 kR

2017). Radi
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= pERE

1. 5938 X % (ChestX-ray) :d Xk 2?3 380290,k 835 B F -

2. @i #% (Esophagography) : as};w. b T ERBRA > MER AP RL A N AR T Y A £
G BEX kA @R D K T AR AT R SERATRP DR RPN S G R R @AM
Bhe FENMEER MENMNBE R @A EG N FERF B AR AL S €T HE IR
Boo RERAT SEF EAF 0 RIF TR Y MBI Feer kB BT

3. v L R4eLH & (Upper G-l panendoscopy ) % p AR44Z§ & & (endoscopic ultrasound) @ 7 #-lm L 2%
22 BHZEDORR FREFLDEE MR GEPNEE DN o R R AP vEaE € LR B IV FRERE 0 R

SRR E R R o R FE G P ARB T R R S BB S EPT SE BRI BT

Ph o P MEAPRBRAE BRI RAA ISR IR RS o
4. B4R T vk #E (ChestCT) L8 "tk #% (AbdomenCT) : 7 @rriminh & ~ £ & ~ % Flleshoi

AR R RICHT G ARG RE U B ES N
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5. His e dh @ LIV 4 ~ & 3 b8k B (PET) ~ 2 % %44 (Whole body bone scan) %= &g &% 4%

CHREHA N SRS
3¢ A 5 B w2 % (Squamous cell carcinoma ) frﬂ:]uﬁ'p (Adenocarcinoma) ° P 3F 5 1 27 * ki 9 &
eV TR N imﬁip\ ARBAZT A RIFPARBS T Y CERP TR FREFEFOS ) R PRI T .

R ﬁ]dl*ﬂ?a‘**v Fr kA ey H s |35 o pF s ?r/f@g«" o f,‘?%ﬁ;ﬁ,:jgﬁ._f@m’?é{@%; Kﬁﬁﬁq%:ﬁﬁ%g\}ﬂyﬂlﬁf,

\s’i’«
3
f

TEFE AL RS
AR PR (3 R) FFEE PN AR4E42 5 & (Miniprobe Endoscopic Ultrasound ; EUS) » 12 7 f2 % 5% i e

FURR oM RRFRAIATT £ FEPEE TG 0 2 EARRI P EETE A A~ ek -
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Pt 2 BREHEL R € (AICC) & ~Ra iz » A 4T

Primary Tumor(T)

X
TO

Tis

T1

T2
T3
T4

Primary tumor can not be assessed

No evidence of primary tumor

High-grade dysplasia, defined as malignant cells confined to the epithelium by

the basement membrane

Tumor invades lamina propria, muscularis mucosae, or submucosa
Tla
Tlb

Tumor invades lamina propria or muscularis mucosae
Tumor invades the submucosa
Tumor invades muscularis propria
Tumor invades adventitia
Tumor invades adjacent structures
Tumor invades pleura, pericardium, azygos vein, diaphragm, or
T4a )
peritoneum
Tumor invades other adjacent structures, such as aorta, vertebral

T4b .
body,-or airway

Regional Lymph Nodes(N)

NX
NO
N1
N2
N3

Regional lymph nodes cannot be assessed
No regional lymph node metastasis
Metastasis in 1-2 regional lymph nodes
Metastasis in 3-6 regional lymph nodes

Metastasis in seven or more regional lymph nodes

Clinical Guideline 2026 version 17.1

Distant Metastasis(M)

MO
M1

No distant metastasis

Distant metastasis

Histologic Grade(G)

GX
Gl
G2
G3

Grade cannot be assessed
Well differentiated
Moderately differentiated

Poorly differentiated, undifferentiated

Squamous Cell Carcinoma

Location
X

Upper
Middle

Lower

Location Criteria

Location unknown

Cervical esophagus to lower border of azygos vein

Lower border of azygos wein to lower border of inferior
pulmonary vein

Lower border of inferior pulmonary vein to stomach, including

gastroesophageal junction
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Clinical Staging (cTNM)

Pathological (p TNM)

Postneoadjuvant Therapy (ypTNM)

cT cN M pT pN M G Location ypT ypN M
Stage 0 Tis NO MO Stage 0 Tis NO MO | N/A Any Stage | TO-2 NO MO
Stage | T1 NO-1 MO Stage 1A Tla NO MO | G1/GX Any Stage 11 T3 NO MO
Stage 11 T2 NO-1 MO Stage IB Tla NO MO | G2-3 Any Stage I11A TO-2 N1 MO
T3 NO MO Tlb NO MO | G1-3/GX Any Stage 111B T3 N1 MO
Stage 111 T3 N1 MO T2 NO MO | G1 Any TO-3 N2 MO
T1-3 N2 MO Stage 1A T2 NO MO | G2-3/GX Any T4a NO MO
Stage IVA T4 NO-2 MO T3 NO MO | G1-3 lower Stage IVA T4a N1-2/NX MO
Any T | N3 MO T3 NO MO | G1 upper/middle T4b NO-2 MO
Stage 1VB AnyT | AnyN | M1 Stage 11B T3 NO MO | G2-3 upper/middle Any T N3 MO
T3 NO MO | GX lower/upper/middle Stage 1VB Any T Any N M1
T3 NO MO | Any Location X
T1 N1 MO | Any Any
Stage IIA | T1 N2 MO | Any Any
T2 N1 MO | Any Any
Stage I11B T2 N2 MO | Any Any
T3 N1-2 MO | Any Any
T4a NO-1 MO | Any Any
Stage IVA | T4a N2 MO | Any Any
T4b NO-2 MO | Any Any
Any T N3 MO | Any Any
Stage IVB Any T Any N M1 | Any Any
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Adenocarcinoma
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Clinical Staging (cTNM)

Pathological (p TNM)

Postneoadjuvant Therapy (YypTNM)

cT cN M pT pN M G ypT ypN M

Stage 0 Tis NO MO Stage 0 Tis NO MO N/A Stage | TO-2 NO MO
Stage | T1 NO MO Stage 1A Tla NO MO Gl Stage 11 T3 NO MO
Stage 1A T1 N1 MO Tla NO MO GX Stage I11A TO-2 N1 MO
Stage 11B T2 NO MO Stage IB Tla NO MO G2 Stage 111B T3 N1 MO
Stage 111 T2 N1 MO Tlb NO MO G1-2 TO-3 N2 MO
T3 NO-1 MO Tlb NO MO GX T4a NO MO
T4a NO-1 MO Stage IC T1 NO MO G3 Stage IVA T4a N1-2 MO
Stage IVA T1-4a N2 MO T2 NO MO G1-2 T4a NX MO
T4b NO-2 MO Stage 1A T2 NO MO G3 T4b NO-2 MO
Any T | N3 MO T2 NO MO GX Any T N3 MO
Stage IVB Any T | Any N M1 Stage 11B T1 N1 MO Any Stage IVB Any T Any N M1

T3 NO MO Any

Stage I11A Tl N2 MO Any

T2 N1 MO Any

Stage I11B T2 N2 MO Any

T3 N1-2 MO Any

T4a NO-1 MO Any

Stage IVA T4a N2 MO Any

T4b NO-2 MO Any

Any T N3 MO Any

Stage IVB Any T Any N M1 Any
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Endoscopy
[

Barrett’s Esophagus
|
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\4

Endoscopic submucosal dissection (ESD) % i
Alternative:Endoscopic mucosal resection (EMR) or
Radiofrequency Ablation (RFA)

v
LGD*
Re-endoscopy 6 months v
A v
v No dysplasia
HGD*
Early ACA* v
% Radiofrequency Ablation (RFA) » = ¥ &
& EMR or ESD v
A
Follow-up
Every 1 year
A 4
Tis and
T1NO v v
Endoscopic mucosal resection (EMR) or Follgw—up
endoscopic submucosal dissection (ESD) Every 2-3 years
v v or Radiofrequency Ablation (RFA) v
Can apply esophageal Radiofrequency
Esophagectomy Ablation (RFA) if exceed M3 Barrett’s
Esophagus

*ACA, adenocarcinoma ;
*HGD, high-grade dysplasia ;
*LGD, Low-grade dysplasia

S L+ SR R TS AR S S BRI R BB R 55 5 R o

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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v
- /,\ -y R AN rr -
* ~ S KicKIp 5! (Squamous Cell Carcinoma)
WORK-UP EVALUATION TREATMENT
Tis » Ablation
R - L
« History and physical examination > pT1aNo » Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) or Esophagectomy
CBC and chemistry profile - - R
- EGD and biopsy > Medically unfit and resectable or p’t refuses surgery CCRT
- Chest or Abdominal CT / MRI cT1b-T2, NO >
. . > (low risk®) pT+ N+ Observe and F/U
« PET/CT scan(if no evidence o Medically fit and S RO » or ypTO,NO
of M1 disease) » HEB Tis resectable urgery L .
TLaNO - | ypT+ and/or N+ | Nivolumab (category 1)
i CcT2NO (high ) o CT
R E | risk*)
"EUS cT1b-T2, N+
Neo-adjuvant » Re-evaluation L » R1-R2 CCRT (If no previous CCRT)
“Whole body bone scan » | CCRT Palliative management
- Esophagography and/or upper l
Gl series —»| cT3-T4a, >
-Upper abdominal sonography any N > Definitive CCRT Inoperable, or Surgery refused
-bronchoscopy: for cervix, N
- - *
upper and/or middle third »( CTA4D™, N+ > »| unable to tolerate CCRT Palliative RT
-next-generation sequencing -
. i v Systemic therapy, and/or
(NGS) | cM1 : Palliative/Best supportive care

*Low risk: <3cm, well differentiated.

*High risk: >3cm, poorly differentiated,LVI(+)

*CcT4b:Consider chemotherapy alone in the setting of invasion
of trachea, great vessels or heart

S
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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A v . AN r -
S HicKdp 3! (Adenocarcinoma)
WORK-UP EVALUATION TREATMENT
pTis »| Ablation

ERRE pT1aNO Y | Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) or Esophagectomy
« History and physical examination —> Superficial pT1b

CBC and chemistry profile — Medically unfit and resectable or p’t refuses surgery > CCRT
- EGD and biops > CT1b-T2, NO .

