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s Bl 5B 45 5] (Squamous Cell Carcinoma)

WORK-UP EVALUATION TREATMENT iy N "
| | 7 ~ Bl 6 #H 4 5] (Squamous Cell Carcinoma)

+ History and physical _.| Tis ad TIND l_.‘ Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) ‘ WORK-UP [ EVALUATION | ]
examination CBC and e ‘
chemistry profile ——I Medically unfit and resectable or p't refuses surgery |—_- £3 L= s

+ EGD and biopsy — + History 2nd physical examination PT1aN0 Endoscopic mucosal resection (EMR) or end 1 é (ESD) or E ‘

. pT+ N+ (CBC and chemistry profile

+ Chest or Abdominal CT / or ypTOMNO Observe and FIU iy i s
MRD ‘ or RO resection « Chest or Abdominal CT / MRI <T1b-T2, Mo '—-

 Esophagography and/or « PET/CT scan(if no svidence Ol 2™

:): 9 'F',‘ s il temiats T2 (high risk*) Nivehanab (category 1) of M1 disease)
N =8 | M TibT2, M- - -
+ PETICT scan R <T2140 (high
Neo-adjuvant —ev: Adjuvant CCRT/CT! -EUS [ § Tisk®) .

*Whele body, bane sea CCRT 1f no previous CCRT “Whole body bona scan cTIB-T2, 1

i =gty s Palliztive mazagsment
-PET/CT zean G saries
i Enoperable, or Swgsry refised [
_Upper abdominal sonography _bronchoscopy: for cervix, Inoperable, or Surgery refused
-bronchoseopy: for cervix, upper and/or middle third
S E—— -next-generation sequencing | <TbE N+ unable to tolerste CCRT Palliztive RT

Esophageal stext o

-next-generation sequencing l

(NGS) +Low risk: <3cm, well differentiated. Palliativ | <M1
‘High risk- >3cm, poorly differentiated *Low risk: <3cm, well differentiated.

*High risk: =3cm, poarly differentiated LVI(+)
*cT4b:Consider chemotherapy alone in the setting of invasicn
of trachea, great vessels, vertebral body, of heart

i 633 (Adenocarcinom) Ak 63 (Adenocarcinom)

WORK-UP EVALUATION TREATMENT =
| | I [ WORK-UP [ EVALUATION | TREATMENT |
- - Tis nd TIZNO —.I Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) | _..{ oTis | Ablation |
+ History and physical P
EE - : . RS -
tion CBC and g 5 trefis Endoscopic mucesal resection (EME) or (ESD)) or Esophagectom
examination = - —.| Medically unfit and resectable or p't refuses surgery }—-| CCRT |  Eiony s i s | |+ ‘
chemistry profile | B | == 3 A e ey et { Medically unfit and resectable or 't refuses swgery |—¥ cerr |
+ EGD and biopsy (low risk*) 0"“’“ =dF/Y i : || cTIb-T2, W0
- £GD md biopsy .
+ Chest or Abdominal CT / e s B Qowrisk¥) Medically &t amd [ Tis3T12 | —f Observe maFws |
1’ PP + Chest or Abdeminal €T / MEI Surgery
o ' : e
‘ PETIC p pT3, pT4a - -
A4 10 - + Esophagography and/or upper = = CIT, if received i NO{ligh Perioperative CTOCRT/ Cheane
* F Gl series 2 Gahad) Neo-adjuvant pesioperatively g emic therapy
— g CCRT Re-evaluation (category 1) Systemic therapy, if
=L u (category 1) received perioperatively
PETICT s (9T H e ey I -<: gy
+ Whole body bone scan
: ypT+ N+
Optional: —TrTET R1. R2 resection |—»| Adjuvant CCRTICTRT | - Esophagography andior upper Nivolrsh if neo-CC
-PETVCT scan - GI series 3TN seceived (categrry 1)
-EUS -Upper abdominal sonography -
~Upper abdominal sonography

“bronchoscopy: for cervix,

upper andlor middle third
o | [ T
ol :

04Gs)

“bronchoscopy: for cervix,
upper and/or middle third
-next-generation sequencing

(NGS)

T4.N+or M1

Systemic therapy, and/or

<M1 Palliative/Best supportive care

*Low risk: <3cm, well differentiated.
*High risk: >3cm, poorly differentiated.

*Low risk: <3cm, well differentiated.

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

*cTdb:Consider chemotherapy alone in the setting of invasion of trachea, great vessels, vertebral body, o heart
0
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*Best supportive care:

+ Obstruction: Stent, RT

* Nutrition: J-ube (for potential surgical candidate), PEG, G-tube
* Pain contrel: RT or medications

‘ FOLLOW-UP RECURRENCE PALLIATIVE THERAPY |

» History and physica | No previous CCRT |- CCRT |

examination

+ CBC, Biochemistry Q3-6M
_. Clhest‘CT e Previous CCRT Surgery or C/T or supportive treatment ‘
» PET/CT scan . :

+ Whole body bone scan M1 Lymphatic Disease Treat as inoperable lesion
Optional: —

*CXR Stage IV disease _S) stemic therapy

*PES/ Esoghagography Hematogenous Metastasis

(*— If symptomatic)

Best support care®

P T
Iy ¢ % ﬂ'fr‘i%
v
| FOLLOW-UP RECURRENCE PALLIATIVE THERAPY
ERGE
+ History and physical examination CCRT(preferred) or surgery or
o : , Prior surgery Systemic therapy or
« CBC, Biochemistry Q3-6M Mo previous CCRT Palliative Best supportive
+ Chest CT Q6M pm
« PET/CT scan(if no evidence
of M1 disesse)
BN
+ Whole body bone scan
*CXR
*DES/ Esophazography - Systamie therapy, andlor
(i - Metastanic disease Palliative/Best supportive care
*Best supportive care:

* Obstruction: Steat, RT
* Nutrition: J-mube (for potential surgical candidate), PEG, G-tube
* Pain control: BT or medications

¥ 13 |

PRINCIPLES OF SYSTEMIC THERAPY

Pri ive ch diation (Infusional Fluorouracil® can be replaced with Capecitabine)

I

Preferred Regimens

+ Paclitaxel and Carboplatin (category 1)!

+ Fluoruracil and cisplatin (category 1)

Other Recommended Regimens

+ Fluorouracil® and Oxaliplatin (category 1**

« Paclitaxel and fluorp idi i cil or capecitabine ) (category 2B)°

Perioperative Chemotherapy

Preferred Regimens

* Fluorouracil and Cisplatin (category 1)'*

» Fluoropyrimidine and Oxaliplatin®*

Other Recommended Regimens

= Fluorouracil.® Leucovorin, Oxaliplatin, and Docetaxel (FLOT)* (category 1)°

Neoadjuvant or Perioperative Inmunotherapy

Useful in Certain Circumstances
= MSI-H/Dmmr tumors®
iy

+ Nivohmab and ip followed by nivohmmab®!!
» Pembrolizumab %24
+ T and durvalmab for neoadj therapy only +1413

Definitive Chemoradiation (Infusional fluorouracil can be replaced with capecitabine)

Preferred Regimens
+ Paclitaxel and Carboplatin'

+ Fluorouracil and Cisplatin (category 1)'®

N

PRINCIPLES OF SYSTEMIC THERAPY

Squamon: Cell Carcimema

Fluor be replaced with UFUR)

BT E ATH
[Ereforred Regsmens

« Paclitaxel and carboplatin (category 1)°
= Flaorouracil and cisplasia (casegory 1)

= Fluorouracil and carboplatin(eGFR <60)

— il
BT =
* MSI-H/Dmaar tumors*
= Nivolumab and foliowed by "

* Pembrolizumab %1

» Tremelimumab asd durvabumab for secadjuvant herapy oaly '

Defumitive Ch cam be replaced with UFUR)

Preforred Fagumens
= Paclitxes] and Carboplaza’
= Flucrouracil and Cisplatin (category 13"

Dier Facommended Bogimay
- Cisplatin with Paclitaxel

FPesteperative Syitemic Therapy
Preferred Ragumens
- M after praops with and revidual pory 1)n2

for patiest caa™ afford adjurant ICT - ooy comuider complete chemother apy coune(l-4 cycle)

Exophagegasric Juscrion adenocarcinsma

Perioperative Systemic Therapy (Tafusional Fleorouracid® can be replaced with Capecitabiae or UFUR)

Preferred Fagsmens

* Fluorouracil,? lewcovoria, oxaliplatia_snd docetaxel (FLOT) ' -2 feasepory 1)
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Other Recommended Regimens
» Fluorouracil® and Oxaliplatin (category 1)**
» Cisplatin with Docetaxel or Paclitaxel'™*

Postoperative Systemic Therapy

Preferred Regimens

» Nivolumab only after precperative chemoradiation with R0 resection and residual disease (category 1=
Other Recommended Regimens
« Fluorpy
» Paclitaxlcarbo
« Capecitabine and oxaliplatin **
» Fluorouracil® and oxaliplatin

il* or capecitabine)

"L eucovorin is indicated with certain based regimens. Depending on
important information regarding the Leucovorin shortage, please see the Discussion
“Due to toxicity, th g regimens are d only in selact patients who are medically fit.

The use of this regimen and dosing schedules is based on extrapelations from published literature and clinical practice
#Sas NCCN Guidslines for of y-Ral

- these remimens may be used with or without Leucovonn. Far

d Toxicities.

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

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

ATH

» FLOT + durvahmb for FD-LL CPE21 or TAP=1% (camgory 1 for EG adon
‘Dthar Faecommanded Regimans
+ Flaorowracil and cisplat (casgary 1)

cagery 1A fr i iz

i

The salection, dosing, and adneimistration of anticancer agents and the pomagement of associated toxicities 2re complax. Modifications of drag doss and schoduls md initiation
of rappartve 2 Eiervetions am offen necsssary becaane of spected toxicities and hecrzie of mdbidual patiant varihility, prior matitional statns, and.

‘Seatmant,
c,mhﬂnyThnupmldn.humdmwﬁmﬁmnqmmahﬂﬁmﬂnh:qmmmdmhmdmmmdhmmmuf
associzbed fowicition in patiant

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

Nt e mry
* Oxaliplatin is generally preferred over Cisplatin due to lower toxicity. {2 & (R /¥ #4750 -

Preferred Rezimens
+ HER2 positive ad
FI pyrimsiddin (i i or dindyand and T
Fl 3 fl I or bine) and cisplatin and trastuzumab (category 1)***
+ HER2 ovemxpms;ion negative®

id o bi

=\
N

PRINCIPLES OF SYSTEMIC THERAFY
Advanced, Recurr or Metastatic Disease
SQUAMOUS CELL CARCINOMA

temic Therapy for Unresectable Loc: ere local ther: 1s mot indical

[First-Line Therapy

Pmﬂemed Regimens

D ¢ il® or , cisplatin, and nivolumab for PD-L1 CPS =1 (category 1)'5®
r pryrimidi \" "'m itabi u"p]atln, lizumab for PD-L1 CPS =1 (category 1)2528
- FL Fo and cisplafin’ 330 =

+ Nivolumab and l;nlmmmzb far PD-LI CPS = 1‘*15"

+ Paclitaxel with or without cisplatin or carboplatin %3¢
+ Docetaxel with or without cisplatin 1%
i 1263940 ¢y, S Ce

or
1, cisplatin or oxal and fu
« Docetaxel, carboplatin, and fluorouracil (category 2B)\*

+F

Doedks ]

i 5 i i . MSI H/AMMR. UMM ooy (independent of PD-L1 status)®

(categnry 1 for PD-LL CPS 2 5; category 2B for PD-LI CPS <54 e md

F il’ or and for cell fon v =

7 o o vo o Other Recommended Regimens

= o i Coplatin, anclod el - + Fluorouractl®® and mnotecan? s

+ Pachtaxel with or without carboplatin or cisplatis

(category 2A for PD-LL CPS 2 10; category 28 for ml) -L1 cp: m:f'::z‘m 2 Lows o it ]“"mqg g cispl

Fl bine), cisplatin, and pem!

s_c'aﬁegary 1for PD-L1 CPS > 1o categorv 2B for p? -L1 CPS <10yh I Doreirt] ciphatin or carbon ot md Suorouracilt 556

F

» a7 Useful in Certain Circumstances -

i o i 5 i md “’"'i":‘ - Entrectinib, larotrectinib, or repotractinib for NTRE gene fusion-positive tumors (category 1B)57-5%
(Other R ded R T <hould be added to first-line chemotherapy for HER2 positive ad ) L
« HER2 positive ad Systemic Therap: T Locally Adv: ic Disease (where Iocal therapy is mot i

F 5 . i or e and cisplatin and trast ab® and pﬂnh’o].lzumlb“'\‘ ADENOCARCINOMA

Flusropyrimidine (8 i R T P Yo PR 2

First Line Therapy
+ Oxaliplatin is generally preferred over Cisplatin due to lower toxicity.
Preferred Resimens
- HER2 overexpression positive

fl

and

for PD-L1 CPS =1 {category 1}

and
cisplatin, and tﬁ;mzumzb (category 1)

