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Pretreatment Workup

WORKUP

H &P

Upper GI endoscopy and biopsy

ChestCT with oral and I'V contrast( if no contraindications )

PET-CT evaluation

CBC and Chemistry profile

Endoscopic ultrasound(EUS)(M1 75 A ] & )

Endoscopic mucosal resection is essential for the accurate staging of early stage cancers( T1a or T1b)
Biopsy of metastatic disease as clinically indicated

MSI by PCR/MMR by IHC, and PD-L1 testing( preferred for documented/suspected metastatic disease )
HER2-neu testing if metastatic adenocarcinoma is documented/ suspected

Next-generation sequencing (NGS), may be considered

Bronchoscopy, if tumor is at or above the carina with no evidence of M1 disease

Assign Siewert category

Nutritional assessment and counseling

Smoking cessation advice, conseling, and pharmacotherapy as indicated

Screen for family history( preferred )
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 Esophageal cancer guideline-1) N EtEiEDI
Pretreatment Workup

Squamous cell Ca
(See Esophageal cancer

CLINICAL STAGE Medically fit < guideline -2)
fi ~
of SuTgety Adenocarcinoma N
(See Esophageal cancer %
Stage I-IVA(Locoregional disease, except T4b or unresectable N3) guideline -9) 7?%
* Squamous cell carcinoma Multidisciplinary evaluation %ﬁ
- Consider enteric feeding tube* =

* Adenocarcinoma - -
for preoperative nutrition support

- Laparoscopy(optional)
If no evidence of M1 disease and
tumor is at EGJ

Bl

— Non- surgical candidate
(See Esophageal cancer
guideline -6)

DS

Stage IVA(including T4b or unresectable N3) & IVB(metastatic disease)

uu

* Squamous cell carcinoma |
| » (See Esophageal cancer

guideline -8)

¢ Adenocarcinoma

* Percutaneous gastrostomy tube (PCG) may be considered for patient with cervical esophageal tumors receiving definitive chemoradiation or
for patients with marginally resectable disease.



 Esophageal cancer guideline-2)
Squamous cell carcinoma: primary treatment options for medically fit surgery patients

Endoscopic therapies (preferred)

cTis * ER*
cTla » Ablation( for Tis only )

* ER followed by ablation

pT1b,NO |—>

cT1b-T2,NO
(low risk lesions:
Gl &

\ 4

tumor length <3cm,)

cT1b-T2,NO

(high risk lesions:
G2/3, LVI or

tumor length > 3cm)
c¢T1b-T2, N+ or
cT3-T4a, Any N

\ 4

cT4b |

* ER: endoscopic resection

or Esophagectomy (for non-cervical esophagus)
or definitive radiotherapy (for cervical esophagus

Endoscopic surveillance

pTis (See Esophageal cancer guideline -7)
pTla or

esophagectomy (for non-cervical esophagus
es. with extensive CIS lesions)

See Surgical Outcomes
(See Esophageal cancer guideline -4)

patients or who decline surgery) —— Follow up

(See Esophageal cancer guideline -7)

Esophagectomy (for non-cervical esophagus) —— See Surgical Outcomes

or definitive radiotherapy( for cervical esophagus )

Preoperative chemoradiation(for non-cervical esophagus)
or

(See Esophageal cancer guideline -4)

—— - Follow up

(See Esophageal cancer guideline -7)

See Response Assessment
(See Esophageal cancer guideline -3)

Definitive chemoradiation (for cervical esophagus) » Follow up

Definitive chemoradiation ! o

or
Consider chemotherapy alone in the setting of
invasion of trachea, great vessels, or heart + palliative management

(See Esophageal cancer guideline -7)

See Response Assessment
(See Esophageal cancer guideline -3)
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 Esophageal cancer guideline-3)

Squamous cell carcinoma: response assessment

Response assessment

e PET/CT( preferred )

Preoperative  Chest/abdominal CT

chemoradiation » Upper GI endoscopy
(optional if surgery is planned)

* PET/CT( preferred )
* Chest/abdominal CT
» Upper GI endoscopy

Definitive
chemoradiation

>

Response

No evidence
of disease

—( Or

Persistent local
—>

disease

Unresectable
or Metastatic
disease

No evidence
of disease

YR

TMU Taipei Cancer Center

Additional management

See Surgical Outcomes
—» (See Esophageal cancer
guideline -6)

Esophagectomy

Surveillance(category 2B)

Esophagectomy See Surgical
(preferred) |, outcomes
or (See Esophageal

Palliative Management cancer guideline -6)