P y' (low risk*) 3| Medically fit and pTis-pT1,2 [—» Observe and F/U
« PET/CT scan(if no evidence ¢T2 NO(high erioperalive pT3, pT4a —> CTICCRT/ Obeerve
of M1 disease) - #Ef: Tis ~ T T risk*) id —> : N(+) >
cT1b-T2, N+ systemic therapy |—», —>

T1aNO (preferred) Systemic therapy, if

BB i _ ypT0, NO received perioperatively
— | Neo-adjuvant o Re-evaluation RO k7 (category 1)
-Whole body bone scan : || Nivolumabif neo-CCRT
- Esophagography and/or upper cT3Tda,anyN |—> necedjuvantor received (category 1)
61 series perioperative  ICl — R1. R2resection >
. CCRT, If noprevious CCRT
-Upper abdominal sonography ! Definitive CCRT Inoperable, or refused surgery Palliative management
-bronchoscopy: for cervix,
. . —> | CT4b,N+ > N
upper and/or middle third unable to tolerate CCRT »| Palliative RT
-next-generation sequencing v Systemic therapy, and/or

(NGS)

4+ cM1

*Low risk: <3cm, well differentiated.
*High risk: >3cm, poorly differentiated,LVI(+)
*CcT4b:Consider chemotherapy alone in the settinglgf invasion of trachea, great vessels , or heart

'

Palliative/Best supportive care

5E 1 BIEE L Filr Bl TR B s ML RE TR YR R S B R R S 2 B RHE A
& 2 : Adenocarcinoma of EG) &:EF 55|
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaoement of any patient with cancer is in a clinical trial. Participation in clinical trials is especiallv encouraaged.
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FOLLOW-UP RECURRENCE PALLIATIVE THERAPY
TR
- History and physical examination ) CCRT (preferred) or surgery or
__y| Prior surgery Systemic therapy or

« CBC, Biochemistry Q3-6M No previous CCRT

+ Chest CT Q6M prn

A 4

Local recurrence

Palliative/Best supportive

Resectable and

»| Esophagectomy

medically operable

Unresectable or

medically operable

Systemic therapy, and/or

« PET/CT scan(if no evidence g
of M1 disease) - HEf# Tis ~ »| Previous CCRT >
T1aNO
R
« Whole body bone scan
*CXR
»| Metastatic disease >
* PES/ Esophagography

(*— If symptomatic)

*Best supportive care:
¢ Obstruction: Stent, RT
* Nutrition: J-tube (for potential surgical candidate), PEG, G-tube

* Pain control: RT or medications

11

Palliative/Best supportive care
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Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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SRR R
(- ) PRINCIPLES OF SYSTEMIC THERAPY

o A FHARE ~ & FHpfos fbr 1@%#& CHN Y SE R E M BES LR D AT K M R A
(ECOG PS0~1) » T & & 75 =R

FPAEHLFILL "&E Ko X PP RIBAER Y 147 (category 1) = % * % 2A \
ERCRE F=2% 8 ® frt & Z3E AT KpF 1#"5}5‘_#%; s QY Ry 1T A EGR }f&f“%f’ ﬂ?%;"%", _;ri ig ’Iéz
#F % /L 5-FU {r v JR capecitabine ¥ 3 3 i¢ * o £7 v JR capecitabine 4p ¢ o Ji BiE #F ok AF HUF L
ERORLE/ SR SRR S il B LR A

12
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRINCIPLES OF SYSTEMIC THERAPY

Squamous Cell Carcinoma

Preoperative chemoradiation (Infusional Fluorouracil can be replaced with UFUR)

Preferred Regimens
« Paclitaxel and carboplatin (category 1)

« Fluorouracil and cisplatin (category 1)
Other Recommended Regimens

« Fluorouracil and carboplatin(eGFR<60)

Neoadjuvant or Perioperative Immunotherapy

Useful in Certain Circumstances

* MSI-H/Dmmr tumors
« Nivolumab and iplimumab followed by nivolumab

+ Pembrolizumab
« Tremelimumab and durvalumab for neoadjuvant therapy only

Definitive Chemoradiation (Infusional fluorouracil can be replaced with UFUR)

Preferred Regimens
- Paclitaxel and Carboplatin

« Fluorouracil and Cisplatin (category 1)
Other Recommended Regimens
- Cisplatin with Paclitaxel

Postoperative adjuvant CCRT (for direct operation without CCRT) (Infusional Fluorouracil can be replaced with UFUR)

Preferred Regimens

« Paclitaxel and carboplatin

« Fluorouracil and cisplatin

Other Recommended Regimens

« Fluorouracil and carboplatin(eGFR<60)

Postoperative Systemic Therapy

Preferred Regimens
« Nivolumab only after preoperative chemoradiation with RO resection and residual disease (category 1)

13
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Other Recommended Regimens
for patient can't afford adjuvant ICI » may consider complete chemotherapy course(2-4 cycle)

Esophagogastric Junction adenocarcinoma

Perioperative Systemic Therapy (Infusional Fluorouracil can be replaced with Capecitabine or UFUR)

Preferred Regimens

« Fluorouracil,leucovorin, oxaliplatin, and docetaxel (FLOT) (category 1)

* FLOT + durvalumab for PD-L1 CPS >1 or TAP >1% (category 1 for EGJ adenocarcinoma; category 2A for esophageal adenocarcinoma)
Other Recommended Regimens

« Fluorouracil and cisplatin (category 1)
+ Fluoropyrimidine and oxaliplatin

The selection, dosing, and administration of anticancer agents and the management of associated toxicities are complex. Modifications of drug dose and schedule and initiation
of supportive care interventions are often necessary because of expected toxicities and because of individual patient variability, prior treatment, nutritional status, and

comorbidity. The optimal delivery of anticancer agents therefore requires a health care delivery team experienced in the use of anticancer agents and the management of
associated toxicities in patients with cancer.

14
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Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA

First-Line Therapy

Preferred Regimens
« Fluoropyrimidine (fluorouracil? or capecitabine), cisplatin, and nivolumab for PD-L1 CPS >1 (category 1)
« Fluoropyrimidine (fluorouracil?® or capecitabine), cisplatin, and pembrolizumab for PD-L1 CPS >1 (category 1)
» Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin, and tislelizumab-jsgr for PD-L1 CPS >1 (category 1)
« Oxaliplatin, paclitaxel, and tislelizumab-jsgr for PD-L1 CPS >1
« Fluoropyrimidine (fluorouracil? | or capecitabine), cisplatin, and tislelizumab-jsgr for PD-L1 CPS >1
» Cisplatin, paclitaxel, and tislelizumab-jsgr for PD-L1 CPS >1
« Fluoropyrimidine (fluorouracil? or capecitabine) and cisplatin
* Nivolumab and ipilimumab for PD-L1 CPS >1
* MSI-H/dMMR tumors (independent of PD-L1 status)
Pembrolizumab
Nivolumab and ipilimumab

Other Recommended Regimens
« Fluorouracil? and irinotecan
« Paclitaxel with or without carboplatin or cisplatin
* Docetaxel with or without cisplatin
« Fluoropyrimidine(fluorouracil?)
« Docetaxel, cisplatin or carboplatin, and fluorouracil?

4 _eucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without leucovorin.

15
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaoement of anv patient with cancer is in a clinical trial. Particination in clinical trials is especiallv encouraaed.
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PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

ADENOCARCINOMA

First-Line Therapy
« Oxaliplatin is generally preferred over Cisplatin due to lower toxicity.

Preferred Regimens

+ HER2 overexpression positive

Fluoropyrimidine (fluorouracil? or capecitabine), oxaliplatin, and trastuzumab

Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin, trastuzumab, and pembrolizumab for PD-L1 CPS >1 (category 1)
Fluoropyrimidine (fluorouracil? or capecitabine), cisplatin, and trastuzumab (category 1)

Fluoropyrimidine (fluorouracil? or capecitabine), cisplatin, trastuzumab and pembrolizumab for PD-L1 CPS >1 (category 1)

« HER2 overexpression negative

Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin, and nivolumab for PD-L1 CPS >1 (category 1 for PD-L1 CPS >5)
Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin, and pembrolizumab for PD-L1 CPS >1 (category 1 for PD-L1 CPS >5)
Fluoropyrimidine(fluorouracil? or capecitabine), oxaliplatin, and tislelizumab-jsgr for PD-L1 CPS >1 (category 1 for PD-L1 CPS >5)
Fluoropyrimidine (fluorouracil? or capecitabine), oxaliplatin, and zolbetuximab-clzb for CLDN18.2 positivec (category 1 for EGJ adenocarcinoma; category 2A for
esophageal adenocarcinoma)

Fluoropyrimidine (fluorouracil® or capecitabine) and oxaliplatin

Fluoropyrimidine (fluorouracil? or capecitabine), cisplatin, and pembrolizumab for PD-L1 CPS >1 (category 1 for PD-L1 CPS >5)
Fluoropyrimidine (fluorouracil® or capecitabine), cisplatin, and tislelizumab-jsgr for PD-L1 CPS >1 (category 1 for PD-L1 CPS >5)
Fluoropyrimidine (fluorouracil? or capecitabine) and cisplatin

+ MSI-H/dMMR tumors (independent of PD-L1 status)

Pembrolizumab

Nivolumab and ipilimumab

Fluoropyrimidine (fluorouracil? or capecitabine), oxaliplatin, and nivolumab

Fluoropyrimidine (fluorouracil? or capecitabine), oxaliplatin, and pembrolizumab

Other Recommended Regimens

® Fluorouracil and irinotecan

® Paclitaxel with or without carboplatin or cisplatin

* Docetaxel with or without cisplatin

* Fluoropyrimidine (fluorouracil® or capecitabine)

* Docetaxel, cisplatin or oxaliplatin, and fluorouracil?

4 _eucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without leucovorin.
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaaement of anv patient with cancer is in a clinical trial. Participation in clinical trials is especiallv encouraoed.




Chung Shan Medical University Hospital § Lﬁ lﬁ-ﬁ/’}% JJLE] 51 Clinical Guideline 2026 version 17.1
v

PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA

Second-Line or Subsequent Therapy
 Dependent on prior therapy and PS

Preferred Regimens

« Nivolumab (category 1)

« Pembrolizumab for PD-L1 CPS >10 (category 1)
* Docetaxel (category 1)

* Paclitaxel (category 1)

- Irinotecan (category 1)

« Tislelizumab-jsgr (category 1)

« Fluorouracil and irinotecan

Other Recommended Regimens

- Irinotecan and cisplatin
- Docetaxel and irinotecan (category 2B)

Useful in Certain Circumstances

- Entrectinib, larotrectinib, or repotrectinib for NTRK gene fusion-positive tumors
- Pembrolizumab for MSI-H/dMMR tumors

« Nivolumab and ipilimumab for MSI-H/dMMR tumors

+ Pembrolizumab for TMB-high (TMB-H) (>10 mutations/megabase) tumors

- Dabrafenib and trametinib for BRAF V600E-mutated tumors

- Selpercatinib for RET gene fusion-positive tumors

17
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaaement of anv patient with cancer is in a clinical trial. Participation in clinical trials is especiallv encouraoed.
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PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

ADENOCARCINOMA

Second-Line or Subsequent Therapy
 Dependent on prior therapy and PS

Preferred Regimens

Ramucirumab and paclitaxel (category 1 for EGJ adenocarcinoma; category 2A for esophageal adenocarcinoma)
- Fam-trastuzumab deruxtecan-nxki for HER2 overexpression positive for adenocarcinoma
* Docetaxel (category 1)
* Paclitaxel (category 1)
- Irinotecan (category 1)
« Fluorouracil?? and irinotecan
- Trifluridine and tipiracil for third-line or subsequent therapy for EGJ adenocarcinoma (category 1)

Other Recommended Regimens

- Ramucirumab for adenocarcinoma (category 1 for EGJ adenocarcinoma; category 2A for esophageal adenocarcinoma)
- Irinotecan and cisplatin

« Fluorouracil and irinotecan + ramucirumab

« Irinotecan and ramucirumab

- Docetaxel and irinotecan (category 2B)

Useful in Certain Circumstances

- Entrectinib, larotrectinib, or repotrectinib for NTRK gene fusion-positive tumors
- Pembrolizumab for MSI-H/dMMR tumors

+ Nivolumab and ipilimumab for MSI-H/dMMR tumors

« Pembrolizumab for TMB-high (TMB-H) (>10 mutations/megabase) tumors

- Dabrafenib and trametinib for BRAF V600E-mutated tumors

- Selpercatinib for RET gene fusion-positive tumors

18
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaogement of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraaed.




Chung Shan Medical University Hospital § lﬁ IE'E/’JE‘ :fE] 51 Clinical Guideline 2026 version 17.1
v

NEOADJUVANT CHEMORADIATION

PREFERRED REGIMENS
Paclitaxel + Carboplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 50 mg/m? \Y; D1
Weekly for 5 weeks
Carboplatin AUC 2 v D1

van Hagen P, Hulshof MC, van Lanschot JJ, et al. Preoperative chemoradiotherapy for esophageal or junctional cancer. N Engl J Med
2012;366:2074-2084.

Ref.