2.2.E°

cispl for PD-L1 CPS =1 (catezory 1)
+ HER overexprassion nezative
or 3. iplatin, and for PD-L1 CPS =1 (category 1 for PD-L1 CPS =5)
il or iplatin_ and for PD-L1 CPS =1 (category 1 for PD-L1 CPS =5)
¥ or and 1z for CLDN18.2 pesitives (categery 1 for EGJ adenccarcinoma; category 24 for
esophageal adenccarcinoma)
e or and eealiplat
il or ), cisplatin, and pembrolizumab for PD-L1 CPS =1 (category 1 for PD-L1 CPS =5)
G or ) and cisplatin
- MSI tamers (i of PD-L1 status)
Pembrolizumal
MNivolumab and ipilimumab
St . e
F (fuorouracil® or 2 and
ed

- st s
- Docataxal wnlh e writhout cisplatm

p

or cisplatin

cisplatin or
Useful in Certain Circumstances

and

mib for NTRE fusion-positive tumors (category 2B)




Chung Shan Medical University Hospital

L 4

17 %

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

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

[Preferred Regimens
+ Nivolumab for ): 1 cell (category 1y»#
Pembrolizumab™*
For second-line therapy for esophageal cell with PD-L1 levels by CPS of 210 (category 1)*
R b and pacl 1 for ad 1 for EGJ ad i category 2A for esophageal adenocarcinoma)*
+ F; b d ki for HER2 positive ad 47

+ Docetaxel (category 1)77**
+ Paclitaxel (category 1)¥44
+ Tnfluridine and tipiracil for third-line or subsequent therapy for EGJ adenocarcinoma (category 1)*

[Other Recommended Rezimens
+ Ramucirumab for adenocarcinoma (category 1 for EGJ adenocarcinoma; category 2A for esophageal adenocarcinoma)®®

[Useful in Certain Circumstances
+ Entrectinib or larotrectinib for NTRE gene fusion-positive tumors®*!
+ Pembrolizumab®* for MSI-H or dMMR tumors™*

+ Pembrolizumab** for TMB high (=10 mutations/megabase) tumorst*

*An FDA-approved biosimilar is an appropriate substitute for rastuzumab,
*Leucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without leucovorin. For important information
regarding the leucovorin s\wm;g please e the Discussion.
©See NCCN d Toxicities.
¥ See Principles of P:thnlogx Review and Bmm.'a:ker Testing (ESOPH-B).
"If no prior tumor progression while on therapy with a che(kpoml inhibitor.

) Trastzumab should be added to first-line
Tastuzamab.

Rel

positive An FDA-approved biosimilar is an appropriate substitute for

PRINCTPLES OF SYSTEMIC THERAFY
Svatemic Therspy for Unreseceable Locally Advisced, Rscurrest, or Metustasic Disease (where local therapy i not indieared)

Clinical Guideline 2026 version 17.0

SQUAMOUS CELL CARCINOMA

[iezond.Line or Subsequent Therapy
+ Dependent en prior therapy and 5

Praforred Rogimens

+ Nivehmab (catgory 1)

+ Fabralimumsh fr BD-L1 CB5 =10 (categary 1)
* Docataxsl (catogory 1)

" Paclitans] (catugory 1)

+ Ininotecan (catgory 1)

+ Flaoroureciland irinotecan

fither Rocommanded Regimans
+ Irimotocan and cisplatin
+ Docetaxal and irinotecan (catugory 16)

[Jsaful in Cortain Cirramstances

+ Entroctinb, barotwctiah, or epetmctingb for NTRE gane fusica-positive tamen
+ Ponshrolizumab for MSI-H/GMME tamers

« Nivolunab and ipilimueab for MSI-H/AMMR tumors

+ Ponshrolimumab for TMB-high (TME-H) (=10 mutations megabase) tamers

+ Dabrafinib and tramatinib for BEAF V600E-mutated tumers

+ Salparcatingh for RET gune fusion-positive tumars

FRINCIFLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresactable Locally Advanced, Recurrest, or Metstasic Disease (wiere local therapy i not mdicated)

[Gecond-Line or Subsequeat Therapy
* Dependent on prior therapy and P5

prsforred Rogmans
* Ramuciremah and paclitaa] (category | for EGY adenocarcinema; category 2A for ssophagea] adenocarcinema))
* Fam-irasturnmab demxtecan-nudi for HERZ overexpression positive for adenecarcinoea
* Docetans] (categery 1)

* Paclitaxs! (sategery 1)

= Irimotocan (camgery 1)

* Floprouracil*® and inotecan

= Trifuridine 2nd tpirac] for third-line or subsequent therapy for EGY adsnocarcinoma jmbsgery 1)

Other Bocommsendad Rogimans

= Ramuciremab for adonocarcinoma (category | for FGJ adenocarcinoma; catogory 24 for ssophageal adenocarcinoma)
= Irinotocan and cisplatin

* Flaorouracil and innotican * ramucinumab

* Irimotecen and ramucirumab

= Docetansl and irtmotecas (categery 2B)

[Usafiul in Cortain Circamstances

= Entroctinib, larotrctizdb, or repotmectinib for NTRE gene fesion-positive tamem
* Purshrolizumab for MS--E/dMME temon

= Nivelumak and ipilimmesab for MSI-HAMMR tumsors

= Popshrolizumab for TMB-high (TMB-H) (=10 mutstices/megabass) tamon.

* Dabrafonib and tramstinib for BRAF VE00E -mutated tumars

+ Salparcatinib fior RET gene fisioe-positive tamors
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NEOADJUVANT CHEMORADIATION
(followed by surgery for resectable cancer)

+ Paclitaxel + Carboplatin

Paclitazel 50 mg/m* v D1
Carboplatin AUC?2 w D1
Weekly for 5 weeks

van Hagen B, Hulshof MC, van Lanschot 17, et al. Preoperative chemoradiotherapy for esophageal or junctional cancer N Engl T Med 2012;366:2074-2084.

+ Fluorouracil (3-FU) + Oxzaliplatin (For ECJ adenocarcinoma)

Oxaliplatin 65 mg/m? w D1
( Leucovorin 400 mg/m® on Dayl; Fluorowacil 400 mg/m? IV Push on Day 1)
Fluorouracil (5-FU) 600 mg/m? w D1.29

IV continuous infusion over 24 hours daily on Days 1-2 Cycled every 14 days for 3 cycles with radiation.
1. van Hagen P, Hulshof MC, van Lanschot 7, et al. Preoperative chemoradiotherspy for esophageal or junctional cancer N Engl ] Med 2012;366:2074-2084.
2. Conroy T, Galais MP, Racul JL, et al. Definitive chemoradiotherspy with FOLFOX versus fluorouracil and cisplatin in patients with oesophageal cancer (PRODIGES.
ACCORDIT): final results of 2 randomised, phase 23 mrial. Lancet Oncol 2014;15:305-314.

- PF
Cisplatin 60 - 80 mg/m? v D1
Fluorouracil (5-FU) 600 - 800 mg/m® civi D14

Q4w x 2 cycles
Tepper J, Krasna M, Niedzwiecki D, et al_Phase I trial of wimodality therapy with cisplatin, fiuorouracil, radiotherapy, and surgery compared with surgery alone for esophageal
cancer: CALGB 9781 7 Clin Oncol 2008;26°1086-1092

+ Bi-weekly PF
Cisplatin
Fluorouracil (5-FU)

2w x 3 cycles

30 - 40 mg/m’ v D1
1200 -1600 mg/m?/day civi 46-48 hours D1

+ Cisplatin +/- Capecitabine (UFUR)

Cisplatin 25 - 30 mg/m? v D1
Capecitabine 200 mg/m? PO BID D1-5
UFUR 200-250 mg/m®/day PO BID D1-5

Qw x 12 cycles
Te= 55, Kim 58, Park 5T, etal € “nd cosplatn P alome of
differert semings of smee IV esophazeal cancer. Jpm 1 Chin Oncol 2007:37:829-835

y combined Contaming P regimen in patients with three

- Capecitabine + Oxaliplatin

Oxaliplatin 65 mg/m® v D1, 15, and 29 for 3 doses
Capecitabine 625 mg PO BID D1-5 weekly for 5 weeks
Tavie M, Yanz G, Nwogu CF, tal owalipiat ad Tpmam B Sy Tha: Zen= expression amalysis Camcer Tovest

2009,27:193-200

« Capecitabine + Cisplatin

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

30 mg/m® ™ D1
625 mg PO BID D1-5 weekly for 5 weeks

Cisplatin
Capecitabine

PREFERRED REGIMENS
Paclitaxel + Carboplatin

NEOADJUVANT CHEMORADIATION

Drmg Combination Dosage Route of Times Frequency/Duration Notes
Paclitaxel 50 mg/m® W D1
Weekly for 5 weeks
Carboplatin AUC2 v D1
- van Hagen P. Hulshaf MC, vem Lanschor JJ, at al. F apy for orji I cancer. N Engl J Mad
e 2012:366:2074-2084.
Fluorouracil and cisplatin
Drug Combination Dosage Route of Times Frequency/Duration Notes
Cisplatin/
P 60 - 80 mg/m? v DI
carboplatin (AUC 6) Cycled every 28 days
Fluorouracil (5-FU) 60(? _,.800 v continuous im"t'usicm over 24 hours for 2 cycles
mg/m*/day daily,D1-4
or
Coplativfor | 3540 meim? v D1 Cycled every 14 d
carboplatin (AUC3) |~ e yeled every 12 days
5 : for 3 cycles
Fluorouracil (5-FU) 1200 -1600 mg/m* v drip 46-48 hours, D1-2
Her Tepper J, Erasna MJ, Niedzwiecki D, et al. Phase I trial of trimodality therapy with cisplatin, fl il, i 1py. and surgery
= with surgery alone for esophageal cancer: CALGE 9781. J Clin Oneol 2005, 26:1086-1092.
Cisplatin +UFUR
Drug Combination Dosage Foute of administration Times Frequency/Duration| Notes
Cisplatin 25 - 30 mg/m? w D1
P £ TR 24-48 MBS EHE
UFUR 200-250 PO BidDLS Weekly for 5 weeks
N 1 -3 -
mg/m*/day ’ FHEEHEATOW
Fwase, H., Shimada, M., Nakamura, M., Nakarai, K, Ivo, T, Eaida, 5., Indo. T, EKate, E.. Horiuchi, ¥, & Eusugami, I (2003). Concurrent
Ref. v for locally and i cancer: Long-term results af a phase IT study of UFT/CDDP with radiotheragy.
| International Journal af Clinical Oncology, 8(5), 305-311.

NEOADJUVANT OR PERIOPERATIVE IMMUNOTHERAPY

USEFUL IN CERTAIN CIRCUMSTANCES
(MSLH/AMMR tumors)

Nivolumab and ipilimumab followed by nivolumab
Drug C. Dosage | Route of Times /Duration] Notes
: 3
Nivolumab 240mg v D1 Soeiy 2weeks  [Proopeative fox af loast12
total weeks), followed by
surgery and adjuvant
Ipitizamat 1mexe ™ o1 every Sweeks  [nivolumab 480 mg IV every
|4 weeks for 9 cycles
Lindre 7. Tougeron D, Piessen G. e1ai. Vevotumab P a 5 in Localized Deficient Mismatch
Ret. Gaswicor Jumction The GERCOR NEONIPIGA Phase I Study. J Clin Oncol
2025:41:255-205.
Route of
Drug Combination Dosage S Times [Frequency/Duration| Notes
Followed by ; and
levery 3 weeks for [0 o oo DY Surgery an
adjuvant pembrolizumab
Pembrolizumab 200 mg v D1 at least 12 total 2
e 200 me TV every 3 weeks
weeks
for 16 cyclest3
- Zudsora K. 510 W, Thomas 7¥. et at. e in Zocatizea Insavitiny Mizmarch Repasr Sotid
= | Tumors. J Clin Oncoi 2023:41:2181-2190.
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NEQADJUVANT OR PERIOPERATIVE IMMUNOTHERAFY