Palliative Management
(See Esophageal cancer guideline -7)

Persistent local .

disease

Unresectable
or Metastatis
disease

—>

Surveillance g
»| (See Esophageal %
cancer guideline -7) 1
Esoghagzctomy See Surgicaloutcomes 5|
(preferred) (See Esophageal
or

L cancer guideline -6)
Palliative Management

Palliative Management
(See Esophageal cancer guideline -7)



 Esophageal cancer guideline-4)

Squamous cell carcinoma: surgical outcomes

Patients Have Not Reveived Preoperative Chemoradiation

< T2 and NO & no any high risk factor*
RO resection >T3 or N+
any of the high risk factors*

—>| Surveillance

\

R1 resection |

R2 resection I

Y

Chemoradiation Follow Up
or Nivolumab (See Esophageal
or surveillance cancer guideline -7)
Chemoradiation
Follow Up
(See Esophageal
o cancer guideline -7)
Chemoradiation
or

Palliative management
(See Esophageal cancer
guideline -7)

*High risk factors: close circumferential/surgical margin, LVI, perineural invasion, extracapsular nodal extension
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 Esophageal cancer guideline-5) ‘m‘”%ﬁdmm

TMU Taipei Cancer Center

Squamous cell carcinoma: surgical outcomes

Patients Have Reveived Preoperative Chemoradiation

cancer guideline -7)

| ypTONOMO | > ?g\

RO resection . Follow Up ]
—>| ypT+ or ypN+ | > Nivolumab —— > (See Esophageal 4

| (preferred) ’E

3l

Bl

23

%

R1 resection I > chemotherapy ' ' Follow Up }E’
Or Observation until progression

(See Esophageal 5l

Or Palliative Management
(See Esophageal cancer
guideline -7)

cancer guideline -7)

\ 4

. |
R2 resection |




 Esophageal cancer guideline-6)
Squamous cell carcinoma & adenocarcinoma : Non- surgical candidate

Endoscopic surveillance

pTis, | _
ER —| pTla | "~ (see Principle of surgery)
cTis Ablation( for Tis only ) Endoscopic surveillance
cT1 (St?e E'sophageal cancer Follow Up
ER follow by ablation =~ — | pTlb }—> guideline -7) ——> (See Esophageal
or T
) ) cancer guideline -7)
Consider chemoradiotherapy
with poor prognostic features*
able to tolerate cT1b-T4a, Follow Up
. or NO-N+ | Definitive chemoradiation I » (See Esophageal
chemoradiation Sy
or cT4b cancer guideline -7)
Palliative radiotherapy
unable to tolerate | or Follow Up
chemoradiation | Palliative/Best supportive care

(See Esophageal cancer guideline -7) cancer guideline -7)

»
V‘

‘ > (See Esophageal

* Poor prognostic features: positive margin(s), max. tumor diameter > 2cm, G2/3, LVI or more
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 Esophageal cancer guideline-7) N EtEiEDI
Squamous cell carcinoma & adenocarcinoma
follow up — recurrence — palliative management

Concurrent
chemoradiation
(prefered)
Locoregional or
Recurrence: Surgery >
—>| R
Every 2-4 Prior esophagectomy, no or cetrence
prior chemoradiation Chemotherapy
m for 1-2y, or
then Palliative/
6-12 m Best supportive care Palliative
for 3-5y, =
0 Y Management =]
en Resectable (See {IE._
annually || Locoregional > and medically —>| Esophagectomy |—>| Recurrence |—> Esophageal l;é
at least Recurrence: operable cancer }E’
Prior .chemoradiation, guideline -7) 5
no prior Unresectable
esophagectomy » or medically >
inoperable
Metastatic disease I >




 Esophageal cancer guideline-8)

Squamous cell carcinoma & adenocarcinoma :
unresectable locally advancer, locally recurrent, or metastatic disease

KPS = 60%
or
ECOG performance
score = 2
Unresectable locally
advanced, Locally
recurrent, or
Metastatic disease
KPS<60%
or
ECOG performance

score = 3

Perform MSI by PCR/

MMR by IHC,

PD-L1 and

Her2 testing (if metastatic
adenocarcinoma is suspected)

Systemic therapy
and/ or

Palliative/

Best supportive care
(See Esophageal
cancer guideline -7)

_| Palliative/ Best supportive care

V| (See Esophageal cancer guideline -7)
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 Esophageal cancer guideline-9)
Adenocarcinoma: primary treatment for medically fit surgery patients

Eendoscopic therapies(preferred)