Fluorouracil and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or )
. 60 - 80 mg/m v D1
carboplatin (AUC 6) Cycled every 28 days
) 600 - 800 continuous infusion over 24 hours for 2 cycles
Fluorouracil (5-FU) 5 v .
mg/m</day daily,D1-4
or
Cisplatin/or 30 - 40 ma/im? " D1 Cveled 144
. - cled ever ays
carboplatin (AUC 3) g y y y
. . for 3 cycles
Fluorouracil (5-FU) 1200 -1600 mg/m? v drip 46-48 hours, D1-2
Ref Tepper J, Krasna MJ, Niedzwiecki D, et al. Phase 111 trial of trimodality therapy with cisplatin, fluorouracil, radiotherapy, and surgery compared
ef.
with surgery alone for esophageal cancer: CALGB 9781. J Clin Oncol 2008;26:1086-1092.
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Cisplatin +UFUR

F T E

NEOADJUVANT CHEMORADIATION

Clinical Guideline 2026 version 17.1

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 25 - 30 mg/m? \Y; D1 . \
i J KR 24-48 /B ESTS
UEUR 200-250 o0 Bid.DLS Weekly for 5 weeks
I ] - Y Pt
mg/m?/day FEEMEALNE
Iwase, H., Shimada, M., Nakamura, M., Nakarai, K., lyo, T., Kaida, S., Indo, T., Kato, E., Horiuchi, Y., & Kusugami, K. (2003). Concurrent

Ref. chemoradiotherapy for locally advanced and metastatic esophageal cancer: Long-term results of a phase Il study of UFT/CDDP with radiotherapy.

International Journal of Clinical Oncology, 8(5), 305-311.
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NEOADJUVANT OR PERIOPERATIVE IMMUNOTHERAPY

USEFUL IN CERTAIN CIRCUMSTANCES

(MSI-H/dMMR tumors)

Nivolumab and ipilimumab followed by nivolumab

2023;41:255-265.

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Nivolumab 240mg v D1 every 2 weeks (preoperative for at least 12
total weeks), followed by
surgery and adjuvant
Ipilimumab 1 mg/kg v D1 every 6 weeks nivolumab 480 mg IV every
4 weeks for 9 cycles
Andre T, Tougeron D, Piessen G, et al. Neoadjuvant Nivolumab Plus Ipilimumab and Adjuvant Nivolumab in Localized Deficient Mismatch
Ref. Repair/Microsatellite Instability-High Gastric or Esophagogastric Junction Adenocarcinoma: The GERCOR NEONIPIGA Phase Il Study. J Clin Oncol

Pembrolizumab

Route of

weeks

Drug Combination Dosage L Times Frequency/Duration Notes
administration
followed by surgery and
every 3 weeks for . .
) adjuvant pembrolizumab
Pembrolizumab 200 mg v D1 at least 12 total

200 mg 1V every 3 weeks

for 16 cycles

Ref.

Tumors. J Clin Oncol 2023;41:2181-2190.

Ludford K, Ho WJ, Thomas JV, et al. Neoadjuvant Pembrolizumab in Localized Microsatellite Instability High/Deficient Mismatch Repair Solid

21




Chung Shan Medical University Hospital § lﬁ IE'E/’JE‘ :fE] 51 Clinical Guideline 2026 version 17.1

v

NEOADJUVANT OR PERIOPERATIVE IMMUNOTHERAPY
USEFUL IN CERTAIN CIRCUMSTANCES
(MSI-H/dMMR tumors)
Tremelimumab and durvalumabb (for neoadjuvant therapy only)

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tremelimumab 300 mg AV D1 For 12 weeks
preoperatively for 1
Durvalumab 1500mg v D1, 29, and 57 cycle only

Kelly RJ, Lee J, Bang YJ, et al. Safety and Efficacy of Durvalumab and Tremelimumab Alone or in Combination in Patients with Advanced Gastric
and Gastroesophageal Junction Adenocarcinoma. Clin Cancer Res 2020;26:846-854.

Ref. Pietrantonio F, Raimondi A, Lonardi S, et al. INFINITY: A multicentre, single-arm, multi-cohort, phase Il trial of tremelimumab and durvalumab as
neoadjuvant treatment of patients with microsatellite instability-high (MSI) resectable gastric or gastroesophageal junction adenocarcinoma (GAC/

GEJAC). Journal of Clinical Oncology 2023;41:358- 358.
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Preferred Regimens

Paclitaxel + Carboplatin

F T E

DEFINITIVE CHEMORADIATION

Clinical Guideline 2026 version 17.1

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 50 mg/m? \Y; D1
: Weekly for 5 weeks
Carboplatin AUC 2 v D1
Ref van Hagen P, Hulshof MC, van Lanschot JJ, et al. Preoperative chemoradiotherapy for esophageal or junctional cancer. N Engl J Med 2012;366:2074-
ef.
2084.
PF
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or 60 - 80 : i
) ) v D1 2 cycles with radiation
carboplatin (AUC 6) mg/m Cycled every 28 days
- —— followed by 2 cycles
) 600 - 800 continuous infusion over 24 for total 4 cycles ) L
Fluorouracil (5-FU) 5 v i without radiation
mg/m< /day hours daily,D1-4
or
Cispl_atin/or 30 - 4(3 " D1 3-4 cycles with
carboplatin (AUC3) mg/m Cycled every 14 days |radiation
Fluorouracil (5-FU) 1200 -1600 . for 6-8 cycles followed by 3-4cycles
_ v drip 46-48 hours, D1-2 . -
+ Leucovorin(200mg) mg/m? without radiation

Ref.

Minsky BD, Pajak TF, Ginsberg RJ, et al. INT 0123 (Radiation Therapy Oncology Group 94-05) phase Il trial of combinedmodality therapy for

esophageal cancer: high-dose versus standard-dose radiation therapy. J Clin Oncol 2002;20:1167-1174.

23




Chung Shan Medical University Hospital

v

Preferred Regimens
Cisplatin +UFUR

F T E

DEFINITIVE CHEMORADIATION

Clinical Guideline 2026 version 17.1

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
. ) 25-30 .
Cisplatin m/m? \Y D1 A8 24-48 /NS
200-250 Weekly for 5 weeks
UFUR ) PO Bid,D1-5 gAEEREATLNE
mg/m¢/day
lwase, H., Shimada, M., Nakamura, M., Nakarai, K., lyo, T., Kaida, S., Indo, T., Kato, E., Horiuchi, Y., & Kusugami, K. (2003). Concurrent
Ref. chemoradiotherapy for locally advanced and metastatic esophageal cancer: Long-term results of a phase 11 study of UFT/CDDP with radiotherapy.

International Journal of Clinical Oncology, 8(5), 305-311.

OTHER RECOMMENDED REGIMENS

Paclitaxel +cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 60 mg/m? v D1,8,15,22
lcycle
cisplatin 75 mg/m? AV D1
Ref Urba SG, Orringer MB, lanettonni M, et al. Concurrent cisplatin, paclitaxel, and radiotherapy as preoperative treatment for patients with locoregional
ef.

esophageal carcinoma. Cancer 2003;98:2177-2183.
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Postoperative adjuvant CCRT (for direct operation without CCRT)

PREFERRED REGIMENS

Paclitaxel + Carboplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 50 mg/m? \Y; D1
- Weekly for 5 weeks
Carboplatin AUC 2 v D1

Ni, W., Yu, S., Xiao, Z., Zhou, Z., Chen, D., Feng, Q., Liang, J., Lv, J., Gao, S., Mao, Y., Xue, Q., Sun, K., Liu, X., Fang, D., Li, J., Wang, D., Zhao, J.,
& Gao, Y. (2021). Postoperative adjuvant therapy versus surgery alone for stage 11B—I11 esophageal squamous cell carcinoma: A phase Il randomized

controlled trial. The Oncologist, 26(12), e2151-e2160.

Ref.
Chen, J., Pan, J., Liu, J., Li, J., Zhu, K., Zheng, X., Chen, M., Chen, M., & Liao, Z. (2013). Postoperative radiation therapy with or without concurrent

chemotherapy for node-positive thoracic esophageal squamous cell carcinoma. International Journal of Radiation Oncology, Biology, Physics, 86(4),

671-677. https://doi.org/10.1016/j.ijrobp.2013.03.004

Fluorouracil and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or )
: 60 - 80 mg/m v D1
carboplatin (AUC 6) Cycled every 28 days
) 600 - 800 continuous infusion over 24 hours for 2 cycles
Fluorouracil (5-FU) 5 v .
mg/m*/day daily,D1-4
or
Cisplatin/or 30 - 40 ma/m? " D1 Cveled 144
carboplatin (AUC 3) g ycled every ays
. i for 3 cycles
Fluorouracil (5-FU) 1200 -1600 mg/m? v drip 46-48 hours, D1-2
or
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Cisplatin 30mg/m? \Y; D1
Fluorouracil (5-FU) 800 mg/m2 AV continuous ir;f;T;ogfver 24 hours Weekly for weeks

Ref.

Adelstein, D. J., Rice, T. W., Rybicki, L. A., Saxton, J. P., Videtic, G. M. M., Murthy, S. C., Mason, D. P., Rodriguez, C. P., & lves, D. I. (2009).
Mature results from a phase |1 trial of postoperative concurrent chemoradiotherapy for poor prognosis cancer of the esophagus and
gastroesophageal junction. Journal of Thoracic Oncology, 4(10), 1264-1269. https://doi.org/10.1097/JTO.0b013e3181b9c8f2

Zhang, W.-W., Zhu, Y.-J., Yang, H., Wang, Q.-X., Wang, X.-H., Xiao, W.-W., Li, Q.-Q., Liu, M.-Z., & Hu, Y.-H. (2015). Concurrent radiotherapy and
weekly chemotherapy of 5-fluorouracil and platinum agents for postoperative locoregional recurrence of oesophageal squamous cell carcinoma.
Scientific Reports, 5, 8071.

Cisplatin +UFUR

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 25 - 30 mg/m? \V; D1 . .
P L I 24-48 /\FSESTS
UFUR 200-250 PO Bid D15 Weekly for 5 weeks
I 1] - Ay P Prlan
mg/m?/day AEENEALNE
Iwase, H., Shimada, M., Nakamura, M., Nakarai, K., lyo, T., Kaida, S., Indo, T., Kato, E., Horiuchi, Y., & Kusugami, K. (2003). Concurrent
Ref.

chemoradiotherapy for locally advanced and metastatic esophageal cancer: Long-term results of a phase Il study of UFT/CDDP with radiotherapy.
International Journal of Clinical Oncology, 8(5), 305-311.
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Nivolumab
Drug Combination Dosage | Route of administration Times Frequency/Duration Notes
240 mg or followed by Nivolumab 480 mg every
. every 14 days . .
Nivolumab HE v D1 28 days - Maximum treatment duration
for 16 weeks
3mg/kg of 1 year
Kelly R, Ajani J, Kuzdzal J, et al. Adjuvant nivolumab in  resected esophageal or gastroesophageal junction cancer following neoadjuvant chemoradiation
Ref. therapy: first results of the CheckMate 577 study. [abstract]. Presented at the Oral Presentation presented at the ESMO 2020 Annual Meeting; September

19-21, 2020; Virtual Meeting.

Other Recommended Regimens

for patient can't afford adjuvant ICI » may consider complete chemotherapy course(2-4 cycle)
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PERIOPERATIVE SYSTEMIC THERAPY (Esophagogastric Junction adenocarcinoma )

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Fluorouracil (5-FU) 2600 mg/m? v drip 46-48 hours, D1-2
Leucovorin 200 mg/m? v drip 46-48 hours, D1-2 Cycled every 14days |4 cycles preoperative and
Oxaliplatin 85 mg/m? v D1 for total 8 cycles 4 cycles postoperative
Docetaxel 30 mg/m? v D1
Al-Batran S-E, Homann N, Pauligk C, et al. Perioperative chemotherapy with fluorouracil plus leucovorin, oxaliplatin, and docetaxel versus fluorouracil or
Ref. capecitabine plus cisplatin and epirubicin for locally advanced, resectable gastric or gastrooesophageal junction adenocarcinoma (FLOG4): a randomised,

phase 2/3 trial. Lancet 2019;393:1948-1957.