USEFUL IN CERTAIN CIRCUMSTANCES

[MSIHIdMMR tumors

Tremeli b and durvalumabb (for necadjuvant therapy only)
Dirug Combination Dosaze Route of administration Times Frequency/Duration. Motes
Tremelimumab 300 mg w D1 For 12 weeks
preop y for 1
Durvalumab 1500mg v D1, 29, and 57 cycle only
Eaty R, Lee J, Bang ¥J, et al. Safety and Efficacy af and T Alone or in Ce in Patienis with Advanced Gastric
and P Clin Cancer Res 2020:26:846-554.
Ref. Pietrantonio F, Raimondi A, Lonardi 5, et al. INFINITT: A multicentre, singla-arm, muiti-cohort, phase I rial of remelimumab and durvalumab az
neoadjuvant weament af patienzs with microsarellite instability-high (MSI) res sasmic Jjunction (GAC/
GEZAC). Journal of Clinical Oncology 7023;41:358- 358
NEOADJUVANT CHEMORADIATION 1Y 22 > ¥4
> Tx ﬂﬁ‘iﬂ
(followed by surgery for resectable cancer)
« Paclitaxel + Carboplatin DEFINITIVE CHEMORADIATION
Paclitaxel 50 mg/m? v D1 Preferred Re
Carboplatin AUC2 v D1 Paclitaxel + Carboplatin
Weekly for 5 weeks Drug Combination Dosage Foute of administration Times Frequency/Duration MNotes
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. Paclitaxel 50 mg/m? ™ D1
o - ATUC 2 m— 1 Weekly for 5 weeks
+ Fluorouracil (5-FU) + Oxaliplatin (For ECJ adenocarcinoma) oplatin
Oxaliplatia 6 wio/ar v D1 Ret. [van Hagen P, Hulshaf MC, van Lanschot JJ, et al. Jor o ji cancer. N Engl J Med 2012.366:2074-
( Leucovorin 400 mg/m? on Day1; Fluorouracil 400 mg/m? IV Push on Day 1) -
Fluorouracil (3-FU) 600 mg/m® I\ D129
IV continuous infusion over 24 hours daily on Days 1-2 Cycled every 14 days for 3 cycles with radiation. PF
1. van Hagen P, Hulshof MC, van Lanschot JJ, et al. or junctional cancer N Engl J Med 2012;366:2074-2084 Dmg Combination Dosage Foute of administration Times Frequency/Duration MNotes
2. Conroy T, Galais MP, Raoul JL, et al. Definitive chemoradiotherapy with FOLFO‘( versus fiuorouracil and cisplatin in patients with cesophageal cancer (PRODIGES/ Cisplatin 5030
ACCORDI7): final results of a randomised, phase 2/3 trial. Lancet Oncol 2014;15:305-314. isplatinior i v DL 2 cycles with radiation
carboplatin (AUC &) mg/m” Cycled every 28 days followed by 2 evel
- PF , 00 - 200 contionons infusion over 24 for total 4 eycles e T
~ Fluorouracil {(53-F1I) - v without radiation
Cisplatin 60 - 80 mg/m? v D1 mgim® /day hours daily,D1-4
Fluorouracil (3-FU) 600 - 800 mg/m® civi D14 or
Qdw x 2 cycles Cisplatin‘or 30-40 w D1 3-4 cycles with
Tepper J, Krasna MJ, Niedzwiecki D, et al. Phase Il trial of qimodality therapy with cisplatin, Suorouracil, radiotherapy, and surgery compared with surgery alone for esophageal carboplatin (AUC3; mg/m? I N
cancer: CALGB 9781. ] Clin Oncol 2008:26:1086-1092 Lt ) = Cycled every 14 days  [radiation
. Fluorouracil (5-FU) 1200 -ltiOG o drip 4648 hours, D12 for 6-8 cycles fu.]lnwed h)r. 3j4c}‘des
:)’; 23 E + Bi-weekly PF % Leucovorin{200mg) mgim* without radiation
N Cisplatin 30 - 40 mg/m® v D1
Fluorouracil (5-FU) 1200 -1600 mg/m*/day civi 46-48 hours D1 Ret, Minsky BD, Pajak TF, Ginsberg RJ, et al INT 0123 (Radiation Therapy Oncology Group $4-03) phase IIf trial af combinedmedality therapy for
Q2w x 3 eycles ’ esophageal cancer: high-dase versus standard-dese radiation therapy. J Clin Oncel 2002:20:1167-1174.
+ Cisplatin +/- Capecitabine (UFUR) Preferred Regimens
Cisplatin 25 -30 mg/m? w D1 Cisplatin +UFUR
Capecitabine 200 mg/m? PO BID Di-5 Drug Combination Dosage Route of administration Times Frequency/Duration Notes
UFUR 200-250 mg/m®iday PO BID D15 X . 25-30 :
Cisplatin B w D1 A 24-48 /NEESF
Qw x 12 cycles g Weekly for 5 week
Tee S5, Kim 5B, Dak SL et al. C 2o Cieplatin ) alone o combined Comisiming XP regimen in patients with tree 200-250 YL MR
different settings of siage IV esophagesl cancer. Jpn J Clin Oncol 2007;37:820-835 UFUR jmd PO BidD1-5 FAESHEATDE
mg/m*/day
hwase, H., Shimada, M., Nakamura, M., Nakarai, K., Iyo, T.. Kaida, S., Indo, T.. Kato, E., Horiuchi, ¥.. & Kusugami, K. (2003). Concurrent
+ Capecitabine + Oxaliplatin
Ref. chemoradiotherapy for locally advanced and metastatic esophageal cancer: Long-term results of a phase II study of UFT/CDDP with radiotherapy.

Oxaliplatin 65 mg/m” w D1, 13, and 29 for 3 doses
Capecitabine 625 mg PO BID D1-3 weekly for 3 weeks
Tavle MM, Yang G, Nwogu CE, etal. C oxaliplatin and 3 phase B smdy for esophageal cancer with gens expression analysis. Cancer Invest

2009;27:193-200

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

Paclitaxel +cisplatin

OTHER RECOMMENDED REGIMENS

esophageal carcinoma. Cancer 2003:95:2.

7-2183.

Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Paclitaxel 60 mg/m* v D1,8,15.22
1cycle
cisplatin 75 mg/m? v D1
189, Urba SG. Orringer MB, M, etal C cisplatin, and -apy as p treatment for patients with locoregional
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POSTOPERATIVE ADJUVANT THERAPY
+ Nivolumab
Nivelimab M40 mg w
followed by Nivolumab 480 mg every 28 days
Maximum treatment duration of 1 year
i % Imgkg IV

Eelly R, Ajani 1, Kuzdzal 1, & al. Adjwvant aivolumab I resected esophagel of ‘Junction cancer i therapy: first results of
the CheckMate 577 study. [sbsiract] Presented at the Oral  Presenition presented at the ESMO 2020 Anmal Meeting; September 10-21, 2020; Virtual Meeting.

every 14 days for 16 weeks

* or complete preoperative chemotherapy course

PREFERRED REGIMEN

POSTOPERATIVE ADJUVANT THERAPY

Nivolumab
\ Doasage | Route of Times [Frequency/Duration| Notes
240 mg or e v e followed by Nivolumab 480 mg  every
Nivolumab 5§ 4 hats D1 28 days » Maximum treatment duration
ke [for 16 weeks e

(Eeily R, 4jani J. Kusdaal J, ef al. Adjuvant nivelumab in  resected esophageal or gasiroesophageal junction cancer following neoadjuvant chemoradiation
Ret. Itharapy: firct resuits of the ChackMara 577 srudy. fabstract]. Presanted at tha Oral  Presentation prazented at the ESMC 2020 Annual Macring; Septembar

|19-21, 2020: Virtual Meeting.

Other Recommended Regimens

for patient can't afford adjuvant ICI » may consider complete chemotherapy course(2-4 cvcle)

% 26 |

PERIOPERATIVE CHEMOTHERAPY

(Only for adenocarcinoma of the theracic esophagus or EGJ)

+ FOLFOX
Oxaliplatin 25 mg/m’ w D1
Leucovorin 200 mg/m* Civi 46-48 hours D12
Fluorouracil (3-FU) 2600 mg/m* civi 46-48 hours D12
Q2w(4 cycles preoperative and 4 cycles postoperative)
Al-Batran 5-E, Hartmann JT, Probst 5, et al. Phase ITI trial in i with il, leucovorin plus either oxaliplatin or cisplatin: a study

of the Arbaitsgemeinschaft Intemistische Onkologie. T Clin Oncol 2008;26:1435-1442

+ FLOT

Fluorouracil (3-FU) 2600 mg/m? civi 46-4% hours D12

Leucovorin 200 mg/m? civi 46-48 hours Dl

Oxaliplatin 85 mg/m* w D1

Docetaxel 30 mg/m® v D1

Q2w (4 cycles precperative and 4 cycles postoperative)
Al Batran 5-E, Homonn N, Pauligk C, tal B fve ch ry with, i plus leucovorin, 2nd docetaxel versus forouracil or capecitabine phus
cisplatin and epimbicin for locally advanced, resectable Zastic or g juncrion. i (FLOGH): 1 ised, phase 23 wisl. Lancet 2019;303:1043-
1957.

+ Cisplatin + Fluorouracil (5-FU)

Cisplatin 80 mg/m® w Dl

Fluerouracil (5-FU) 800 - 1000 mg/m®/cl civi D14

Q4w total 6 cycles (2-3 eycles before operation)

[PE=E ;%ﬁ—j:g

Preferred Regimens

PERTIOPERATIVE S¥YSTEMIC THERAPY

Junction

FLOT
Drug Combination Dosage Route of administration Times Frequency /Duration Notes
GFuy : ™ drip 4648 howrs, D1-2
Leucovorin 200 mgim? ™v drip 46-48 hours, D1-2 Cyecled every 14days |+ cycles praopesasive aad
Omauplarin 55 mgrm® ™v D1 for total 8 cycles 4 cyclas postoperativa
Docamzal 30 mgrmmt ™v D1

[frBaman 5 £ Homann N, Pautigk C. ot ar.

Py

andd Aocoraeel versus fuorouracs or

Ref. capacirabine piuz cisplatin and spiubicin for locally advanced, azic o 1 junerion (FLOG: a
|phase 2:3 miar. Lancer 2010;305 10451957
FLOT +durvalumah
Drug C. tion Dosage Route of Times Frequency/Duration Notes
durvalumab 1500 ™v D1 [2cycles preoperative and
-Fy : ™ drip 46-48 hours, D1-2,15-16 [2cycles postoperative
Lencoverin 200 mgim? ™ drip 46-48 hours, D1-2,15-16 Cycled every 28days [followed by Durvalumab
Oxatiplatin Prp— ™ D1 for total 4cycles (1500 mz IV on Day 1
N levery 4 weeks for 10
Docemxel 30 mgm ™v D1 laditional cycles
s | Jansigian YT, Al-Baman SE. Z4, eral. i3 in gasrric and gasroesophageal junction cancer. N Engl J Med 2025:393:217-
: 230
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.

Vunction Cancers (Version 4.2025).

Nartional Comprehensive Cancer Network. (2025). NCCN Clinical Practice Guidelines in Oncology (NCCN

: Esoph and E:

Fluoropyrimidine and oxaliplatin

Drug Comt Dosage Route of Times Frequency/Duration Notes
5 ) & el v continuous infusion over 24 hours
leorouracil (5-] 00mg/m?*/dsy Y 2
daily. D and 3 Cycled every 14days |4 cycies preoperative and
ycled every ys |4 cyclesp tive
Fhuorouracil (5-FU) 400mg) IV push D1 > 24 4
for total 8 cycles 4 cycles postoperative
Leucovoria 400mg/ v D1
Oxaliplatin 85 mg/m?* v D1
it |Enzinger PC. Burmess BA, Niedzwiecki D, et al. CALGB 30403 (Alliance)/E1206: a randomized phase Il study of three ¢ 1py regimens pius
ef.

in metastatic esophageal and gasmoesophageal junction cancers. J Clin Oncol 2016:34:2736-2742

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 dnip 46-48 hours. D1-2
: 2 for total 8 cycles 4 cycles postoperative
Oxaliplatin 85 mg/m* I\Y D1
Al-Batran S-E, Hartmann JT, Probst S, et al. Phase III trial in metastatic gastroesophageal adenocarcinoma with fluorouracil,
Ref. leucovorin plus either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol
2008,26:1435-1442.
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gystemic Therapy for Unresectable Locally Advanced, Recurrent, or i3z ATH

2
H H H H H 2L Systemic Therapy for Unresectable Locally Sdvanced, Becasrest, or Metaseatic Diseaze {where local herapy iz ot indicased)
Metastatic Disease (where local therapy is not indicated) > * % & e e i oM T R Ty
e s PREFERRED REGMENS
i} 2x 2 RT3 e r
Druz Combination Dosag= | Bouts of administration Timmes Frequency Duration THotes
. ] L Chemotherapy for stage IV cancer : C'SP]_‘“‘:;EC - & me ™ D1 e _
+ Cisplatin + Fluorouracil (5-FU) — o cspy | 70— 1000 - comfirugus infusion gver 34 hours daily. every 38 days
Cisplatin 30 mg/m? v D1 A CET ] ma iay D1
" —— ) Lorcrec 5. Schusker ¥ Pornchen & er al Cetuodma plcr ¢ gpkastn-Sfuosrcanac! werms St flaerounactd afons i frar-line eciasatic g ool
Fluorouracil (5-FU) 800 - 1000 mg/m* /d civi D14 e [carmcamooma oy she enophagms: o namdsmemedt phase B mudy of the Arbeagememscha fmmzive Grdolagse. Ars Grcsl 2000; 20- 46574675,
Q4w total 3-6 cycles
Torenzen S, Schuster T, Dorschen R, et al Cetuximab phus cisplatin-3-fluorouracil versus cisplatin-5-fluorouracil alone in first-line metastatic squamous cell carcinoma of the PEL - — -
esophagus: a randomized phase IT study of the Arbeitsgemeinschaft Internistische Onkologie. Azn Oncol 2009;20:1667-1673. Dimug Combinatio Dosage | Raoute of admunsstration Temes Frequency/Duration MNores
B | = - o
« PFL carboplatin (AUICT) mpfmE
S Lewcor x 200 S o dnp 465-48 hoars, D1-2 " 14 darys
Cisplatin 40 - 50 mg/m? v D1 e s .
2 , Flucrouracil (5-FU - ™ drip 46-48 hours. D1-2
Leucovorin 200 mg/m? civi 46-48 hours D12 el GFD mmpfm®
Fluorouracil (5-FU) 1600-2000 mg/m’ civi 46-48 hours D12 et |Fraveg 7 st ek 2 donar ax tretiical o pamtric cances wisth oo dretrcrescutar
trestocascer Fren ;284203
Q2W x 12 cycles
Hung TC et al. Weekly 24-hour infusional 5-fluorouracil as initial reatment for advanced gastric cancer with acute i intrav: Res Ci im + Fluorowrscl (S-FU) + ni b
2008;28:1293. Drug Combination Daosage Fiowte of administration Times Frequency/Duration Notes
- Cisplatin/or
+ Docetaxel carboplatin (ATTC | 80 mg'm® ow Dl
Docetaxel 30 - 35 mg/m? v D18 Q3w &) = every 28days
OR Fluorouracil (3- ‘BOD mz 't w comtirmons infosion over 24 hours
£ FUy sday daily, D1-5
Docetaxel 22 - 25 mg/m* v D1,8,15 Qdw . S BT every 19 days tady o =
Abertsson M et al. Phase II studies on docetaxel alone every third week, or weekly in combination with gemcitabine in patieats with primary locally advanced, metastafic, o N = = inen =
Apeaneet pmofpent ancer Mul Decul IR Fef. Froks ¥, Ao A, Kons K. or ol Mivolumah combimaron terapy in ademeced esoph ] i W Engl J e 223, 386440483
« Paclitaxel
' ) —_—— . "
¥ 29- Paclitaxel 60 - 80 mg/m’ v DL 8,15 i 2 Copecituiine = uywob _ _ _
Dirag C Dosage Fouwte of administration Times Frequenc yTharation) Hotes
Q4w total 3-6 cycles - =
65 7 Tison DH et al. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol 2007;18:895. Cisplatin 80 mgm2 n D1
B\ Capecitabine | 850-1000mg PO BidD1-14 every 21days
« Paclitaxel + Cisplatin mivohamaly 350mg v Dl per study maximum of X
Paclitaxel 60 - 80 mg/m? v D18 15 [Eang ¥EL Eamg WL Siiz DB, st 2l Capecitshine ciplatin verms T-fsormacil/ciplat s Sr-Ena Sarapy &= patmts with advanced gamic cancers 3
Cisplatin 70 - 80 mg/m? v D1 Bef sued plemss [T moninfsiority mial Ann Onccd 2009;20-566-573.