FLOT +durvalumab

Drug Combination( Dosage Route of administration Times Frequency/Duration Notes
durvalumab 1500 v D1 2cycles preoperative and
Fluorouracil (5-FU) 2600 mg/m? v drip 46-48 hours, D1-2,15-16 2cycles postoperative
Leucovorin 200 mg/m? v drip 46-48 hours, D1-2,15-16 Cycled every 28days [|followed by Durvalumab
Oxaliplatin 85 mg/m2 v D1 for total 4cycles  |1500 mg IV on Day 1
every 4 weeks for 10
Docetaxel 30 mg/m? AV} D1 additional cycles
Ref Janjigian YY, Al-Batran SE, Wainberg ZA, etal. Perioperative durvalumab in gastric and gastroesophageal junction cancer. N Engl J Med 2025;393:217-

230.
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PERIOPERATIVE SYSTEMIC THERAPY (Esophagogastric Junction adenocarcinoma )

OTHER RECOMMENDED REGIMENS
Fluorouracil+Cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 50 mg/m? v D1 Cycled every 14days |4 cycles preoperative and
Fluorouracil (5-FU) 2000 mg/m? v drip 46-48 hours, D1-2 for total 8 cycles 4 cycles postoperative

Ref National Comprehensive Cancer Network. (2025). NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines® ): Esophageal and Esophagogastric
ef.
Junction Cancers (Version 4.2025).

Fluoropyrimidine and oxaliplatin

Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
) continuous infusion over 24 hours
Fluorouracil (5-FU) 1200mg/m?/day AV .
daily, D1 and 2 _
: Cycled every 14days |4 cycles preoperative and
Fluorouracil (5-FU) 400mg/m? IV push D1 _
) for total 8 cycles 4 cycles postoperative
Leucovorin 400mg/m? v D1
Oxaliplatin 85 mg/m? v D1

Ref Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206: a randomized phase |1 study of three chemotherapy regimens plus cetuximab
ef.
in metastatic esophageal and gastroesophageal junction cancers. J Clin Oncol 2016;34:2736-2742.
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PERIOPERATIVE SYSTEMIC THERAPY (Esophagogastric Junction adenocarcinoma )

OTHER RECOMMENDED REGIMENS

Fluoropyrimidine and oxaliplatin
Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
Fluorouracil (5-FU) 2600 mg/m? v drip 46-48 hours, D1-2
. ) Cycled every 14days |4 cycles preoperative and
Leucovorin 200 mg/m? v drip 46-48 hours, D1-2 ]
. for total 8 cycles 4 cycles postoperative
Oxaliplatin 85 mg/m? v D1

Al-Batran S-E, Hartmann JT, Probst S, et al. Phase 111 trial in metastatic gastroesophageal adenocarcinoma with fluorouracil,
leucovorin plus either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol

2008;26:1435-1442.

Ref.
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SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

PREFERRED REGIMENS

Cisplatin + Fluorouracil (5-FU)

F T E

Clinical Guideline 2026 version 17.1

Notes

Drug Combination Dosage | Route of administration Times Frequency/Duration
Cisplatin/or )
) 80 mg/m v D1
carboplatin (AUC 6)
- — - every 28 days
i 750 — 1000 continuous infusion over 24 hours daily,
Fluorouracil (5-FU) ) v
mg/m< /day D1-4

Ref.

Lorenzen S, Schuster T, Porschen R, 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 11 study of the Arbeitsgemeinschaft Internistische Onkologie. Ann Oncol 2009;20:1667-1673.

PFL
Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or 40 - 50
] v D1

carboplatin (AUC2) mg/m?

Leucovorin 200 mg/m? v drip 46-48 hours, D1-2 every 14 days

_ 1600-2000 .

Fluorouracil (5-FU) mg/m? v drip 46-48 hours, D1-2

Ref.

Anticancer Res 2008;28:1293

Hung TC et al. Weekly 24-hour infusional 5-fluorouracil as initial treatment for advanced gastric cancer with acute disseminated intravascular coagulation.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

PREFERRED REGIMENS

Cisplatin + Fluorouracil (5-FU) + nivolumab

Drug Combination Dosage | Route of administration Times Frequency/Duration Notes
Cisplatin/or )
i 80 mg/m v D1
carboplatin (AUC 6)
X X X every 28days
i 750 — 1000 continuous infusion over 24 hours
Fluorouracil (5-FU) v .
mg/m2/day daily,D1-4
nivolumab 240mg v D1 every 14 days per study maximum of 2 years
Ref. Doki Y, Ajani JA, Kato K, et al. Nivolumab combination therapy in advanced esophageal squamous-cell carcinoma. N Engl J Med 2022;386:449-462.

Cisplatin +Capecitabine + nivolumab

Drug Combination| Dosage |Route of administration Times Frequency/Duration Notes
Cisplatin 80 mg/m2 v D1
Capecitabine | 850-1000mg PO Bid,D1-14 every 21days
nivolumab 360mg v D1 per study maximum of 2 years
Kang YK, Kang WK, Shin DB, et al. Capecitabine/ cisplatin versus 5-fluorouracil/cisplatin as first-line therapy in patients with advanced gastric cancer: a
Ref. randomised phase 111 noninferiority trial. Ann Oncol 2009;20:666-673.
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PREFERRED REGIMENS
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SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

Cisplatin + Fluorouracil (5-FU) +Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 80 mg/m? IV D1
every 21days for
750 — 1000 continuous infusion over 24 hours
Fluorouracil (5-FU) v ) up to beycles
mg/m2/day daily,D1-4
Pembrolizumab 200mg v D1 every 21 days up to 2 years

Ref.

Sun JM, Shen L, Shah MA, et al. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line treatment of advanced oesophageal cancer

(KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancet 2021;398:759-771.

Cisplatin +Capecitabine +Pembrolizumab

Drug Combination | Dosage |Route of administration Times Frequency/Duration Notes
Cisplatin 80 mg/m? v D1 every 21days for
6cycles(total of
Capecitabine 850-1000mg PO Bid,D1-14 18weeks)
Pembrolizumab 200mg v D1 every 21 days up to 2 years

Ref.

Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced gastric cancer (KEYNOTE-

859): a multicentre, randomised, double- blind, phase 3 trial. Lancet Oncol 2023;24:1181- 1195.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

PREFERRED REGIMENS

Nivolumab+ipilimumab

Drug Combination | Dosage |Route of administration Times Frequency/Duration Notes
Nivolumab 3 mg/kg v D1 every 2 weeks .
— (per study, maximum of 2 years)
Ipilimumab 1 mg/kg v D1 every 6 weeks
Ref. Doki Y, Ajani JA, Kato K, et al. Nivolumab Combination Therapy in Advanced Esophageal Squamous-Cell Carcinoma.N Engl J Med 2022;386:449-462.

Tislelizumab-jsgr with (fluoropyrimidine or taxol) and (oxaliplatin or cisplatin )

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tislelizumab 200mg v D1 every 21 days
+
Oxaliplatin 85 mg/m2 \Y on Day 1
- Cycled every 14 days
Leucovorin 200 mg/m2 v continuous infusion over 24 hours on D1
For 12cycles
Fluorouracil 1200 mg/m2/day v continuous infusion over 24 hours on D1 ~ D2
or
Capecitabine 850-1000 mg/m2 PO BID.On D 1-14
] ] drip 120 mins, on Day 1 Cycled every 21 days
Oxaliplatin 130 mg/m2 \% _
(per study maximum of 6 doses)
or
Cisplatin 60-80 mg/m2 \Y onD1 Cycled every 21 days
Fluorouracil 750 — 1000 mg/m2/day v continuous infusion over 24 hours on Day 1-4 for 6 cycles
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or
Cisplatin 60-80 mg/m2 \V on D 1(per study maximum of 6 doses)
. Cycled every 21 days
Capecitabine 850-1000 mg/m2 PO BID.On D 1-14
or
. . drip 120 mins, on Day 1
Oxaliplatin 130 mg/m2 \Y _
(per study maximum of 6 doses) Cycled every 21 days
Paclitaxel 175mg/m?2 \ D1
or
Cisplatin 60-80 mg/m2 v on D 1(per study maximum of 6 doses)
N Cycled every 21 days
Paclitaxel 175mg/m2 \Y D1

1. QiuMZ, Oh DY, Kato K, et al. RATIONALE-305,Investigators. Tislelizumab plus chemotherapy versus placebo plus chemotherapy as first line treatment for
Ref advanced gastric or gastro- oesophageal junction adenocarcinoma:RATIONALE-305 randomised, double blind, phase 3 trial. BMJ 2024;385:e078876.
' 2. XuJ, Kato K, Raymond E, et al. Tislelizumab plus chemotherapy versus placebo plus chemotherapy as first-line treatment for advanced or metastatic
oesophageal squamous cell carcinoma (RATIONALE-306): a global, randomised, placebo-controlled, phase 3 study. Lancet Oncol 2023;24:483-495.

OTHER RECOMMENDED REGIMENS
Fluorouracil and irinotecan

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 180 mg/m2 v D1
Leucovorin 400 mg/m2 v on Day 1
Cycled every 14 days

Fluorouracil 400 mg/m2 IV Push on Day 1

Fluorouracil 1200 mg/m2/days v IV continuous infusion over 24 hours daily on Days 1 and 2
Guimbaud R, Louvet C, Ries P, et al. Prospective, randomized, multicenter, phase 111 study of fluorouracil, leucovorin, and irinotecan versus epirubicin, cisplatin,

Ref. and capecitabine in advanced gastric adenocarcinoma: a French Intergroup (Federation Francophone de Cancerologie Digestive, Federation Nationale des

Centres de Lutte Contre le Cancer, and Groupe Cooperateur Multidisciplinaire en Oncologie) study. J Clin Oncol 2014;32:3520-3526.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

OTHER RECOMMENDED REGIMENS

Paclitaxel with or without carboplatin or cisplatin

Route of
Drug Combination Dosage . i Times Frequency/Duration Notes
administration
Paclitaxel 175 mg/m2 v on Day 1
- Cycled every 21 days
Carboplatin AUC 5 v on Day 1
or
Paclitaxel 60-80 mg/m2 v on D1,8,15
- - Cycled every 28 days
Cisplatin 70-80 mg/m2 v on Day 1
or
Paclitaxel 135-200mg/m2 v on Day 1
- . Cycled every 21 days
Cisplatin 75 mg/m2 v on Day 1
or
Paclitaxel 90 mg/m2 v on Day 1
- - Cycled every 14 days
Cisplatin 50 mg/m2 v on Day 1
or
Paclitaxel 135-250mg/m2 v on Day 1 Cycled every 21 days
or
Paclitaxel 60-80 mg/m2 v on D1,8,15 Cycled every 28 days
1. Gadgeel SM, Shields AF, Heilbrun LK, et al. Phase Il study of paclitaxel and carboplatin in patients with advanced gastric cancer. Am J Clin Oncol 2003;26:37-41.
Ref. 2. llson DH, Forastiere A, Arquette M, et al. A phase 1l trial of paclitaxel and cisplatin in patients with advanced carcinoma of the esophagus. Cancer J 2000;6:316-

323.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

OTHER RECOMMENDED REGIMENS

Ref.

3. Petrasch S, Welt A, Reinacher A, et al. Chemotherapy with cisplatin and paclitaxel in patients with locally advanced, recurrent or metastatic oesophageal cancer.
Br J Cancer 1998;78:511-514.

4. Ajani JA, llson DH, Daugherty K, et al. Activity of taxol in patients with squamous cell carcinoma and adenocarcinoma of the esophagus. J Natl Cancer Inst
1994;86:1086-1091.

5. Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase Il study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without
severe peritoneal metastasis after failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 trial. J Clin Oncol 2013;31:4438-
4444,

Docetaxel with or without cisplatin

Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
Docetaxel 70-85 mg/m2 v D1
- - every 21 days
Cisplatin 70-75 mg/m2 v D1
or
Docetaxel 30 - 35 mg/m? v D1-8 every 21 days
or
Docetaxel 22 - 25 mg/m? v D1-8-15 every 28 days
or
Docetaxel 60-75mg/m2 v D1 every 21 days
1.Ajani JA, Fodor MB, Tjulandin SA, et al. Phase Il multi-institutional randomized trial of docetaxel plus cisplatin with or without fluorouracil in patients with
Ref. untreated, advanced gastric, or gastroesophageal adenocarcinoma. J Clin Oncol 2005;23:5660-5667.

2.Kim JY, Do YR, Park KU, et al. A multi-center phase Il study of docetaxel plus cisplatin as first-line therapy in patients with metastatic squamous cell esophageal

cancer. Cancer Chemother Pharmacol 2010;66:31-36.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

OTHER RECOMMENDED REGIMENS

F T E

Clinical Guideline 2026 version 17.1

Fluoropyrimidine
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Leucovorin 400 mg/m2 v D1
Fluorouracil 400 mg/m2 IV Push D1
] ] ] Cycled every 14 days
i 1200 IV continuous infusion over 24 hours
Fluorouracil v .
mg/m2/days daily on Days 1 and 2
or
_— 850-1000
Capecitabine PO BID,on D 1-14 Cycled every 21 days
mg/m2
or
i 750 — 1000 continuous infusion over 24 hours
Fluorouracil v . Cycled every 28 days
mg/m2/day daily,D1-4
1. Bouche O, Raoul JL, Bonnetain F, et al. Randomized multicenter phase |1 trial of a biweekly regimen of fluorouracil and leucovorin (LV5FU2), LV5FU2 plus
cisplatin, or LV5FU2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive Group
Study-FFCD 9803. J Clin Oncol 2004;22:4319-4328.
Ref. 2. Ohtsu A, Shimada Y, Shirao K, et al. Randomized phase 11 trial of fluorouracil alone versus fluorouracil plus cisplatin versus uracil and tegafur plus mitomycin

in patients with unresectable, advanced gastric cancer: The Japan Clinical Oncology Group Study (JCOG9205). J Clin Oncol 2003;21:54-59.

3. Hong YS, Song SY, Lee SI, et al. A phase 1l trial of capecitabine in previously untreated patients with advanced and/or metastatic gastric cancer. Ann Oncol

2004;15:1344-1347.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)
OTHER RECOMMENDED REGIMENS
Docetaxel, cisplatin, and fluorouracil

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Docetaxel 40 mg/m2 v on Day 1
Leucovorin 400 mg/m2 v on Day 1
Fluorouracil 400 mg/m2 v on Day 1
- - - Cycled every 14 days
) 1000 IV continuous infusion over 24
Fluorouracil v .
mg/m2/day hours daily on Days 1 and 2
Cisplatin 40 mg/m2 v on Day 3
1. Shah MA, Janjigian YY, Stoller R, et al. Randomized multicenter phase 1l study of modified docetaxel, cisplatin, and fluorouracil (DCF) versus DCF plus growth
Ref factor support in patients with metastatic gastric adenocarcinoma: a study of the US Gastric Cancer Consortium. J Clin Oncol 2015;33:3874-3879.
ef.
2. Blum Murphy MA, Qiao W, Mewada N, et al. A phase I/11 study of docetaxel, oxaliplatin, and fluorouracil (D-FOX) chemotherapy in patients with untreated
locally unresectable or metastatic adenocarcinoma of the stomach and gastroesophageal junction. Am J Clin Oncol 2018;41:321-325.
S-1(TS-1)
Drug Combination Dosage Route of administration Times Frequency/Duration Notes

Tegafur/potassium )
. . 40mg PO Bid BSA <1.25
oxonate/gimeracil

or 4 weeks on, 2 weeks off (or 2 weeks

on, 1 weeks off), for 1 year

Tegafur/potassium .
50mg PO Bid BSA 1.25-15

oxonate/gimeracil
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

OTHER RECOMMENDED REGIMENS

Tegafur/potassium

oxonate/gimeracil

60mg PO Bid BSA =15

Ref.

Sakuramoto S, et al. Adjuvant chemotherapy for gastric cancer with S-1, an oral fluoropyrimidine. N Engl J 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 I. -Narushima K. -

Hanaoka T. - Tochigi T. -Semba Y. -Qin W. -Matsubara H. Department of Frontier Surgery, Graduate School of Medicine, Chiba University, Chiba, Japan
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
ADENOCARCINOMA (FIRST-LINE THERAPY)
HER2 overexpression-positive
Trastuzumab with chemotherapy(Fluoropyrimidine and oxaliplatin)

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
8 mg/kg 1V loading dose
Trastuzumab on Day 1 of cycle 1, v drip 90 mins, then 60 mins, day 1 every 21 days
then 6 mg/kg
or
6 mg/kg IV loading dose
Trastuzumab on Day 1 of cycle 1, v drip 90 mins, then 60 mins, day 1 every 14 days
then 4 mg/kg
Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in combination with chemotherapy versus chemotherapy
Ref. alone for treatment of HER2- positive advanced gastric or gastro-oesophageal junction cancer (ToGA): a phase 3, HER?
open-label, 4landomized controlled trial. Lancet 2010;376:687- 697. overexpression-
+ positive
Oxaliplatin 85 mg/m2 v on Day 1
. continuous infusion over 24 hours
Leucovorin 200 mg/m2 v
on Day 1 Cycled every 14 days
_ continuous infusion over 24 hours
Fluorouracil 2600 mg/m2 v
on Day 1
or
Capecitabine 850-1000 mg/m2 PO BID.On D 1-14
— - - Cycled every 21 days
Oxaliplatin 130 mg/m2 v drip 120 mins, on Day 1
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or
Capecitabine 625 mg/m2 BID PO onD 1-14 Cycled every 21 days

Oxaliplatin 85 mg/m2 v on Day 1
1 Al-Batran S-E, Hartmann JT, Probst S, et al. Phase 111 trial in metastatic gastroesophageal adenocarcinoma with fluorouracil, leucovorin plus either oxaliplatin
or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol 2008;26:1435-1442.
2 Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206: a randomized phase 1l study of three chemotherapy regimens plus cetuximab in

Ref metastatic esophageal and gastroesophageal junction cancers. J Clin Oncol 2016;34:2736-2742.

2012;48:518-526.
4 Macdonald JS, Smalley SR, Benedetti J, et al. Chemoradiotherapy after surgery compared with surgery alone for adenocarcinoma of the stomach or

gastroesophageal junction. N Engl J Med 2001;345:725-730.

3 Kim GM, Jeung HC, Rha SY, et al. A randomized phase Il trial of S-1-oxaliplatin versus capecitabine- oxaliplatin in advanced gastric cancer. Eur J Cancer

Trastuzumab with chemotherapy(Fluoropyrimidine and cisplatin)

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
8 mg/kg 1V loading
Trastuzumab dose on Day 1 of v drip 90 mins, then 60 mins, day 1 every 21 days
cycle 1, then 6 mg/kg
or
- HER2
6 mg/kg 1V loading .
) ) _ overexpression-
Trastuzumab dose on Day 1 of v drip 90 mins, then 60 mins, day 1 every 14 days positive
cycle 1, then 4 mg/kg
Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in combination with chemotherapy versus chemotherapy alone for
Ref. treatment of HER2- positive advanced gastric or gastro-oesophageal junction cancer (ToGA): a phase 3, open-label, 42andomized

controlled trial. Lancet 2010;376:687- 697.
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+
Cisplatin 75-100 mg/m2 v on Day 1
. continuous infusion over 24 hours Cycled every 28 days
Fluorouracil 750-1000 mg/m2/day v ]
daily on Days 1-4
or
Cisplatin 50 mg/m2 v on Day 1
i IV continuous infusion over 24
Leucovorin 200 mg/m2 v )
hours daily on Day 1 Cycled every 14 days
_ IV continuous infusion over 24
Fluorouracil 2600 mg/m2 v )
hours daily on Day 1
or
Cisplatin 80 mg/m2 v daily on Day 1
. Cycled every 21 days
Capecitabine 850-1000 mg/m2 PO BID,on D1-14

Ref.

1.Lorenzen S, Schuster T, Porschen R, 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 1l study of the Arbeitsgemeinschaft Internistische Onkologie. Ann Oncol

2009;20:1667-1673.

2.Al-Batran S-E, Hartmann JT, Probst S, et al. Phase 11 trial in metastatic gastroesophageal adenocarcinoma with fluorouracil, leucovorin plus either

oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol 2008;26:1435-1442.

Bouche O, Raoul JL, Bonnetain F, et al. Randomized multicenter phase Il trial of a biweekly regimen of fluorouracil and leucovorin (LV5FU2), LV5FU2 plus

cisplatin, or LV5FU2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive

Group Study-FFCD 9803. J Clin Oncol 2004;22:4319-4328.

3.Kang YK, Kang WK, Shin DB, et al. Capecitabine/cisplatin versus 5-fluorouracil/cisplatin as first-line therapy in patients with advanced gastric cancer: a

43andomized phase 111 noninferiority trial. Ann Oncol 2009;20:666-673.
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Trastuzumab and pembrolizumab with fluoropyrimidine and oxaliplatin or fluoropyrimidine and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
8 mg/kg loading dose
Trastuzumab on Day 1 of cycle 1, v drip 90 mins, then 60 mins, day 1 every 21 days
then 6 mg/kg
Pembrolizumab 200 mg v on Day 1 Cycled every 3 weeks
1. Janjigian YY, Kawazoe A, Bai Y, et al. Pembrolizumab plus trastuzumab and chemotherapy for HER2-positive gastric or gastro-
oesophageal junction adenocarcinoma: interim analyses from the phase 3 KEYNOTE-811 randomised placebo-controlled trial. Lancet
2023;402:2197-2208.
Ref. 2. 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, open-label, randomised controlled trial.
Lancet 2010;376:687- 697.
3. Janjigian YY, Kawazoe A, Yanez P, et al. The KEYNOTE-811 trial of dual PD-1 and HER2 blockade in HER2-positive gastric cancer. HER2 _
Nature 2021;600:727-730. OVErexpression-
+ positive
Capecitabine 850-1000 mg/m2 PO BID,D1-14
T 5 5 Cycled every 21 days
Oxaliplatin 130 mg/m2 v drip 120 mins, on Day 1
or
Cisplatin 80 mg/m2 v D1
. continuous infusion over 24 hours Cycled every 21 days
Fluorouracil 750-1000 mg/m2/day v i
daily on Days 1-4
or
Cisplatin 80 mg/m2 v D1
—— - Cycled every 21 days
Capecitabine 850-1000 mg/m2 PO Bid,D1-14

44




Chung Shan Medical University Hospital

F T E

Clinical Guideline 2026 version 17.1

v
1.Kim GM, Jeung HC, Rha SY, et al. A randomizedphase Il trial of S-1-oxaliplatin versus capecitabine- oxaliplatin in advanced gastric cancer. Eur J Cancer
2012;48:518-526.
Ref. 2.Janjigian YY, Kawazoe A, Yanez P, et al. TheKEYNOTE-811 trial of dual PD-1 and HER2 blockade in HER2-positive gastric cancer. Nature 2021;600:727-730.

randomised phase Il noninferiority trial. Ann Oncol 2009;20:666-673.