Q4w x 3 -6 cycles

Cisplatin + (S-FU) <P izumab

1. Komek, GV et al. Effective combination chemotherapy with paclitaxel and cisplatin with or without human yte coloay factor and/or in Drug Combz Dosaze [Route of i Times Frequency/Duration| Notes
patients with advanced gastric cancer. Br J Cancer 2002; 86:1858
2. Tison DH et al. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol 2007;18:898. Cisplatin 80 mg'm* w D1 Sid
every 2
800 mpm* contil infusion over 24 hours daily| ycles
Fluorcuracil (3-FU) ek v 'y up to Scyck
dxy on Days 1-5
Pamtrolizuzab 200mg v D1 every 21 days up to 2 years
Sun (06, Shen £, Shoh MA. et af. Pewber & pus y wersus alowe for firsi-tine rearment of advamced oesophageal carcer
(KEYNOTE-390): a randomised. plocebo-conrolied. phase 3 stady. Lances 2021, 398. 739771
Cisplatin +C itabine +Pembroli b
Drug Combination | Dosage |Route of administration Times [Frequency/Duration Notes
T ldave &
Cisplatin. 80 g’ w D1 every 21days for
Gcycles(total of
Capecinbine | §50-1000mg PO Bu.DI-14 ISweeks)
Posbroimmub 200eg v D1 every 21 days up to 2 years
i Rha SY, O DY, Yanez P. et ai. Pemsbrolizumab plus chemotherapy wrsss placebo pias chemotherapy for HER2-mepattve advanced gastric cancer (KEYNOTE-
1£35). & sulricentre, randomised, double- blind. phase 3 trial Lancet Oncol 2023,24:1181- 1195
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+ $-1(TS-1) Nivolumab-+ipilimumab
Drug Combination | Dosage |Route of administration Times Frequency/Duration Motes
- I 1 <
Tegafur/p oxonate/g BSA <125 40 mg BID — Ep—— ™ = = -
BSA125-15 50 mg BID [r— e T == pomm——— (per stady. maxizum of I years)
BSA =15 60 mg BID
s Fef. ok ¥, Ajmal 24, Kazo K, eral Nevoluseh Cossbinarion Therapy in Adwwmced Esoplages Squanons-Cell Careinosan. N Engl £ Med 20022: 388 449462
4 weeks on, 2 weeks off (or 2 weeks on, 1 weeks off), 1 year
s:kmmm S, etal. 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
for Us and Recurrent Squamous Cell Carcinoma Akutsu Y. - Kono T. - Uesato M. - Hoshino I - Narushima K._ - Hanaoka T. - Tochigi T. - OTHER RECCARMINDED RECGIMENS
sm Y. - Qin W. - Matsubara H. Department of Frontier Surgery, Graduate School of Medicine, Chiba University, Chiba, Japan Fluoreuracil and irinofecan
Crrug Combination Dosage ‘Route of administration Times [Frequency Trurarion| Notes
% Irinotecan 180 mz/m2 jytl D1
Pembrolizumab 3 X . Leucovorin 300 mz/m? v on Day 1
(for d-line therapy for h 1 cell hageal ad and EGJ ad with PD-L1 -
i : GO ¥ 2oy a ! Fluareuracil 400 mz/m2 IV Push on Day 1 Cycled every 14
expression levels by CPS of =10 or for third-line or quent therapy for esop and EGJ ad with PD-L1 expression levels days
by CPS of =1) Fluorouracil (1200 mg/m2/days| w ] R st s e 4
= hours daily on Days 1 and 2
Pembrolizumab 200 mg w D1
Cycled every 21 days ruimboud R, Lowver O Ries P, eral Prospecsve, randomized, mulnicenser, phare 1! stay of faorouracil, fescorearin, and rinotecan versss epirahictn, cispiann,
Y —~ — Y n n Fef. fovad! copecinabine  advareed perrie adenocarcinoes: a Fremck biucrgroup (Federanon Francophome de Carcerologie [Npesrive, Federasion Nationale des
1. Kojima T, Mauro K, Francois E, et al. Pembrolizumab versus chemotherspy as second-line therapy for advanced esophageal cancer: phase Il KEYNOTE-181 study. J Clin N N N N -
Oncol 2019:37:2 Cenmres de Lame Contre fe Cavcer, amd Grospe Cooperavess hsiidseiplinaire ev Oncologie) sude I Clin (ool 044,32 33203526,
2. Fuchs CS, Doi T, Jang RW, et al. Safety and efficacy of in patieats with p: treated advanced gastric and gastroesophageal junction cancer: — ——
phase 2 clinical KEYNOTE-059 trial. JAMA Oncol 2018;4:e180013. AIEERER NS RE RN, ~ .
Paclitaxel with or without carboplatin or cisplatin
- Nivolumab+ipilimumab (for sq; cell carcinoma)+ Drug Combination Dosage = Times Frequency/Duration Notes
Nivolumab 3mgkg J every 2 weeks
ili b / 7 rerv % Paclitaxel 175 mg/m?2 v on Day 1
p i 1 mgkg Y every 6 weeks = = oo = = Cycled every 21 days
per study. maximum of 2 years boplatin -
Doki Y, Ajani JA, Kato K, etal. Nivolumab Combination Therapy in Advanced Esophageal Squamous-Cell Carcinoma N Engl J Med 2022;386:449-462. I I T - = T
Paclitaxel 60-80 mg/m2 v onD1.815 7 = >
Cisplain | 70-S0mg/m2 | g | on Day 1 Cycled every 28 days
or
Pacitael | 155-200me 2 | v | oo Day 1 | Cycied every 31
Cisplatin | 7Smgm2 | v | oo Day 1 |
or
Pacliazel |  S0mgm2 | v | on Day 1 |
5 2 very 14
Cisplatin | S0mgm2 | v | oo Day 1 | Cycled every 14 days
or
Paclitaxel | 132-250mg'm2 | v [ on Day 1 [ Cycled every 21 days
or
Paclitaxel 60-S0 mg/m2 | v | on D1.8.15 | Cycled every 28 days
1. Gadgee! SN Shdelds AF. Heilbrum LK, et al Phase 1l snady of poctisre! and carbeplatin 03 pasents with advanced paswric cancer. Am J Clin Oncol 2003:26:37-41
Ref 2. Hson DH. Forasticre A, Arguene M. et al. A phase 1 trial of pockiazce! and ctsplann i patiesss with advanced corcinoma of the esophagus. Cancer J X000.6:316-
323

OTHER. EECOMMFNDED RECGIMENS

3. Permasch & Wl A, Retracher A er af Chemotherapy with ctiplarin and pactisaed in panents witk locally adeanced, recurrent or maetanats sesophageal carecr.
(r f Camer Voo 7851 1-514

4. Afovet JA. Msow [, Dengiwrty K. et al Activigy of Exeol in patients with squamous ool andl e the e . Mt Cianver dnat
Ref 0N CRE FO0).

3. Fraronaka 5, Liodr S Fand B, et ol Basdomised open-ladel, phase [ ntudy comparing Driaosesan with pastitae! in pa nes with adeumesd gaseis conoer withous

s pertioneal mesamans afer fintlune of prior v wstng Moo plus ot WO SNIT srial § Clin Oneel 2003: 314438

—

Docetaxel with or without cisplatin

Dz Combirati Dosage | Route of adminismation Temes Frequency Daration Nates
Docetaxel 70-85 mgm2 ™ D1
Cisplarin ?D—?Sx‘ml ™ D1 Every 21 days
or
= — [ 30-35mgm® | ™ | DI -8 | every 21 days
o
[ m— [ 22T mgm® | v | Dl1-8-15 | every 28 days
or
Docetaxel 60-T5mg/m?2 | ™ | Dl | every 21 days

P Afewsl 1A, Fodor MB, Tfadarein S4, ot al Phaose [ wald-insrinatfonal ramdomtzed triaf of docenreel plus ctiplann with or withoas Mucrouract iv parics with
anreated, advanced gastric, or gastroesaphageal ademosarcinoma. § Ol Onoal J005; 23:3 6605667

2 k1wt JY. D YR Park KU, ot Gl A seadti-center phase [ stacy of docetmel ples efsplanin a fen-tee therapy I pasents with Beseans squasons coll esophagos!
emmcer Cancer Chemather Plasrmacal 20 10066: 3436
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E OTHFR EFGIAMENS
Drug C Dosaze  |Route of administrat Times Duration Notes
Leucovorin 00 mzm2 ™ D1
Frorouracal 400 mzm2 IV Push on Day 1
Cycled every 14 days
i~ 1200 = TV continuous infusion over 24
Frerou mg/m2idays hours daily on Days 1 and 2
850-1000
Capecitabine PO BID. D1-14 21
or
[TV continuous infusion over 24
Frorouracil 800mz/m2 | ™ ) =5 | Cycled every 28 days
o Bowche O, Raow It Bormexsin E. e at. Rondowtsed weulricenter phane 11 ol of & beweckly regtmen of fuororactl and lewcovortr (L¥SFU2). LYSFU2 plas
Ltsptanm. ar L535212 pius trimos o o pasencs with previossty srtreased mesasmanc gastric cancer: @ e Drgesave Group
|soct 200> 9803 5 Ctim oot 2004,22:4319-4328.
Ret. 2 Omems 4. Sttt ¥. Shtrao K et at s 121 it of) alorss versus Plses ctsplors verms uractl and tegaf ph o
| prrcscnes wich serenecesbic, advamced paseric cancer: The Japan Clintcat Omooiogy Group Study (KOOGS 205). J Clin Oncol 2003.21:54-59.
|5. #owmg ¥S. Somg SY. Loe S0, e 0t 4 phase I wiat of wrereared ponerss csarsse pantric carcer. A Omcol

2004 230 3551357

OTHER RECOMMENDED REGIAMENS

and
Druz C Domze | Route of administration] Times Frequency Duration Totes
Docetaxsl 20 me/ma v onDay 1
Leucovorin 300 mpm2 v on Day 1
Fhuorowacdl 300 mpm2 v on Day 1
1;;‘; N(nnﬁnmusin;l.;yionovx24 Cxcled evmry 13 cays
P — mefeiday ol hours daily on Days 1 and 2
Cisplasn 20 mem2 v onDay 3
1 Shah M, Jarstgion YY, Seoticr R <t ol phase I smedy Prarr—— (IXCE} wersus DOF plus growth|
|xcror supporr tn pasients with mesaswarsc gasotc adencoarcimoma: & soady of
Ref. fhe US Gaswric Cancer Consorttuee J Clie Oncod 2055, 33-3874-3879.
|2 Bt adarpiy Ata, Qoo W, Meswada N, eral A phase 111 sy and, -FOxX) 7y (e pasients with wsreated
focas, or of the ch and  famcsion. A S Clin Oncol 2018:41:321-323
s1qasy
Druz Combi Dosaze | Route of administrasi Times Duration Notes
[Fegsrpotassiums . 4 wesks on. 2 weeks off (or 2 -
|ocne/gimeracil o . e wesks on. 1 weeks off). for 1 T
oR year

0 COn EEGIMEN
|[Temérpotassmms soes 20 | Bid | }as& z15
|oonae/ gimaracil
etal oy for gastric cancer with S-i. an oral flsoropyrinddine. N Engl J Med. 2007:357:1810. S-1 Mowodeerapy as Second- or
Ref. ot L € Jor L and Recurrent Squamous Cell Carce Abutsy Y. - Kono T. - Ueaato M. - Hoakino | - Narushive K
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= Locally or ic Dizeace (where local therapy iz mo¢ indicased)

ADFNOCARCINOMA (FIRST-LINE THERAPY)

Route of administration] Times Frequency/Duration Notes
8 mg/kg IV 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 mz/kz IV loading dose]
Trastuzumab on Day 1 of cycle 1. ™ drip 90 mins, then 60 mins, day 1 every 14 days
then 4 mg/kg |
|Bang ¥J. ¥an Cutsem E. £ A erai T in ination with apy versus
Ref. aione for trearment of HER2- positive gasoric or junction cancer (ToGA)- aphase 3. |prpa
Bei, & led wrial Lancet 2010:376:657- 697.
+ positive
Oxaliptasin 85 mg/m2 v on Day 1
continuous ifusion over 24 hours.
Leucoveria 200 mgim2 ™ i Day 1 Cjcian oy 10 i
continuous infusion over 24 hours.
Frmerouracal 2600 mg/m2 ™ i
or
Capecinabine [ 850-1000 mgim2 | PO | B OaD1-14 | it ey 2t i
o | 130 mz/m2 | v | drip 120 mins, on Day 1 |
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|
[= 625 mzin2 BID | PO | onD 1-14 [Sycied every 21 days |
[= 85 mg/m2 | v | on Day 1 | |
7 Al-Baman S-£. Hartwaren JT. Probat S, et al. Phase 111 rict o metastane. iace cteer
or cenpiarm: o ety of the 7 Clire Ovacal 2008, 261 4351442
2 Erectreger FIC. Burmess Bt Nocdiowiocks D. et of. CALGE 50403 (Allior &1 206- & rardomsioed plase Il smuty of three chemotherapy regimens piss cenctmab i
o @ pumcrioes camcers. J Clim Omcol 2016:34:3736-2742.
3 Kim Gt Seung HIC. Riux SY. exat 4 2 ervct of pastric camcer. £xr J Camcer
200 2:a2.518-326
« Maodonais 1S Swalicy SR Beneden: 1. <t al. Chemaradiotherapy afler mrgery compared with surgery alane for ademocarcomsa of the ssmach or
|sasoaesapihageal jurceion. N Eng!  Med 2001345 725-730.
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
S mzkz IV loading
Trasmzamab dose on Day 1 of v drip ©0 mins._ then 60 mins_day 1 every 21 days
cycle 1. then 6 me/ks
HER2
6 mzkz IV loading .
Trastuzumab Gose on Day 1 of v | drip 90 mins. then 60 mins. day 1 every 14 days poszm“"e
cycle 1. then 3 me/ks
[T — Aot ) e - =
Ree. erecmmeres o #1252 postetve adwanced pastric or pastro-oesophageat funcrion cancer (ToGA): @ plase 3, open-iabel.  andomszed
comrotiod it Lamces 2010: 376:627- 697.
+
Cisplatin [ 75 100mgm2 | v | on Day 1 |
. . continuous infusion over 24 hours | Cycled every 28 days
Frorouracil l?so—looowdayl ™ e TS
or
Cispiatin 50 mzma ™V on Day 1
TV continuous infusion over 24
et A X L hours dasdly on Day 1 Cycled every 14 days
; IV continuous infusion over 24
Fmorouracil 2600 mg/m2 ™ Taivias dally o Dy 1
or
Cisplatin S0 mz/m2 | v [ daily on Day 1 |
Capecitabine 8501000 mz/m2_| PO | BD.onDI1-14 | Cycledevery 21 days
i Loversern 8. Schuster 1. Porschen R et al Cenocmat plus T - s frss-
e meszrsose squomos celt afthe a phose 11 y A Omcat
2009: 20. 16674673,
2 i Batran S-E. Harteares JT. Probat S, ez ai. Phae 117 trial in esch, pitacs casher
axotiptone or cinpiorin: o smudy of the i ool 2008:35:1 435-1442.
et Bowche O, Raou! J1.. Bormwesstn F. ot af. Randowdsed multicenter phase 1 trial of a btwectly regimen of flaorosracil amnd lewcovorir (LVSFLU2L. LVSFU2 plas
cispiasin, cr LVSFUIZ plis trimoteccn in patienes with previcusly sntrected mesarsssic panric oancer. & e Drgeserve
| Group Study-FFCED 98035 Clin Oncol 2004224394332
3 Kamg YK Kareg WH. Shim DB, ez al . ercr 3 s firsr-fine cherapy i paricres stk adwavoed gaxric cancer. o
andomtzed phase I} montnferiority wrial A Orcol 2009, 20. 666-673
ks and i with imidine and im or yrimidine and =
Drug Ce Dosage Route of in s . Times Duration Notes
8 mz/kg loading dose
Trastuzumab onDay 1 of cycle 1. ™v arip 90 mins_ then 60 mins_ day 1 every 21 days
then 6 meke
200 me ™ onDay 1 Cycled every 5 weeks
7. Sangigicen Y¥. Koneazoe 4. 8ot ¥. <tat o o S HE anric or pereo
[ frrcrice:s ademoaarctnoma. irterive analyses from the phase 3 ’ . Lamcer
| 202.3: 402: 25972208
a1 2. o ¥1 3 = # erar - verms atame for rreatmen
or HER 2 pastrve advanced partric or pastro-oesaphageal fumction cancer (ToGA): & phase 3. open-lobel. randomised controlied it
ramcer 2010: 376:a87- aw7.
3. Sanyigian YY. Kawazoe A, Yanez . et al. The KEYNOTE-S11 trial of dust PD-1 and HERZ blockade trn HER2-posttiee gastyic oancer. EEE
| i 2021:000-727-730. overexpression-
= positive
[= 8501000 me/m2 PO BID.DI1-1=5
= I 130 mam2 = v I Grip 120 muns. on Day 1 I Cyciad ewmy 31 Sy
=
Cisplatin | 80 mzm2 | v D1
o0 e = Continuous infusion over 24 houss Cycled every 21 days
daily on Days 1-5
o
Cisplatin 80 mgm2 | v [ D1 | Cyciea v 21 days
Capecitabine | $50-1000m=m2 | ==) 1 BidD1-13 1
I Kim Gt Sewung HC. Rha SY. ecal £ ot 1ol of S-. wersus paseric cancer. Ear S Cancer
2005 2: 8.3 18326
Ref 2 tamiigian YV, Kawazoe A, Yarsz P. et l. The KEYNOTE-S11 trict of dual PD-1 and HERZ bioctade in HER2-positive gastric camcer. Nature 2021:600:7,
3 Kang YK Kang WK, Shin DB, et at € ctsplann versas 32 dacis as fivar-tine therapy ir patienss witk advanced pastric camcer: @
pcase 11 montig v oial Am Omcol 2069, X0 666573
Fluoropyrimidine (f} ila or itabine), oxaliplatin. and mive
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Oxaliplatin 130 mg/m?2 ™ D1
Cepecimtme §50-1000mz PO BidD1-12
every 21days P stady
arcolumsb 360mg ™ D1 maxionm of 2
years
I dangigian YY, Shisara K. Mochler Af. o2 ol First-fine plas  for adwanced pastric. gastro-cesophageal
Ref. |funcrion. and sesaphageal adenocarcinoma (ChecthMase 649): @ randomised. open-label. phase 3 mial Lamcet 2021 398:27-40.
2 Dokt 7. Agons J4. Kaso K. erat py i o N Emgl S AMod 2022:386:449-462.
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Druz Combimation Sosaz= ous of admunisaton Time Frequency Duranion o=
Oaliptatin SSmem2 v D1
contimuous infusion over 24 hours
Leucoverin 200me ™v
= dasly on Days 1 Cycled every 145 days forup to
s cesks
Fruorourac 400mg IV push o S cycles (sotal 1S waeks)
Contimuous infusion over 33 hows
Fluoroura 1200mgmtidmy ™v
= = daily on Days 1 and 2
e— T ™ D1 =very 21 days P %0 2 years
(e S7. On DY, Vs - <t ot Pombrofionmsh pins chomoow o v piacebo pias Chomoerapy for HERS - gottve adwared gastric cancer (KEYNOTE-
= 539 o mutrcenore. nandomtsedt. doub - bl phans 3 triat_Lamcet Owool 2023: 244 181 1195

o +C ;
Drus C 5 Dosase [Rowte of. it & Times Frequency/Durati Now=s
Oxaliplatin 130mg/m2 ™~ D1 every 21days for 6cycles(toral
Capecimtine =) BidDl1-13 —;
L ™ D1 very 21 aays 2 years
= T SY. Ok DY. Vamez P. o1 ol Penbrobimmah piis chemoderopy werrs placehe pia che mothe ragy for HERD gt advanced gaoic camcer
= e a3 @ . dowbie- Blind, phase 3 orial Lance: Oncol 2023:34-1181- 1193
Cisplatin + G-FU) =P i
Drug Combination Dosage Route of administraton Times Frequency/Duration Notes
Cisplatin 80 me/m? v D1
r AGFU) | 300 mpn? fday i contizuous mfssion over 24 hours every 21days for Gcycles
daily on Days 1-5
200mgz v D1 every 21 days up to 2 years
o |Sue I Shacre £, Shah MA, exal pher verms afone for first-tine treatwert of advanced oesophageat cancer (KEYNOTE-
550 @ randomsised. placebo-conrolied. phase 3 stady. Lancer X)24,398.739-

Cisplatin +C itabi P
Drug C i Dosage Route of ini Times Frequency/Duration Notes
Cisplatn 0 mg/m* n D1 every 21days for
Capecithine 850-1000mg PO BidD1-14 Secycles(total of 18weeks)
Pambrokzmsb 200eg v D1 every 21 days up 10 2 years
Rha S5Y, Oh DY. Yanez P, ot al. Pembroii: b plus herapy versus placebo pius ch herapy for HER2 i dv d
3 |eastric cancer (KEYNOTE-859): a muiticentre. randomised, double- blind, phase 3 mial. Lancet Oncol 2023;24:1151- 1195.
HEF2 Overszpression Neengve, CLDNIE.? Posstive:
Drug Combinatson Dosage Route of admmistration Times Frequency,Duration Motes
- 800 mz/m?2 frst-dose only.
Zolbenrximab-clzh r
subsequent doses 200 mg/m? ™ ot
o an D 1 (per study masximuam.
‘Oxaliplarin fm v
=5 me i ‘of 12 doses)
Leucowarin A00mg ™ D1 Cycled every 14 days
- conrimious infusion over 24
Fluerouraci 400mg IV push SR e KNy
.. conrimious infusion over 24
oroura 220Cmetm iy r
FL = - ' o hours daily on Days 1 and 2
or
- 00 mg/m2 IV fGrst dose only,
Zolbenzimalb . r
i subssquent doses SO0 mml ™ on Day 1
A on Day 1 (per smdy Cycled every 21 days
‘Oxaliplarin r - .
130 mz/m2 ™ el )
Capecimbins B50-1000 mg/m2 BID PO on Days 1-14
1. Shteara K. Lordick F. Farg T, o of. Zatletdtmch pius b OLFOXG i patcets with CLINIE - posttve, HERS regative., untreared fooally
loctnzeacet s cacivie o scecmtatic pantric o gz farcion (EPOTINGHT): @ seadticentre, rardomiad,
Bef lcaatiren Bttt pane 3 oraal famess 2023 400 - 685 -G
2. Sk A, Shitara K. Ajans A4, er.al Zolhomarisech plis CAPOX i LIV 8. 3-posimae SR or pastrossophapeal jusenon
|octeraccaretmoma: the rordomsized, phase 3 GLOW ol Mot dded 2023,29.20 3

OTHFE EFCOMMMFNDED BECTMENS
Fluorsuracil and irinsfecan

Drug Combination Dosage Route of administration Times Freguency/Duration Motes
Trinotecan 180 me/m2 ™ DL
Leucovaomn 400 mg/m3 il on Day 1
Fhaorouracil 400 mg/m2 IV Push on Day 1 Cycled every 14 days
. o = TV contimacus infiusion ower 24 hours
Fluorouracil 1200 mg/midays ™ S =

[(Gruimbang K, Lowver C, Ries P, of ai. Prospeciive, randomised, multicenier, phase LT stusy qf fTaorowrac),
— versuz apirubicin, cigpiarin, and capecitabing in advanced gastric adenocarcinema: a Franch £

[ e Digestive. Fu fiow N des Centres de Lutte Contre le Cancer, and Groupe Cocperasewr Multidiscipiingire an
(Oncotogia) study. J Ciin Oncol 2044:32:3520-3526.