3.Kang YK, Kang WK, Shin DB, et al. Capecitabine/ cisplatin versus 5-fluorouracil/cisplatin as first-line therapy in patients with advanced gastric cancer: a

HER?2 overexpression-negative
Fluoropyrimidine (fluorouracila or capecitabine), oxaliplatin, and nivolumabb

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Oxaliplatin 130 mg/m2 v D1
Capecitabine 850-1000mg PO Bid,D1-14
every 21days per study
nivolumab 360mg v D1 maximum of 2
years
LJanjigian YY, Shitara K, Moehler M, et al. First-line nivolumab plus chemotherapy versus chemotherapy alone for advanced gastric, gastro-oesophageal
Ref. junction, and oesophageal adenocarcinoma (CheckMate 649): a randomised, open-label, phase 3 trial. Lancet 2021;398:27-40.

2 Doki Y, Ajani JA, Kato K, et al. Nivolumab combination therapy in advanced esophageal squamous-cell carcinoma. N Engl J Med 2022;386:449-462.
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Oxaliplatin + Fluorouracil (5-FU) +Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Oxaliplatin 85mg/m2 v D1
_ continuous infusion over 24 hours
Leucovorin 400mg v .
daily on Days 1 Cycled every 14 days for up to
: 9 cycles (total 18 weeks
Fluorouraci 400mg IV push D1 yeles ( )
: continuous infusion over 24 hours
Fluorouraci 1200mg/m?/day v )
daily on Days 1 and 2
Pembrolizumab 200mg v D1 every 21 days up to 2 years

Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced gastric cancer (KEYNOTE-
859): a multicentre, randomised, double- blind, phase 3 trial. Lancet Oncol 2023;24:1181- 1195.

Ref.

Oxaliplatin + Capecitabine +Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Oxaliplatin 130mg/m2 v D1 every 21days for 6cycles(total
Capecitabine 850-1000mg PO Bid,D1-14 of 18weeks)
Pembrolizumab 200mg v D1 every 21 days up to 2 years
Ref Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced gastric cancer
ef.
(KEYNOTE-859): a multicentre, randomised, double- blind, phase 3 trial. Lancet Oncol 2023;24:1181- 1195.
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Cisplatin + Fluorouracil (5-FU) +Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 80 mg/m? \Y; D1
) 750-1000 continuous infusion over 24 hours every 21days for 6cycles
Fluorouracil (5-FU) 5 v )
mg/m< /day daily on Days 1-4
Pembrolizumab 200mg v D1 every 21 days up to 2 years
Ref Sun JM, Shen L, Shah MA, et al. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line treatment of advanced oesophageal cancer (KEYNOTE-
ef.
590): a randomised, placebo-controlled, phase 3 study. Lancet 2021;398:759-771.

Cisplatin +Capecitabine +Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Cisplatin 80 mg/m? v D1 every 21days for
Capecitabine 850-1000mg PO Bid,D1-14 6cycles(total of 18weeks)
Pembrolizumab 200mg v D1 every 21 days up to 2 years

Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced

Ref.
gastric cancer (KEYNOTE-859): a multicentre, randomised, double- blind, phase 3 trial. Lancet Oncol 2023;24:1181- 1195.
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Tislelizumab-jsgr with fluoropyrimidine and oxaliplatin or cisplatin
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tislelizumab 200mg \Y; D1 every 21 days
+
Oxaliplatin 85 mg/m2 \% on Day 1
- Cycled every 14 days
Leucovorin 200 mg/m2 v continuous infusion over 24 hours on D1
For 12cycles
Fluorouracil 1200 mg/m2/day v continuous infusion over 24 hours on D1 ~ D2
or
Capecitabine 850-1000 mg/m2 PO BID.On D 1-14
. . drip 120 mins, on Day 1 Cycled every 21 days
Oxaliplatin 130 mg/m2 \Y _
(per study maximum of 6 doses)
or
Cisplatin 60-80 mg/m?2 v onD1
Cycled every 21 days
. 750 — 1000 _ o
Fluorouracil v continuous infusion over 24 hours on Day 1-4 for 6 cycles
mg/m2/day
or
Cisplatin 60-80 mg/m2 v on D 1(per study maximum of 6 doses)
. Cycled every 21 days
Capecitabine 850-1000 mg/m2 PO BID.On D 1-14
1. Qiu Mz, Oh DY, Kato K, et al. RATIONALE-305, Investigators. Tislelizumab plus chemotherapy versus placebo plus chemotherapy as first line treatment for
Ref advanced gastric or gastro- oesophageal junction adenocarcinoma:RATIONALE-305 randomised, double blind, phase 3 trial. BMJ 2024;385:e078876.
et. 2. Xu J, Kato K, Raymond E, et al. Tislelizumab plus chemotherapy versus placebo plus chemotherapy as first-line treatment for advanced or metastatic
oesophageal squamous cell carcinoma (RATIONALE-306): a global, randomised, placebo-controlled, phase 3 study. Lancet Oncol 2023;24:483-495.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
ADENOCARCINOMA (FIRST-LINE THERAPY)

HER2 Overexpression Negative, CLDN18.2 Positive

Drug Combination Dosage Route of administration Times Frequency/Duration Notes

800 mg/m2 first-dose only,
subsequent doses 400 mg/m2

Zolbetuximab-clzb v D1

on D 1 (per study maximum

Oxaliplatin 85 mg/m2 v
P g of 12 doses)

Leucovorin 400mg v D1 Cycled every 14 days

) continuous infusion over 24
Fluorouraci 400mg IV push )

hours daily on Days 1

) continuous infusion over 24

Fluorouraci 1200mg/m?/day v .
hours daily on Days 1 and 2
or

) 800 mg/m2 1V first-dose only,
Zolbetuximab-clzb v on Day 1
subsequent doses 600 mg/m2

on Day 1 (per stud

Oxaliplatin 130 mg/m2 vV _ yl(p y Cycled every 21 days
maximum of 8 doses)

Capecitabine 850-1000 mg/m2 BID PO on Days 1-14

1. Shitara K, Lordick F, Bang YJ, et al. Zolbetuximab plus mMFOLFOX®6 in patients with CLDN18.2- positive, HER2-negative, untreated,locally
advanced unresectable or metastatic gastric or gastro-oesophageal junction adenocarcinoma (SPOTLIGHT): a multicentre, randomised,

Ref. double- blind, phase 3 trial. Lancet 2023;401:1655-1668.

2. Shah MA, Shitara K, Ajani JA, et al. Zolbetuximab plus CAPOX in CLDN18.2-positive gastric or gastroesophageal junction
adenocarcinoma: the randomized, phase 3 GLOW trial. Nat Med 2023;29:2133-2141.
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Fluorouracil and irinotecan
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Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 180 mg/m2 v D1
Leucovorin 400 mg/m2 v on Day 1
Fluorouracil 400 mg/m2 IV Push on Day 1 Cycled every 14 days
. IV continuous infusion over 24 hours
Fluorouracil 1200 mg/m2/days v )
daily on Days 1 and 2
Guimbaud R, Louvet C, Ries P, et al. Prospective, randomized, multicenter, phase 111 study of fluorouracil, leucovorin, and irinotecan
Ref versus epirubicin, cisplatin, and capecitabine in advanced gastric adenocarcinoma: a French Intergroup (Federation Francophone de
' Cancerologie Digestive, Federation Nationale des Centres de Lutte Contre le Cancer, and Groupe Cooperateur Multidisciplinaire en
Oncologie) study. J Clin Oncol 2014;32:3520-3526.

Paclitaxel with or without carboplatin or cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 175 mg/m2 v on Day 1
- Cycled every 21 days
Carboplatin AUC5 v on Day 1
or
Paclitaxel 60-80 mg/m2 v on D1,8,15
X X Cycled every 28 days
Cisplatin 70-80 mg/m2 v on Day 1
or
Paclitaxel 135-200mg/m2 v on Day 1 Cycled every 21 days
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Cisplatin 75 mg/m2 v on Day 1
or
Paclitaxel 90 mg/m2 v on Day 1
Cisplatin 50 mg/m2 v on Day 1 Cycled every 14 days
or
Paclitaxel 135-250mg/m2 v on Day 1 Cycled every 21 days
or
Paclitaxel 60-80 mg/m2 v on D1,8,15 Cycled every 28 days
1. Gadgeel SM, Shields AF, Heilbrun LK, et al. Phase 11 study of paclitaxel and carboplatin in patients with advanced gastric cancer. Am J Clin Oncol 2003;26:37-41.
2. llson DH, Forastiere A, Arquette M, et al. A phase Il trial of paclitaxel and cisplatin in patients with advanced carcinoma of the esophagus. Cancer J 2000;6:316-
323.
3. Petrasch S, Welt A, Reinacher A, et al. Chemotherapy with cisplatin and paclitaxel in patients with locally advanced, recurrent or metastatic oesophageal cancer. Br
Ref. J Cancer 1998;78:511-514.

4. Ajani JA, llson DH, Daugherty K, et al. Activity of taxol in patients with squamous cell carcinoma and adenocarcinoma of the esophagus. J Natl Cancer Inst

1994;86:1086-1091.

5. Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase 111 study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without

severe peritoneal metastasis after failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 trial. J Clin Oncol 2013;31:4438-4444.

Docetaxel with or without cisplatin

Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
Docetaxel 70-85 mg/m2 v D1
- - every 21 days
Cisplatin 70-75 mg/m2 v D1
or
Docetaxel 30 - 35 mg/m? v D1-8 every 21 days
or

51




Chung Shan Medical University Hospital § lﬁ IE'E/’JE‘ :fE] 51 Clinical Guideline 2026 version 17.1

v
Docetaxel 22 - 25 mg/m? v D1-8-15 every 28 days
or

Docetaxel 60-75mg/m2 v D1 every 21 days
1.Ajani JA, Fodor MB, Tjulandin SA, et al. Phase Il multi-institutional randomized trial of docetaxel plus cisplatin with or without fluorouracil in patients with
untreated, advanced gastric, or gastroesophageal adenocarcinoma. J Clin Oncol 2005;23:5660-5667.

Ref. 2.Kim JY, Do YR, Park KU, et al. A multi-center phase Il study of docetaxel plus cisplatin as first-line therapy in patients with metastatic squamous cell esophageal

cancer. Cancer Chemother Pharmacol 2010;66:31-36.

Fluoropyrimidine

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Leucovorin 400 mg/m2 v D1
Fluorouracil 400 mg/m2 IV Push on Day 1
vorouract g . - - y Cycled every 14 days
) IV continuous infusion over 24 hours
Fluorouracil 1200 mg/m2/days v .
daily on Days 1 and 2
or
Capecitabine 850-1000 mg/m2 PO BID,on D 1-14 Cycled every 21 days
or

IV continuous infusion over 24 hours

Fluorouracil 750-1000mg/m2 v . Cycled every 28 days
daily on Days 1-4
1. Bouche O, Raoul JL, Bonnetain F, et al. Randomized multicenter phase Il trial of a biweekly regimen of fluorouracil and leucovorin (LV5FU2), LV5FU2 plus
cisplatin, or LV5FU2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive Group
Ref. Study-FFCD 9803. J Clin Oncol 2004;22:4319-4328.

2. Ohtsu A, Shimada Y, Shirao K, et al. Randomized phase 111 trial of fluorouracil alone versus fluorouracil plus cisplatin versus uracil and tegafur plus mitomycin

in patients with unresectable, advanced gastric cancer: The Japan Clinical Oncology Group Study (JCOG9205). J Clin Oncol 2003;21:54-59.
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3. Hong YS, Song SY, Lee SI, et al. A phase 1l trial of capecitabine in previously untreated patients with advanced and/or metastatic gastric cancer. Ann Oncol

2004;15:1344-1347.

Docetaxel, cisplatin or oxaliplatin, and fluorouracil

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Docetaxel 40 mg/m2 v on Day 1
Leucovorin 400 mg/m2 v on Day 1
Fluorouracil 400 mg/m2 v on Day 1
. . . Cycled every 14 days
_ IV continuous infusion over 24 hours
Fluorouracil 1000 mg/m2/day v _
daily on Days 1 and 2
Cisplatin 40 mg/m2 v on Day 3
or
Docetaxel 50 mg/m2 v on Day 1
Oxaliplatin 85 mg/m2 v on Day 1
Cycled every 14 days
_ IV continuous infusion over 24 hours
Fluorouracil 1200 mg/m2/day v

daily on Days 1 and 2

1. Shah MA, Janjigian YY, Stoller R, et al. Randomized multicenter phase 1l study of modified docetaxel, cisplatin, and fluorouracil (DCF) versus DCF plus growth
factor support in patients with metastatic gastric adenocarcinoma: a study of

Ref. the US Gastric Cancer Consortium. J Clin Oncol 2015;33:3874-3879.

2. Blum Murphy MA, Qiao W, Mewada N, et al. A phase I/11 study of docetaxel, oxaliplatin, and fluorouracil (D-FOX) chemotherapy in patients with untreated

locally unresectable or metastatic adenocarcinoma of the stomach and gastroesophageal junction. Am J Clin Oncol 2018;41:321-325.
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TS-1(TS-1)
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tegafur/potassium )
40mg PO Bid BSA<1.25
oxonate/gimeracil
OR 4 weeks on, 2 weeks off (or 2
: weeks on, 1 weeks off), for 1
Tegafur/potassium .
. . 50mg PO Bid year BSA1.25-15
oxonate/gimeracil
Tegafur/potassium .
60mg PO Bid BSA =15
oxonate/gimeracil

Ref.

Sakuramoto S, et al. Adjuvant chemotherapy for gastric cancer with S-1, an oral fluoropyrimidine. N Engl J 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 I. -Narushima K. -Hanaoka T. - Tochigi T. -Semba Y. -Qin W. -Matsubara H. Department of
Frontier Surgery, Graduate School of Medicine, Chiba University, Chiba, Japan
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
(SQUAMOUS CELL CARCINOMA AND ADENOCARCINOMA)

MSI-H/dMMR tumors (independent of PD-L1 status)

Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Pembrolizumab 200 mg v D1 Cycled every 21 days
or (up to 2 years)
Pembrolizumab 400 mg v D1 Cycled every 6weeks

Ref.

1.Kojima T, Shah MA, Muro K, et al. Randomized Phase |1l KEYNOTE-181 Study of Pembrolizumab Versus Chemotherapy in Advanced Esophageal Cancer. J

Clin Oncol 2020;38:4138-4148.
2. Lala M, Li TR, de Alwis DP, et al. A six-weekly dosing schedule for pembrolizumab in patients with cancer based on evaluation using modelling and simulation.

Eur J Cancer 2020;131:68-75.

Nivolumab and ipilimumab

Drug Combination

Dosage Route of administration Times Frequency/Duration Notes

For 16 weeks, followed by

Nivolumab 240 mg v every 2 weeks
Nivolumab 240 mg IV every 2
Ipilimumab 1 mg/kg \Y% every 6 weeks weeks or Nivolumab 480 mg IV
every 4 weeks (maximum of 2 years)
Ref Janjigian YY, Shitara K, Moehler M, et al. First-line nivolumab plus chemotherapy versus chemotherapy alone for advanced gastric, gastro-oesophageal junction,
er.

and oesophageal adenocarcinoma (CheckMate 649): a randomised, open-label, phase 3 trial. Lancet 2021;398:27-40.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
(ADENOCARCINOMA)
MSI-H/dMMR tumors (independent of PD-L1 status)

Fluoropyrimidine (fluorouracila or capecitabine), oxaliplatin, and nivolumab

Dru
) 9 ) Dosage Route of administration Times Frequency/Duration Notes
Combination
Nivolumab 360 mg v on Day 1 (per study maximum of 2 years)
Capecitabine |850-1000 mg/m2 PO BID.on D 1-14 Cycled every 21 days
Oxaliplatin 130 mg/m2 v on Day 1
or
Nivolumab 240 mg v on Day 1 (per study maximum of 2 years)
Oxaliplatin 85 mg/m2 v on Day 1
: continuous infusion over 24 hours daily
Leucovorin 400mg v
on Days 1 Cycled every 14 days
Fluorouraci 400mg IV push D1
. ) continuous infusion over 24 hours daily
Fluorouraci 1200mg/m</day v
on Days 1 and 2
Ref Janjigian YY, Shitara K, Moehler M, et al. First-line nivolumab plus chemotherapy versus chemotherapy alone for advanced gastric, gastro oesc
ef.
junction, and oesophageal adenocarcinoma (CheckMate 649): a randomised, open-label, phase 3 trial. Lancet 2021;398:2740.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
(ADENOCARCINOMA)
MSI-H/dMMR tumors (independent of PD-L1 status)

Fluoropyrimidine, oxaliplatin, and pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Pembrolizumab 200 mg v every 21 days for up to 2 years
Cycled every 21 days for up
Capecitabine 850-1000 mg/m2 PO BID, D1-14 to 6 cycles (total 18 weeks)
Oxaliplatin 130 mg/m2 v drip 90-120 mins, on Day 1
or
Pembrolizumab 200 mg v every 21 days for up to 2 years
Oxaliplatin 85 mg/m2 v on Day 1
: Cycled every 14 days for up
Leucovorin 400 mg/m2 v on Day 1
X to 9 cycles (total 18 weeks)
Fluorouracil 400 mg/m2 IV Push on Day 1
) IV continuous infusion over 24 hours daily
Fluorouracil 1200 mg/m2 v

on Days 1 and 2

Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced
gastric cancer (KEYNOTE-859): a multicentre, randomised, double- blind, phase 3 trial. Lancet Oncol 2023;24:1181- 1195.

Ref.
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SQUAMOUS CELL CARCINOMA(SECOND-LINE AND SUBSEQUENT THERAPY)

PREFERRED REGIMENS

Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

Nivolumab
Drug Combinatio Dosage Route of administration Times Frequency/Duration Notes
Nivolumab 240 mg/m2 v D1 every 14days )
for second-line therapy for esophageal
or
SCC
nivolumab 480mg v D1 every 28days
Ref Kato K, Cho BC, Takahashi M, et al. Nivolumab versus chemotherapy in patients with advanced oesophageal squamous cell carcinoma refractory or intolerant to
er.

previous chemotherapy(ATTRACTION-3): a multicentre, randomised, open- label, phase 3 trial. Lancet Oncol 2019;20:1506- 1517.

Pembrolizumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Pembrolizumab 200mg/m2 v D1 every 21days for second-line therapy for esophageal
or SCC with PD-L1 expression levels by
Pembrolizumab 400mg \Y% D1 every 6 weeks  [CPS of >=10

Ref.

1.Kojima T, Shah MA, Muro K, et al. Randomized Phase 11l KEYNOTE-181 Study of Pembrolizumab Versus Chemotherapy in Advanced Esophageal Cancer. J

Clin Oncol 2020;38:4138-4148.
2. Lala M, Li TR, de Alwis DP, et al. A six-weekly dosing schedule for pembrolizumab in patients with cancer based on evaluation using modelling and simulation.

Eur J Cancer 2020;131:68-75.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(SECOND-LINE AND SUBSEQUENT THERAPY)
Taxane
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Docetaxe 75-100mg/m2 v D1 every 21days
or
Paclitaxel 135-250mg/m2 v D1 every 21days
or
Paclitaxel 80mg/m2 v D1 weekly
or
Paclitaxel 80mg/m2 v D1,8,15 every 28days
1Albertsson M, Johansson B, Friesland S, et al. Phase 11 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;24:407-412.
2 Ford ER, Marshall A, Bridgewater JA, et al. Docetaxel versus active symptom control for refractory oesophagogastric
adenocarcinoma (COUGAR-02): an open-label, phase 3 randomised controlled trial. Lancet Oncol 2014;15:78-86.
3 Ajani JA, llson DH, Daugherty K, et al. Activity of taxol in patients with squamous cell carcinoma and adenocarcinoma of the
Ref. esophagus. J Natl Cancer Inst 1994;86:1086-1091.

4 llson DH, Wadleigh RG, Leichman LP, Kelsen DP. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann
Oncol 2007;18:898-902.
5 Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase 111 study comparing irinotecan with paclitaxel in patients with
advanced gastric cancer without severe peritoneal metastasis after failure of prior combination chemotherapy using

fluoropyrimidine plus platinum: WJOG 4007 trial J Clin Oncol 2013;31:4438-4444.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(SECOND-LINE AND SUBSEQUENT THERAPY)
Irinotecan
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 150-180mg/m2 v D1 every l4days
or
Irinotecan 125mg/m2 v D1,8 every 21days
or
Irinotecan 250-350mg/m2 v D1 every 21days
1.Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase 111 study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without
severe peritoneal metastasis after failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 trial J Clin Oncol 2013;31:4438-4444.
2. Sym SJ, Hong J, Park J, et al. A randomized phase Il study of biweekly irinotecan monotherapy or a combination of irinotecan plus 5-fluorouracil/ leucovorin
(mFOLFIRI) in patients with metastatic gastric adenocarcinoma refractory to or progressive after first-line chemotherapy. Cancer Chemother Pharmacol
Ref. 2013;71:481-488.

3 Fuchs CS, Moore MR, Harker G, et al. Phase 111 comparison of two irinotecan dosing regimens in second-line therapy of metastatic colorectal cancer. J Clin Oncol
2003;21:807-814.
4.Thuss-Patience PC, Kretzschmar A, Bichev D, etal. Survival advantage for irinotecan versus best supportive care as second-line chemotherapy in gastric cancer--a

randomised phase Il study of the Arbeitsgemeinschaft Internistische Onkologie (AlO). Eur J Cancer 2011;47:2306-2314.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

SQUAMOUS CELL CARCINOMA(SECOND-LINE AND SUBSEQUENT THERAPY)

Fluorouracil and irinotecan

Drug Combination Dosage R_Ol?te Of_ Times Frequency/Duration Notes
administration
Irinotecan 180 mg/m2 v D1
Leucovorin 400 mg/m2 v D1
Fluorouracil 400 mg/m2 IV Push D1 Cycled every 14
IV continuous infusion over days
Fluorouracil 1200 mg/m2/days v 24 hours daily on Days 1 and
2
Sym SJ, Hong J, Park J, et al. A randomized phase 11 study of biweekly irinotecan monotherapy or a combination of irinotecan plus 5-fluorouracil/ leucovorin
Ref. (mFOLFIRI) in patients with metastatic gastric adenocarcinoma refractory to or progressive after first-line chemotherapy. Cancer Chemother Pharmacol
2013;71:481-488.
Tislelizumab
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Tislelizumab 200mg v D1 every 21 days
1. Ajani J, El Hajbi F, Cunningham D, et al. Tislelizumab versus chemotherapy as second- line treatment for European and North American patients with
advanced or metastatic esophageal squamous cell carcinoma: a subgroup analysis of the randomized phase 111 RATIONALE-302 study.ESMO Open
Ref. 2024;9:102202.Esophageal Squamous Cell Carcinoma (RATIONALE-302): A Randomized Phase 111 Study. J Clin Oncol 2022;40:3065-3076.