Iewcovorin, and Finotecan

Paclitaxel with er without carbeplatin or cisplatin

Dirug Combination | Dosage [Foute of administration | Times | Frequency/Duration Notes
Paclitaxal | 175 mgma | g | on Day 1 | N .
Carboplatin | AUC S | ™ | on Day 1 1 Cy every 21 days
or
Packizanal [ 4080 mgm> | ™ | on D1.8.15 | s N
Cispiatin | 70.80 mgrm2 | ™~ [ on Day 1 | e —
or
Paclitaxal [ 155 200mema | ™ | om Day 1 | Cycled every 21 days
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icplatin | 75 mz/m3 | o™ | on Day 1 |
or
Paclitamel | 90 mz/m3 | o | on Day 1 | . B

Tr—— I 50 mzmz I ™ I om Day 1 | Cycle] mrey 14! oy
ox

[ 132-25tmgma | o | on Day 1 | Cycled every 21 days
o

S0-80 mzimd | ™ | onD1.8.15 | Cycled ewvery I8 days

1. Chadgee! She, Shickis AF, Hettbrun LK. ot ol Phose 1 snudy of pociie] e carboploin i paticss i cdwaced gastric cancer. A d Cifn Oneol 203,36 3741,
2 Flscws [hS, Forassirs A, Argesese b, ot al A phane 1 ool o pocinmee! and cinplores i parients with odseaned coretriss of the espiagis. Cancer J 2000, 6346~
FEFY

2 Posrasch S Welr 4. Reinacker A, ¢f oL Chemotherapy with claplan ard pociiemel D porenss with keafle ahwamood. Fecurness o Feismane oesaphagost cancer. B

ek, b Cameer yoom. v 500309
. Apans e Mnce BN Exmugherny K. or ol Ay of scool i paniens with ot ot afrhe & et Clamoer frs
9 s e S
5. Hironaka 5, Licas 5 Yowsa H. e al . pise B soudy e 4 TR ittt SRRSO POITFIC SEMECE s

lsevere prertacmme mecramtamis affer follre of prdar scrreg o ivac ol i WACRT SO0 drial,  Cliee ool 200 3,30 44384444

Docetaxel with or without cisplafin

Drug Combimatic | Dosage | Rours of adnuini 5 | Times | ency Dharation. Tooces

Diocetanel | 7o85memz | ™ | D1 |

Cisplasin | 7o 7smema | ™ | Dl | ewery 21 day

ar

Doostamal | 30-35mmee | ™ | Dl-% | ewery 21 days

Docstal [ === | v | DI -s- 15 | every 2S days |
o |

Docetanat So7smems | ™ I D1 —very 21 Gays

T At JA, Foncior MB, Tiatarciin SA. <t Gl Phase 1] sl tnaritntionat rormdomtzed DAl of Gocetmiel pls Capianin with or witoet usrouractl i pacnes with

asersc, or = it Ovecot 2005 23-3660-3667.
Ref

2 Kt SY. Do YR Pork KU, ot ol & wedei-censer phase 11 stady of docescel pis cispianin oz frss-tine Shropy i posents with meiassanc squamous cell esophageat
camcer. Cancer Chemother Phaarmacol 201066 31-36.

Fluorcpyrimidine
Drus Combination Dossze Fouts of adms Times Frequency Duration Nows
Leucowvorin 400 mz'm2 Iv D1
Fruorouracal 200 mem2 TV Push. — onDay 1 — i e i iy
Fruorouracs 1200 mz/m2/days v Dl D“"“”‘m s
or
[= i [ 8501000 mzm2 | PO | BID.on D 1-13 | Cycled every 21 days
or
S - -
Frorouracs £00mz/m2 | ™v F“ e ;ﬁ"m“‘;“_‘s“w 2% Cycled every 28 days
7~ Bowcie O, Faoul T Fear T e T g S —— T T T T e
Loptamn. or L5502 ptas o pasiencs weich 5 pasosc camcer: @ > e Drgesmve Group
Ret. St s8> 9803 St Ovacot 2004, 3243194328
2. Ot 4. Srtwacatc 7. Stz 1. <t . Rrarachoswetoadt phacme I trSat of flaorcuracit alors versns fluorcuracil plus cisplatin ver s unactt and tepafir plns mdsocrcts
i prreicmsn i arrenecost tc, cdwarscedt gaseric carcer: The Xapar Clinicat Onoology Group Shudy (OGP 203). J Clin Oroot 2003:21:34-39.

Homg V5. Soreg SY. Lee 51, e ol A phuene i 0ol of eapeciobine 19 provaunly WHinearod Farients ik Siaineed o or miarane ganme concer. s Cmeol
e 434 ) 347,

Docetazel, ci im ar iplatin, and fluorsuracil
Dirug Dosage Eouts of administration Times Frequency/Duration Wotes
Docetaxal 40 mzim? ™V ‘on Day 1
Leucovorin 200 meim ™V on Day 1
Fruerouracil 200 mem2 ™V ‘on Day 1
[TV comtinuous mfusion over 24 hours yeled ol
R . o cled every
Fruerouracil 1000 me/mday ™v faily or Days 1 and 2
Cisplatin. 30 mgims v on Day 3
ar
Docetansl 50 mz/m? ™ ‘on Day 1
Omaliplatm. 85 mz/m2 ™ on Day 1
Cycled avery 14 days
[T comtinuous infiasion ower 24 hours
Frerouracil 1200 mg‘miday ™
Ay laaiy on Days 1 and 2
1. Sheah MA, Sargigiaon FF. Stoller R ot ol Rorsdonssed s dticenter phase I stady of modfed docetaoel ctplanin. ard faorowsr el (INCF) worns INCF plus groesh
leacrar sumparr i pensienes veioh mecaseane pasote adenocarcinoma: o ansdy af
[Eet jetae NS Gonede Cancer Consortiuse S Cln Omood 2005, 33 3874-3879.
2 Bl Ay b, (hoe W, hicwads N, ot al A phase VI stady of docesxcel, i ! -FEK rv I pedens winh wreared
frocait ar. o ke sseech e grsrroesaphageal furcsion. dm 5O Oeood 200848 3E
fesoarie pmEml Cuonrms ZOI00] SUFISNIn CPRs DEiemnTill Cyipr yims
— E - Eoa0 1 - OEIE50 T - FRTYIT | - WEMLGS FD - JOGUers L - 1oopiEL § - puaes - TN g - VEERpma B Dekaa s, )
TReorgEL R T PACONT- Tl TYIACTTNS Gt s i DILSTECTIRS T RS ERaRey 2Anman T Ca) CRLTIMRRIT Enn
[rmramom ¢ s oy g cpssonpmahin o Barnas cuwen. ming 27 e ca ynoscih e b ENELL VIS SO0 I2LOTRIY 2
i B Ly BO B9 fpzw =172
- i o= 50 BIY T [ 132 - 12
S poprra
L USSR e | musspa ofy I
o + MSSRT o 5 sssxz off (x5
- b “ o BO B fpw =133
DiE ComprmRgoen DomEs OIS of SO RISron Lmsz Ersdasrch DRsmen Jorse
271 (eI
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Drug Combination Daosags Fuouts of adménistracion Times Frequency Truration Hotes
Pembrolizumab 200 mg ™ D1 Cycled every 21 days
ar (up 1o 2 yeas)
Prexa 300 me ™ | Cycled every sweeks
¥ ey e Y S— T ¥ e o - P —
(i Cmscar 20200 5008 50800 0
— 2. fntn st i TR, e APeks P v . 8 pix ety s Al fi Pl Evals ) PRTTESES kO Ce Bt aa sty et
s G 220z 230 875
[ S e—
Dirug C iman Dosage Fioute of. inistrari Times rDnaration Hot=s
Mivalamab 20 mg ™ ewery 2 weeks e
2 240 mag IV every 2
Tpilinmamat 1 mzke ™ ewery & weeks weeks or Mivolumalb S50 mg TV
every 4 wesks i of 3 years)
[icrsrszran 57, Shusara & Adochicr . erat Rt revotumat: plc s B pane., e
et ars = —— PAdss 3 EIal Lancet 20TE:IVE: 2700,
¥ P (11mor: or capec and
c o Dosage Route of adminisTation Times Frequency/Duration Notes
Nivolumab 360 mg v jon Day 1 (per study maximum of 2 years)
Capecitabine |850-1000 mg/m2 PO BD.caD 1-14 Cycled every 21 days
Oxaliplatin 130 mgm2 v on Day 1
or
Nivolumab 240 mz v lon Day 1 (per study 5 of 2 years)
Oxaliplatin 85 mg/m?2 jaty on Day 1
Leucovori 400 v continuous infusion over 24 hours daily
on Days 1 Cycled every 14 days
Fluorouraci 200mg IV push D1
3 continuous infusion over 24 hours daily
. PO o 3
Fluorouraci 1200mez'm*/day v onDays 1 and 2
Liansgran ¥Y, Shtsara K. Mochicr M, eral First-tne placs e versus 1y alose for advanced pastric, ganmo cesc
[uncsion, and ocrophageat adenocarcinoma (CheckMate 649): o randowsised. oper-label, phase 3 trial Lawcer 2021:398:2740.
 morop: me. ana p
Drug Combination Dosage Route of administration) Times Frequency/Duration Notes
Pembrolizamab 200 w every 21 days for up to 2 years
Gk - - i Cycled every 21 days for up
Capecitabine £50-1000 mg'm2 PO BID. D1-14 to 6 cycles (total 18 weeks)
Omxali - 130 mg/m2 v drip ©0-120 mins, on Day 1
or
200 mg v every 21 days for up to 2 years
Omxali 85 mz/m2 v on Day 1
Cycled every 14 days for
Lecoworis 200 wig/iw 2 cmDay £ 00 ::(ycml 18 w:ek‘s‘;)
Fhorouracil 400 mz'm2 IV Push on Day 1 2
IV continzous infusion over 24 hours daily
2 2 .
Fhorouracil 1200 mz/m2 w on Days 1 and 2
\Rha S¥, Oh DY, Yanez P, et al. Pembroii: pius ch apy versus placebo pius rapy for HER2-neg advanced
|pastric cancer (KEYNOTE-839): a multicentre, randomized, double- biind, phase 3 rriai. Lancet Oncoi 2023;24:11581- 1195.
Syztemic Therapy for Unresectable Locally Advanced, Recurrest, or Metazestic Disease fwhere local therapy is met indicased)
SQUAMOUS CELL CARCINCAA(SECOND. LINE AND SUBSBQUENT THERAPY)
PREFERRED REGIMENE
Nivelumab
Dieg Combinatio | Dosage | Faese of administation | Tamas | Froguency/Dumtion. Thows
e —— | o pu— | ™ | D1 | [ —
= {far second-Ene thargy for sscphagsal SOC
[—— 480mg | ™ | D1 I [ —
- [sse 2, o B, Titakiantr 2t or Al Mbvolussch v chemotierapy i paticns wiih adwanced seid v intolerant i
|previons chomadherap i ATTRACTION 31 a saltcentre, randomiaed, apen- labal, plaaee 3 rial Lancer Owoed 2000, 30: 1306 i557
FPembrolizumab
Drug Combination | Dosage | Route of administration | Times | Frequency/Curation HNotes
[ — | e —— | ™ | D1 | every Xldays [for second-line therapy for
= esophageal SCC with PD-L1
- 00mg | il | D1 svery 6 wesks epression levels by CP'S of ==10
1 Koftea T. Sech MA, Muro K, ef ol Rondomized Frase [ KEYNOTE- 181 Sty of P izl Versus O T — Cancer. J
i ot 2020 3841 3841 48,
|2 Lt bt 12 T e Abts DF. o1 al A stxweekly dosieg schedde for perdyrolizusecl i peitenes with cancer based o g andt
|Eur o Cancer 2§ 30:08-75.
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Taxane
Drug Combination | Dosage | Route of administration | Times | Frequency/Duration Notes
Docetaxs | 7icomgm | v | D1 | every 21days
or
Paclitaxal [ ssosemems | v | D1 | every 21days
or
Paclitxal | SOmg/m® | v | D1 | weekly
or
Paclimal SOmgim® | v | D1.8.15 [ every 23days
|2 4By M K B, i@z d S, et al. Phase II studies on docetaxel aione every third week, or weekiy in combination with
|semcrzabine in patients with primary locaily advanced, merastatic, or recurrent esophageal cancer. Med Oncol 2007:25:407-412.
2 Ford ER, Marshaii A, Bridg, J4 etal versus active symptom controi for refractory oesophagogaswic
adenocarcinoma (COUGAR-02)- an open-iabel, phase 3 randomised consrolied riai. Lancet Oncol 2014;15:78-56.
3 Ajan: J4. lison DH, Daugherty K. et ai. Activity of 1axol in patients with squamous ceil carcinoma and adenocarcinoma of the
Ref. ezophags. J Narl Cancer Inst 1994:56:1086-1091.
4 Iison DH, Wadleigh RG. Leichman LP. Keisen DP. Paciitaxel given by a weekiy 1-h infision in advanced esophageal cancer. Ann
Oncol 2007:18:595-902.
5 Hironaka S, Ueda S, Yasui H, et ai. Randomized, open-iabei, phase III study nparing iri with I i in patients with
ladvanced gastric cancer withour severe peritoneal metastasis qfter failuwre of prior combination chemotherapy using
opyvimidine plus p : WJOG 4007 trial J Clin Oncol 2013;31:4335-4444.
Irimofecan
Drug C | Dosage [ Route of administration | Times [Frequency Duzatics| Notes
f— [ 1501 Bl [ v [ D1 | every 14days
ar
Imowcan | L25mge? [ ™~ [ D18 [ every 21days
ar
Trnotecn PR p— [ v [ D1 [ every 21days
I Hiroeakn 8, Ledo 5, Norsd B, eral o abed, phase M study comp with poclisaxe] i paticrs wish advanced paitric omcer wishour
|aevere prisonat menastasis after fnilre of price hacrapy citesg fluorop e jplecs platimmame: WIOKG 4007 reiaf J Cite Omeal 200 3,31 4438 2444,
2 S K1, Homg J, Park J, et ol A randonsised plase [ s of biwoeikty e o 0 comb o s -l '
I FCHLELR) in pastencs veich gasmic ad refravacey 5 o after first-tine chewoterapy. Cancer (hemother Plarsacel
Eef. EVTER FRFT TR

3 Fucks C8 Moore MR, Harker G, of @l Phare 1 comparisces of teo irmoteces dosing regleacs e second-tne terapy of sesasars colovectal cancer. § Clin Orcol

4 Tl Pasience PC. Kressschwar A, Bickev D, el Survhval o
| rovckomatnect piazse BT sructy af the Arbeitsgemetrchatt buernistsoke Ondologic (AKY. Eur J Cancer 2011:47: 2306-7114.

v best supp e as recond-line clesssthergpy ir BAsTC CoRcer—a

Fluorouracil and irinotecan

Drug Combimnation Dosage me oti Times [Frequency/Duration Notes
Irinotecan 180 mg/m2 v D1
Leucoveorin 400 mg/m?2 v D1
Fluorouracil 400 mg/m2 IV Push D1 Cycled every 14
TV contimous infusion over days
Fluorouracil 1200 mz/m2/days v 24 hours daily on Days 1 and
o)
Sy S8 Homg S Park ). eral A randomtzed phase 1] stady of biweekly v ora s S
Ref (FOLEIRI tr patients with mesassanc astric GlemocarcDIOma refraciory 1o or ater first-tine Camcer Chemother Pharmacol
2003,71 48] 488
OTHER RECOMMENDED REGIMENS
Irimotecan and cisplatin
Dz Combination Diosage Fuoute of adminisration Times Frequency/Turation Mates
Irinotecan 6ime'ml w D18 4 —
Cyeled every \H
cisplatin 15-30 mp/md w ] §:}
H.Enzinger PC, Burtness B4, Niedrwiecki D, ef al. CALGE 80403 (diliance)/E1206: a randomized phase I study of three chemotherapy
Reef. [regimans plur cearcimab in metaztatic esophagenl and grsroesaphagen) function cancers. JClin Oncol 2006 34:2736-2742.
|2-Hzom DH. Phase I trial qf weekly frinorecan/cisplatin in advanced esophapeal cancer. Oncology (Willizton Park) 2004, 18:22-25.
Docetaxel and irinotecan
Dz Combination Diasage Raoute of administration Times Frequency, Turation Hotes
Irinatecan 50me'ml n Dl.B Cyoed 21 days
eery
Dlocetaxel 35 meg/md w Dl.B
Eef.

(Furtnees &, (Tihoom M, Eplesion B, etol Phase [ ovial o doce el b In achvernced csopd cancer. Ane ool 205, 0, 12421 248,
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g PREFERARED REGIMENS
Ramuciramab and paclitazel
Druz Combination Dosage Route of administration. Times FrequencyDuration Notes
Paclitamel S0mg/m pu D1.8.15
Cycled ewery 28 days
Ramuciramab Bmzkg v DL15 b 3

Withe . htro: K. Fiave Cucvem £, ef al Ramsectrumssh pis pociise] versus placeio pies poclisse in puricrs wis previously meoied adveced gasiric or gasmo-

ERef
|oesaphgent juncrion adenasancroes (RADVEGW): o double- bt nandomised plase 3 ol Lancer Oweol 200 4,13:0 224- 1735,

Fam-trastuzumab deruxtecan-nxki

Dirug Combination Dosage Route of administration Frequency/Tharation Hotes
(for HEF_ overexpres:sion-
Trasruzamaly 6.4 m| w m every 21 days
ekE = positive adenocarcinoma)
Ref. Sdrscona K, Baweg Y, Iwasa 5, ot ol Trastamamaob Dernotocan in Frovdously Treaed HERZ-Posimve Gasric Cancer. N Ergl J Med M0, 382 2415-2430
Taxane
Drug Combination Dozage Fooure of administration Times Frequency. Turation Notes
Diocetms T~ 100’ o Dl every 2ldays
3
[ rr— [ Giastmsm | ™V [ Dl [ every 2ldays
3
“Paclitaxal [ Stmre | ™ [ DI [ weskly
o«
~
Poclitaxel Somg [ v [ D1.8.15 [ every 18days |
L Alberinncn A, Joharason B, Fricsiand S, et ol Phase 1] studbes on docesaxel alone every Brd week. or weckly in combimation with gemctbine 01 porkents with
|ovtmary: tocatry codt ar recurrens camcer. Mod Oncol 2007, 24:407-412.
2 Ford ER. Aarshalt A, Bridgewater JA. ot ol. Doceszcel wersus Gotive sympiom control for ref (COUGRR-G2): am apern-

iabet piacse 3 randomised controdiod wial Lancet Oncol 201 3:13:78-86
2 Ajars 4. Hiscon DF. Daugherty K. o1 ol Actity of saol n pacients with cetl arat of the J Nast Carcer st

Ref.
1995 86 10861091
¢ Hisos DN, Wodleigh RG. Letchman LP, Ketsen DP. Pocitsael givern by a woekly [-h infusion 1 adwanced esophageal camcer. Anm Omool 2007, 18-298-902.
s Hiramaka S, Ueda S Yard H. erat x piase 11 study with ool L ire praticres with adwavoed SEtric cacer withour
Jevere perrscmect menaseasts after follure of peor vy aerdveg | ” plics platinas: WAOG 4007 oial J Clin Ovncol X013, 31 4438~
esss
Irinotecan
Drug Combination | Dosage I Route of administration I Times | Fraquency/Duration Notas
ZIrmctecan T | ™ | D1 | every 14days
o
Irmotecas | 125 | v | D1s | every 21davs
=
Erinctocan 250-350mg | ™v | D1 | every 21days
1. Hironaka S, Ueda S, Yard H. erat . phase 11 srady with pactiEae! i paticrss with Givaroed SEStric caoer withoat
lsevere perraovacat metastasts after Koilare of prior e wsirg Muorop Placs platimaem: WIOG #NI7 triad J Cline Oncol 2013, 31:4438-4444
Ref 2 Syme S Howg 1. Park J. e2 0L & randonssed plaase 1] ssudy of btwseetly ora of s
(e PO ETRI) e pearients with metasiatfic Sastric GAEmocareinoms refraciory 55 or progressive after first-line chemotherapy. Cancer Chemother Pharmeccol 201 3; 71485 -]
ess

Adours MR, Harber GG, of ol Phase M comparisor of e irinanecan doging regieas dn aecond-lne turapy of setasgars colerectal camcer. 3 Clin ol
EUVER TR T

4. Paces Pasternoe FC. Kresschmar A, Bickev D), esal Siervrval advemage for irimotesan verres best supportive care s second-line cheratherapy e gasris comer—o
e mtsed placzre T sty o the Arbettsgeme ok buernistioche Orabologie (AN, Bur J Cancer 200 1. 47-2306-2314,

Fluorcuraci and irimetecan

Drug Combination| Dosaze Foute of administration| Times Frequency/ Duratien Totes
Trinoeecan 180 me/m2 v DI
Leucovarm 400 me/m3 v D1
Flucrouracil 400 mefm3 IV Push DI Cycled avery 14 days
. o IV comtinuous infusion ewer 24
Flucrouracil 1200 mg/mdays ™ i
S S, Horg J, Park J, ot ol A randomiced phase I sty of biweekhy ora U VT Y S ——
Ref. P OUFTRL) in pasients with mcsarsarc gasric adenocars: o, cafter firar-iine Caner {hemathcr Fharmacel 708375 $65-
e

Trifluridine and tipiracl

Druz Combination Dosaz= Fronwis of admeismation Times Frequency Thmenen Tiotes
= - S mgmiupwe ==
- mr_umd 2 maxinum dose ro Biden Days 1-5 and 813 |  Cycled every 18 days {ﬁmhﬂ MEG“:”M] i
tharzpy adenocarcinomal
i |of 80 mg per dose al
- |shitara K. Doi . Dvarkin A, et ai. Trifluridine/tipiraci verss placebo in patienss with heavily preteased metstatic gastric cancer
- (TAGS): a randomized, double-blind, piacebo-cantrolied, phase 3 wial Lancer Oncol 2018;19: 1437-1448.
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Sy temmic Theraps Sor Locatly - Dizeaze frrhere local cherapy i med imdicated)
ADENOCARCTNOMA (SECOND- LINE AND SUBSEQUENT THERAFY)
oTuen
R ramab
Drug P Dosage [P of adminisaatien] T [ FrequencyDuranon | Tows
— ™ | o p——
e Fuache 5 Fomasek £ Fong CF, ef ol Romsctrumct montherapy, for ety treated adweced gasric o Pa—
s - . 3 ertal Fomeee 200.4; 488315
Irino amd ci
Drug Tosage  [Roum ot = Temes T umamon | o=
Erimotecan SSmgmmd | ™ | D1.E |
cisplasn 5 30mema | ™ | D1s | SRETTEae—
I Erirger P, B B, Niedoatectd [3, ot ol CALGE 80803 (Al a1 200  randomtoed s IF sy off ot ol thverpse regimers s oe ot
BeE 2 e ac,  framcrian ccmesrs. F il Omond F056: 34 TTRE-TT4I.
2 dteom Kot Piaane i1 i of weekis - camoer, Cmcoiogy (Wikictor Farks 300408 3223,

Fluoreuracil and irinofecan = ramucirumab

Dirug Diosage Fiours of inistrari Time=s Frequency Duration Taoe=s
= o Bmeke ™ f=11
180mzm2 ™ =1
P —— 300 mama = s (Cycled every 12 days (ealy for adenocarcinoma)
Flacsousacil 400 mgm2 IV Push D1

Dabrafeni 150 mg PO twice daily
Trametinib 2 mg PO daily

Satawa AKS, 131 5, Macroe ER. et at. Dobraferdh and oramesnssb e paricres wish sanors with BRAF{VEO0E) masotions: Rersizs of tve NCI-MATCH
il subprococol B J Clin Ovncol 2020. 38 38953904

For RET gene fasion-positive tumors

Regimen Selpercatinid
Selpercatinid
L= Patients >=50 kg- 160 mg PO rwice daily
Patients < 50 kg- 120 mg PO twice daily
e Salama AKS. 13 8. Macroe ER. et al. Dabrafersh and trametingd in posients with tusors with BRAF(VEOOE) mutations: Resuits of she NCI-AMATCH
ol subprotocol H J Clin Ovncol 2020, 38: 38953904
continuous mfusion over 24
Fluorouracil q 7 =
1200 mg/m2 dzysl v E : g 3 3
Tabermero J, Yoskino 7. Cohn AL 2 ol Raveacirumab versus plocebo i combination with second-time FOLFIRI tn parients with memassanic colorectal
Ref

carcosoma thar progressed during or after frsi-line tierapy witk anda (RAISE)- & doadle Slid.
mestrscerare. placee 3 study. Lancer Oneol 2045:16-499-308.

irimotecan + ramucirumab

Drug Combination Dosage [Route of administration Times Frequency/Duration Notes
Ramuciruman Smekz v D1
rcled every 14 days ¢ for adenocarcinomal
Trinotecan. 180megm2 | ™~ D1 i e )
Sakat D, Bokx N. Kodera Y. et al. An bswergroup phare Ui wial of ramscirumat plis irinotecan in third or move Mne beyond progression after ramsectrumesh for
|atanced gastric cancer (RINDBeRG wial). J Clin Onool 2018, 36-TPS4138
Docetaxel and irimotecan
Drug Combination Dosage [Routs of administation Times Frequency /Duration Notes
Irinotecan 50mg/m2 v D18
Cycled every 21 days
Docetaxel 35 mg/m?2 w D1.8
Ref. Burtness B, Gibson M, Egicsson B. eral Phase I trial of docesaxel-trinotecan combinarion i advanced esophageal cancer. Anr Oncol 009; 20 1242-1248
For NIRK gene fusion positive fumors
p— e ==
»E(®D) Entrectinib 600 mg PO once daily
Doebele RO, Driion A, Pas-Ares L. et ol Entrectinh in patienss with advamced or metastatic NTRK flcsion- poritve solid tamours: Disegrated mabysts

of three phase 1-2 mials Lances Oncol 2020, 21:271-242.