2 Shen L, Kato K, Kim SB, et al. Tislelizumab Versus Chemotherapy as Second-Line Treatment for Advanced or Metastatic Esophageal Squamous Cell
Carcinoma (RATIONALE-302): A Randomized Phase 111 Study. J Clin Oncol 2022;40:3065-3076.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
SQUAMOUS CELL CARCINOMA(SECOND-LINE AND SUBSEQUENT THERAPY)
OTHER RECOMMENDED REGIMENS

Irinotecan and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 65mg/m2 v D1,8
Cycled every 21 days
cisplatin 25-30 mg/m2 v D1,8
1.Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206: a randomized phase 11 study of three chemotherapy
Ref. regimens plus cetuximab in metastatic esophageal and gastroesophageal junction cancers. J Clin Oncol 2016;34:2736-2742.
2.1lson DH. Phase Il trial of weekly irinotecan/cisplatin in advanced esophageal cancer. Oncology (Williston Park) 2004;18:22-25.

Docetaxel and irinotecan

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 50mg/m2 v D1,8
Cycled every 21 days
Docetaxel 35 mg/m2 v D1,8
Ref. Burtness B, Gibson M, Egleston B, et al. Phase Il trial of docetaxel-irinotecan combination in advanced esophageal cancer. Ann Oncol 2009;20:1242-1248.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
ADENOCARCINOMA (SECOND-LINE AND SUBSEQUENT THERAPY)

PREFERRED REGIMENS

Ramucirumab and paclitaxel

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 80mg/m2 v D1,8,15
- Cycled every 28 days
Ramucirumab 8mg/kg v D1,15

Ref.

Wilke H, Muro K, Van Cutsem E, et al. Ramucirumab plus paclitaxel versus placebo plus paclitaxel in patients with previously treated advanced gastric or gastro-

oesophageal junction adenocarcinoma (RAINBOW): a double- blind, randomised phase 3 trial. Lancet Oncol 2014;15:1224-1235.

Fam-trastuzumab deruxtecan-nxKi

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
(for HER2 overexpression-
Trastuzumab 6.4 mg/kg v D1 every 21 days . i
positive adenocarcinoma)
Ref. Shitara K, Bang YJ, lwasa S, et al. Trastuzumab Deruxtecan in Previously Treated HER2-Positive Gastric Cancer. N Engl J Med 2020;382:2419-2430
Taxane
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Docetaxe 75-100mg/m? v D1 every 21days
or
Paclitaxel 135-250mg/m? v D1 every 21days
or
Paclitaxel 80mg/m? \V} D1 weekly

or
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Paclitaxel 80mg/m? v D1,8,15 every 28days
1Albertsson M, Johansson B, Friesland S, et al. Phase 11 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;24:407-412.
2 Ford ER, Marshall A, Bridgewater JA, et al. Docetaxel versus active symptom control for refractory oesophagogastric adenocarcinoma (COUGAR-02): an open-
label, phase 3 randomised controlled trial. Lancet Oncol 2014;15:78-86.
3 Ajani JA, llson DH, Daugherty K, et al. Activity of taxol in patients with squamous cell carcinoma and adenocarcinoma of the esophagus. J Natl Cancer Inst

Ref. 1994;86:1086-1091.
4 llson DH, Wadleigh RG, Leichman LP, Kelsen DP. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol 2007;18:898-902.
5 Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase 111 study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without
severe peritoneal metastasis after failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 trial J Clin Oncol 2013;31:4438-
4444,
Irinotecan
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 150-180mg/m? v D1 every l4days
or
Irinotecan 125mg/m? v D1,8 every 21days
or
Irinotecan 250-350mg/m? v D1 every 21days
1.Hironaka S, Ueda S, Yasui H, et al. Randomized,open-label, phase 111 study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without
severe peritoneal metastasis after failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 trial J Clin Oncol 2013;31:4438-4444.
Ref. 2.Sym SJ, Hong J, Park J, et al. A randomized phase Il study of biweekly irinotecan monotherapy or a combination of irinotecan plus 5-fluorouracil/ leucovorin

(mFOLFIRI) in patients with metastatic gastric adenocarcinoma refractory to or progressive after first-line chemotherapy. Cancer Chemother Pharmacol 2013;71:481-

488.
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2003;21:807-814.

3 Fuchs CS, Moore MR, Harker G, et al. Phase |1l comparison of two irinotecan dosing regimens in second-line therapy of metastatic colorectal cancer. J Clin Oncol

4.Thuss-Patience PC, Kretzschmar A, Bichev D, etal. Survival advantage for irinotecan versus best supportive care as second-line chemotherapy in gastric cancer--a

randomised phase 111 study of the Arbeitsgemeinschaft Internistische Onkologie (AlO). Eur J Cancer 2011;47:2306-2314.

Fluorouracil and irinotecan

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 180 mg/m2 v D1
Leucovorin 400 mg/m2 v D1
Fluorouracil 400 mg/m2 IV Push D1 Cycled every 14 days
Fluorouracil 1200 mg/m2/days v v contlr_luous Infusion over 24
hours daily on Days 1 and 2
Sym SJ, Hong J, Park J, et al. A randomized phase 11 study of biweekly irinotecan monotherapy or a combination of irinotecan plus 5-fluorouracil/ leucovorin
Ref. (mFOLFIRI) in patients with metastatic gastric adenocarcinoma refractory to or progressive after first-line chemotherapy. Cancer Chemother Pharmacol 2013;71:481-
488.
Trifluridine and tipiracl
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
35 mg/m2 up to

Trifluridine and

(for third-line or subsequent

L a maximum dose PO Bid,on Days 1-5 and 8-12 Cycled every 28 days .
tipiracil therapy for EGJ adenocarcinoma)
of 80 mg per dose
Ref Shitara K, Doi T, Dvorkin M, et al. Trifluridine/tipiracil versus placebo in patients with heavily pretreated metastatic gastric cancer

(TAGS): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol 2018;19:1437-1448.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)
ADENOCARCINOMA (SECOND-LINE AND SUBSEQUENT THERAPY)

OTHER RECOMMENDED REGIMENS

Ramucirumab

Drug Combination

Dosage

Route of administration

Times

Frequency/Duration

Notes

Ramucirumab

8mg/kg

v

D1

Cycled every 14 days

Ref.

(REGARD): an international, randomised, multicentre, placebo-controlled, phase 3 trial. Lancet 2014;383:31-39.

Fuchs CS, Tomasek J, Yong CJ, et al. Ramucirumab monotherapy for previously treated advanced gastric or gastro-oesophageal junction adenocarcinoma

Irinotecan and cisplatin

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 65mg/m2 v D1,8
: : Cycled every 21 days
cisplatin 25-30 mg/m2 v D1,8
1.Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206: a randomized phase Il study of three chemotherapy regimens plus cetuximab
Ref. in metastatic esophageal and gastroesophageal junction cancers. J Clin Oncol 2016;34:2736-2742.
2.11son DH. Phase Il trial of weekly irinotecan/cisplatin in advanced esophageal cancer. Oncology (Williston Park) 2004;18:22-25.

Fluorouracil and irinotecan + ramucirumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Ramucirumab 8mg/kg v D1
Irinotecan 180mg/m2 v D1
Leucovorin 400 mg/m2 v D1 Cycled every 14 days (only for adenocarcinoma)
Fluorouracil 400 mg/m2 IV Push D1
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Fluorouracil

IV continuous infusion over 24
hours daily on Days 1 and 2

1200 mg/m2/days v

Ref.

Tabernero J, Yoshino T, Cohn AL, et al. Ramucirumab versus placebo in combination with second-line FOLFIRI in patients with metastatic colorectal

carcinoma that progressed during or after first-line therapy with bevacizumab, oxaliplatin, and a fluoropyrimidine (RAISE): a randomised, double-blind,

multicentre, phase 3 study. Lancet Oncol 2015;16:499-508.

irinotecan + ramucirumab

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Ramucirumab 8mg/kg v D1 .
- Cycled every 14 days (only for adenocarcinoma)
Irinotecan 180mg/m2 v D1
Ref Sakai D, Boku N, Kodera Y, et al. An intergroup phase 111 trial of ramucirumab plus irinotecan in third or more line beyond progression after ramucirumab for
ef.

advanced gastric cancer (RINDBeRG trial). J Clin Oncol 2018;36:TPS4138.

Docetaxel and irinotecan
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Irinotecan 50mg/m2 v D1,8
Cycled every 21 days
Docetaxel 35 mg/m2 v D1,8
Ref. Burtness B, Gibson M, Egleston B, et al. Phase Il trial of docetaxel-irinotecan combination in advanced esophageal cancer. Ann Oncol 2009;20:1242-1248.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

(SQUAMOUS CELL CARCINOMA AND ADENOCARCINOMA)

Useful in Certain Circumstances

For NTRK gene fusion-positive tumors

Regimen Entrectinib
BL(®?) Entrectinib 600 mg PO once daily
Ref Doebele RC, Drilon A, Paz-Ares L, et al. Entrectinib in patients with advanced or metastatic NTRK fusion- positive solid tumours: integrated analysis
€er.
of three phase 1-2 trials. Lancet Oncol 2020;21:271-282.
Regimen Larotrectinib
BL(®?) Larotrectinib 100 mg PO twice daily
Ref Drilon A, Laetsch TW, Kummar S, et al. Efficacy of larotrectinib in TRK fusion-positive cancers in adults and children. N Engl J Med 2018;378:731-
ef.
739.
Regimen Repotrectinib
Repotrectinib
160 mg PO Daily Days 1-14 of cycle 1
®r®2%) 160 mg PO BID Days 15-28 of cycle 1
160 mg PO BID Days 1-28 of cycle 2 and beyond
Cycled every 28 days
Ref Solomon BJ, Drilon A, Lin JJ, et al. 1372P Repotrectinib in patients (pts) with NTRK fusion- positive (NTRK+) advanced solid tumors, including
ef.

NSCLC: Update from the phase I/1l TRIDENT-1 trial. Annals of Oncology 2023;34:5787-S788.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

(SQUAMOUS CELL CARCINOMA AND ADENOCARCINOMA)

Useful in Certain Circumstances

For BRAF V600E-mutated tumors

Regimen Dabrafenib and trametinib
¥z Dabrafenib 150 mg PO twice daily
v .. .
Trametinib 2 mg PO daily
Ref Salama AKS, Li S, Macrae ER, et al. Dabrafenib and trametinib in patients with tumors with BRAF(V600E) mutations: Results of the NCI-MATCH
er.

trial subprotocol H. J Clin Oncol 2020;38:3895-3904.

For RET gene fusion-positive tumors

Regimen Selpercatinib
Selpercatinib
¥ Patients >=50 kg: 160 mg PO twice daily
Patients < 50 kg: 120 mg PO twice daily
Ref Salama AKS, Li S, Macrae ER, et al. Dabrafenib and trametinib in patients with tumors with BRAF(V600E) mutations: Results of the NCI-MATCH
er.
trial subprotocol H. J Clin Oncol 2020;38:3895-3904.
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Treatment Regimen

CCRT :
Definitive RT : Total dose of 45-60 Gy.
Neoadjuvant / Adjuvant RT : Total dose of 41.4-54 Gy.

Note : Radiotherapy should be delivered using intensity-modulated radiotherapy or more advanced techniques.

Chun, S. G., Skinner, H. D., & Minsky, B. D. (2017). Radiation therapy for locally advanced esophageal cancer. Surgical Oncology Clinics, 26(2), 257-276.
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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