L

nz(®z)

Larotrectinib 100 mg PO twice dadly
- Drtion A, Lactch TW. Kusemar S, er ol Efficacy of lorotrectintd 01 TRE fsion-posiove camncers in adults amd chtidrere. N Enpl J AMed 2002378735~
739
Regimen Repotrectinib

Repomwectnid
160 mg PO Daily Days 1-14 of cycle 1

nE(®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
Solowae B, Driton A, L JJ. et al | 372P Repotrectinsd in pasenss (pes) with NTRK fusion- positive (NTRK~) advanced solid sawors, inciudng

NSCLC: Updase from the phase 111 TRIDENT-1 trial Ansals of Oncology 2023, 34:5787-S728.
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A~ BAHER R R AN~ BB RR R
Treatment Regimen Treatment Regimen
CCRT : CCRIT :
Definitive RT : Favor IMET dose of 4300-6600 cGy. Definitiva RT - Total dose of 45-66 Gy.
Neoadjuvant / Adjuvant BT : Favor IMRT dose of 4140 -5400 cGy. MNeoadjuvant / Adjwvant RT : Total dose of 41.4-54 Gy.
Chun, 5. G., Skinner, B D., & Minsky, B. D. {2017). Radiation therspy for locally advanced esophageal cancer. Surgical Oncology Clinics, 26(2), 257-276. Mote : Radiotherapy should be delivered using intensiry-modulated radiotherapy or more advanced techniques.
Chux, 5. G-, Skinner, £ D., & Minsky, B. D. (2017). Fadiation therapy for locally advanced esophageal cancer. Surgical Oncelogy Clinics, 26(2), 257-276.
%73 F B2 IR

t=REBREER
A5 5 A X REER
0 . :
143 OoP EMR/ESD or OP : Margin free
OP ]
23 or 1.4 1% Margin free
= Neo-adjuvant CCRT+OP | 2 Margin (+) — Adjuvant CCRT & % A
P or 3 Definitive CCRT & & 8
y P Definitive CCRT
bt ] Neo-adjuvant CCRT+OP | 1.#7{& Margin free
il or 2 Margin (+) — Adjuvant CCRT & & A
Definitive CCRT 3 Definitive CCRT & & 8
1 Definitive CCRT & & 8
2 Palliative C/T i§ = {8 A (4 o B4t & Ufur)
43 Definitive CCRT 3 Palliative C/T ki =M A SR EERRMEE » 4R

HRER > B RERRTERE

LERYREF

+=~REREEETR

#& 3 ¥4 %) G A X RAEEZR
0 37 s 2
138 OP EMRJ/ESD or OP : Margin free
oP -
> 9 or 1.3 & Margin free
- Neo-adjuvant CCRT+OP | 2 Margin (+) — Adjuvant CCRT & & A
& or 3 Definitive CCRT & % 8
P Definitive CCRT
*EAE £ Neo-adjuvant CCRT+OP | 1.#7{& Margin free
3 or 2 Margin (+) — Adjuvant CCRT & £ A
Definitive CCRT 3 Definitive CCRT & % A
1 Definitive CCRT & % 8
2 Palliative C/T if = M A (4 0 Bt # Ufur)
44 Systemic therapy 3 Palliative C/T A =8 A + B ECHRRMF 4 » R
HHER B—RERNTERS
AT BEF
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3 2
F2 A L R 3
RRESEA s S E /LY T T T T T T T T T T T T T T T 4
THmELsgsKp--—----—"—"—"—"—"—"—"—"—"—"—"—"—"—"———— ——8
s micKApil-——""""""""""—"—"~"—~— - - ———— 9
CEeRAMN-— T T T T T T 12
wHEse R RN = — = 66
£ ##F45% (Supportive treatment) 9| - ————————+"—+"——"—"—"—"—"———————— —— — — — — — — 66
X REfRERS-——"T"T"""""" """ ———— 67
i T 68
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FEC I BEUEARARS G5 F  AEREE KRR A CH T B AR AoBng L S F R

IS

£

Ik 2 FER SEE (Tan-nin) > = RIS ESE/F AP T A& k2 57 F7 7 B2 LA
(Nitrosamine) » ~ 43 § 3« & Aeif 2 0b 6 o RiFP™ LOGERDF B 6 FIS o AP H7 ohipps |8 8 R L
BAH2-AT > FEEE  RIAERLGEFEA0R o F SERELTHENSEDRF > A 0 F R E R
S RWTIET > BT BRI RS SE K SRS T B RERROLE > M
FADY - Frc p U3 EagEws w‘hrg?ﬁ&ﬁ’ﬁ Bl e S ¥ s (SEHFQHyeean@doa 4 F10) ¢ &—41 ’
Lo A gt SRS B 1 6-14% - 7 SERFRMEGT L mESILagRAd > HinE YA agE Y Ko

S EHMT B LA SHAETIY G SRR AARLE > LSRR RY > T F H G HE

REfEE 7 LERE -
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= pERE

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

2. siE#&% (Esophagography) : & 4 < feh™ SHEEAH > NEZFS G SFEH S FEHTGF L IE L
G BHX KA @GRS K T MR T R S ERARP DR AP R GG R R S A M D
Bk e FANIMAE R Pl NMNGFIRD  BORPBILE G N FERTE oM B Rt P g G DI
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 BHZEDOR R FREFLDEE MR G P EEDET] o R iR AP vBE € LR B IVE FRRE 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

PAER » 2 RESHTORG BEFAG RE VBT A -
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5. His e dh @ LIV 4 ~ & 3 b8k B (PET) ~ 2 % %44 (Whole body bone scan) %= &g &% 4%

CHREHA N SR
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 AR4E4ZF & (Miniprobe Endoscopic Ultrasound ; EUS) » 12 7 f2 7% 5% i e

FURR oM RRFRAIATT £ FEPEE TG 0 2 EARRI P EETE A A~ ek -
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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 17.0

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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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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» ~ S HisRAp sl (Squamous Cell Carcinoma)

WORK-UP

FHEgE
- History and physical examination

CBC and chemistry profile
« EGD and biopsy
+ Chest or Abdominal CT / MRI
« PET/CT scan(if no evidence
of M1 disease)
B
-EUS
-Whole body bone scan
- Esophagography and/or upper
Gl series
-Upper abdominal sonography
-bronchoscopy: for cervix,
upper and/or middle third
-next-generation sequencing
(NGS)

EVALUATION TREATMENT
| pTis » Ablation
» pT1aNoO » Endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD) or Esophagectomy
> Medically unfit and resectable or p’t refuses surgery > CCRT
cT1b-T2, NO
> (low risk®) pT+ % 0 Observe and F/U
- i i > Or :
> rél:gclf;t::g fit and o Surgery |l RO L yp
CcT2NO (high o CT
|| risk*)
cT1b-T2, N+
Neo-adjuvant » Re-evaluation L » R1-R2 CCRT (If no previous CCRT)
» | CCRT l Palliative management
—»{ CcT3-T4a, >
any N > o Inoperable, or Surgery refused
> Definitive CCRT P ’ gery
—
*
»| CT4D™ N+ > »| unable to tolerate CCRT Palliative RT
i v Systemic therapy, and/or
5| cM1 > Palliative/Best supportive care

*Low risk: <3cm, well differentiated.

*High risk: >3cm, poorly differentiated,LVI(+)
*cT4b:Consider chemotherapy alone in the setting of invasion
of trachea, areat vessels, vertebral body, or heart
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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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S HicKdp 3! (Adenocarcinom)
WORK-UP EVALUATION TREATMENT
pTis »| Ablation
EERE 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 > Cle'TZ’ NO .
P y. (low risk*) 3| Medically fit and pTis-pT1,2 [—» Observe and F/U
« Chest or Abdominal CT / MRI —— > resectable - Surgery > N(_) <
. i i - T3, pT4a —>
PET/CT scan(if no evidence _ [eranomion |, Perioperative pT3, p CTICCRT/Observe
of M1 disease) risk*) —> : N(+) >
‘ cT1b-T2, N+ systemic therapy |—», —>
BRI (preferred) Systemic therapy, if
EUS B _ received perioperatively
— | Neo-adjuvant —» Reevalieion | y | Rg 7 ypTO. NO (category 1)
-Whole body bone scan d —> \ ]
CCRT ypT+, N+ . .
- Esophagography and/or upper |, NIV(_)Iumab Jf neo-CCRT
Gl series cT3Tda,anyN  [—>» neo_adjuvqntor , received (category 1)
_Unper abdominal sonoaranh perioperaihe Il R1. R2 resection >
ppera al sonograpny , CCRT, Ifno previous CCRT
-bronchoscopy: for cervix, i Definitive CCRT Inoperable, or refused surgery pa“ia‘jvemanagenm
upper and/or middle third
_ — | CT4b,N+ > -
-next-generation sequencing unable to tolerate CCRT »| Palliative RT
(NGS) v Systemic therapy, and/or

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, vertebral body, 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 EJC £ Fimi2 s |
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

« PET/CT scan(if no evidence

of M1 disease) Previous CCRT

A 4

A\ 4

Palliative/Best supportive

Resectable and

»| Esophagectomy

medically operable

BE A
« Whole body bone scan
* CXR

* PES/ Esophagography

Unresectable or

| medically operable

Systemic therapy, and/or

\ 4

Metastatic disease

(*— If symptomatic)

*Best supportive care:
¢ Obstruction: Stent, RT

* Nutrition: J-tube (for potential surgical candidate), PEG, G-tube

« Pain control: RT or medications

11

v

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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(- ) PRINCIPLES OF SYSTEMIC THERAPY
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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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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 Systemic Therapy

Preferred Regimens

- Nivolumab only after preoperative 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)

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)

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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* 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) 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

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

15
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best manaogement of anv natient 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 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) 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

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

16
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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 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)

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)

« 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 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

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 encouraoed.
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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 17.0

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
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
(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

Nivolumab 240mg v D1 every 2 weeks

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
2023;41:255-265.

Pembrolizumab

Route of . .
Drug Combination Dosage L Times Frequency/Duration Notes
administration

followed by surgery and
adjuvant pembrolizumab
200 mg 1V every 3 weeks
for 16 cycles

every 3 weeks for

Pembrolizumab 200 mg v D1 at least 12 total
weeks

Ludford K, Ho WJ, Thomas JV, et al. Neoadjuvant Pembrolizumab in Localized Microsatellite Instability High/Deficient Mismatch Repair Solid
Tumors. J Clin Oncol 2023;41:2181-2190.

Ref.

21
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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 17.0

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.
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Preferred Regimens
Cisplatin +UFUR

F T E

DEFINITIVE CHEMORADIATION

Clinical Guideline 2026 version 17.0

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
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 1l 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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PREFERRED REGIMEN

POSTOPERATIVE ADJUVANT THERAPY

F T E

Clinical Guideline 2026 version 17.0

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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Preferred Regimens
FLOT

F T E

Clinical Guideline 2026 version 17.0

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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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)

F T E

Clinical Guideline 2026 version 17.0

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)

PREFERRED REGIMENS

F T E
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SQUAMOUS CELL CARCINOMA(FIRST-LINE THERAPY)

Cisplatin + Fluorouracil (5-FU) + nivolumab

Drug Combination| Dosage Route of administration Times Frequency/Duration Notes
Cisplatin/or
carboplatin (AUC | 80 mg/m? IV D1
6) every 28days
Fluorouracil (5- | 800 mg/m? v continuous infusion over 24 hours
FU) /day daily,D1-5
nivolumab 240mg v 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
Ref. 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

randomised phase Il noninferiority trial. Ann Oncol 2009;20:666-673.
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Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

PREFERRED REGIMENS

F T E
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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? v D1
every 21days for
800 mg/m? continuous infusion over 24 hours dail
Fluorouracil (5-FU) : v Y|  upto6eycles
/day on Days 1-5
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
ef.
(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.

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
Fluorouracil 400 mg/m2 IV Push on Day 1 Cycled every 14

days

IV continuous infusion over 24

Fluorouracil 1200 mg/m2/days v
9 y 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.

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

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
) ) ) Cycled every 14 days
) 1200 IV continuous infusion over 24
Fluorouracil v i
mg/m2/days hours daily on Days 1 and 2
or
- 850-1000
Capecitabine PO BID,on D 1-14 Cycled every 21 days
mg/m2
or
_ IV continuous infusion over 24
Fluorouracil 800mg/m2 v i Cycled every 28 days
hours daily on Days 1-5

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 Il 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 i
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
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.

S-1(TS-1)

Drug Combination Dosage Route of administration Times Frequency/Duration Notes

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

on 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, 38andomized 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, 39andomized

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

40andomized 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.
2. Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in combination with chemotherapy versus chemotherapy alone for treatment
Ref. 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. overexp_r(_essmn-
+ 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 800 mg/m2/day v i
daily on Days 1-5
or
Cisplatin 80 mg/m2 v D1
Cycled every 21 days
Capecitabine 850-1000 mg/m2 PO Bid,D1-14
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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

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

continuous infusion over 24 hours every 21days for 6cycles

daily on Days 1-5
Pembrolizumab 200mg v D1 every 21 days up to 2 years
Sun JM, Shen L, Shah MA, et al. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line treatment of advanced oesophageal cancer (KEYNOTE-

Fluorouracil (5-FU) | 800 mg/m? /day v

Ref.

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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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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ADENOCARCINOMA (FIRST-LINE THERAPY)

OTHER RECOMMENDED REGIMENS

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
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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.

er.
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
HorouTact g . - - y_ Cycled every 14 days
) IV continuous infusion over 24

Fluorouracil 1200 mg/m2/days v .
hours 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

Fluorouracil 800mg/m2 v . Cycled every 28 days
hours daily on Days 1-5

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/1l 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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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
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/m? v D1 every 14days
or (for second-line therapy for esophageal SCC
nivolumab 480mg v D1 every 28days
Kato K, Cho BC, Takahashi M, et al. Nivolumab versus chemotherapy in patients with advanced oesophageal squamous cell carcinoma refractory or intolerant to
Ref 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/m? v D1 every 21days (for second-line therapy for
or esophageal SCC with PD-L1
Pembrolizumab 400mg v D1 every 6 weeks expression levels by CPS of >=10

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.

Ref.
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/m? v D1 every 21days
or
Paclitaxel 135-250mg/m? v D1 every 21days
or
Paclitaxel 80mg/m? v D1 weekly
or
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
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/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.
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
(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 11l 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.
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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.
2.11son 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.

58




Chung Shan Medical University Hospital

v

F T E

Clinical Guideline 2026 version 17.0

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 45-66 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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