* ER followed by ablation

* Ablation( for cTis only )

pTis, pTla
Superficial pT1b

cTis * ER
cTla
pT1b | v >

cT1b-T2, NO with

\ 4

low risk lesions :

Esophagectomy I >

or chemoradiotherapy(for patients who decline surgery) |—>

»

tumor length
<3cm, G1

c¢T2,NO with high
risk lesions : tumor
length >3cm, G2/3,
LVI, or N+

or ¢cT3-T4a, Any N

A 4

cT4bl}

Preoperative chemoradiation(category 1)(preferred) ——»

Or definitive chemoradiation
(only for patients who decline surgery)

\/

Or perioperative chemotherapy | Esophagectomy |—>

Or preoperative chemotherapy

Definitive chemoradiation I

\

or

Consider chemotherapy alone in the setting of )
invasion of trachea, great vessels, or heart

YR

TMU Taipei Cancer Center

Endoscopic surveillance
(see Principle of surgery) or
esophagectomy (es. with extensive CIS lesions)

See Surgical Outcomes
(See Esophageal cancer guideline -10)

Follow Up
(See Esophageal cancer guideline -7)

See Response Assessment
(See Esophageal cancer guideline -11)

Follow Up
(See Esophageal cancer guideline -7)

See Surgical Outcomes
(See Esophageal cancer guideline -12)

See Response Assessment
(See Esophageal cancer guideline -10)

See Esophageal cancer guideline -8
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 Esophageal cancer guideline-10)
Adenocarcinoma: response assessment

Response assessment Response

No evidence

\/

of disease

* PET/CT( preferred )

e Chest/abdominal CT Persistent local

\/

-

Additional management

See Surgical
Outcomes

™ (See Esophageal
cancer guideline -12)

Esophagectomy
Or
Surveillance(category 2B)

Esophagectomy See Surgical
(preferred) . Outcomes
or (See Esophageal

Palliative Management cancer guideline -12)

\i

Preoperative
chemoradiation Upper G.I endoscopy disease
( optional if surgery is
planned)
Unresectable
or Metastatic disease
No evidence
of disease
Definitive * PET/CT(p referred ) Persistent local
.. ¢ Chest/abdominal CT .
chemoradiation disease

» Upper GI endoscopy

Unresectable or
Metastatis disease

.

Palliative Management
(See Esophageal cancer guideline -7)
_ | Surveillance
| (See Esophageal cancer guideline -7)
Esophagectomy )
(preferred) See Surgical
or Outcomes

(see Principles of

Palliative Management ) )
pathological review)

Palliative Management
(See Esophageal cancer guideline -7)
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 Esophageal cancer guideline-11)

Adenocarcinoma: surgical outcomes

Patients Have Not Received
Preoperative Chemoradiation

or chemotherapy

RO resection

Node negative
(pNO)

pTis and pT1 |—>|

I
pT2|

\4

p T3, pTda ———»

\4

Node positive( pN+) I

|

R1 resection I

Vl

R2 resection |

»
!

Postoperative management

Surveillance

Surveillance or
chemoradiation(category 2B)
for select patients

Chemoradiation
or
or surveillance

Chemoradiation
or
Chemotherapy

Chemoradiation

Chemoradiation
or
Palliative management

—{ Esophageal

YR

TMU Taipei Cancer Center
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 Esophageal cancer guideline-12)

Adenocarcinoma: surgical outcomes

Patients Have Received
Preoperative Chemoradiation
or chemotherapy

yp TO, NO

RO resection

yp T positive
And/or
N positive

’—>

\4

R1 resection |

R2 resection I

\4

Observation until progression
or

Chemotherapy ( if neoadjuvant therapy is
not selected or completed )

Nivolumab if receive preoperatively
chemoradiation

(category 1)

or

observation until progression

or

Chemotherapy ( if neoadjuvant therapy is
not selected or completed )

Chemoradiation( if radiotherapy didn’t
receive preoperatively )

or chemotherapy

or consider re-resection

Chemoradiation( if radiotherapy didn’t
receive preoperatively )
or palliative Management

— | Esophageal

(s Ny B > )
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Principles of pathological review

« Pathology review ") HJELIE :
* Classification of tumor
 Determine the extent of invasion
* Establish status of cancer involvement of surgical margins
o P Tl L o A A AR R B8 WHO 733
o AT il B 5 AT TER% K AJCC/UICC TNM 8" edition 53]
o TR & E S TYEE
* Histologic type

(s Ny B > )

« Histologic grade (G1: well differentiated; G2: moderately differentiated; G3: poorly differentiated)

Bl

* Microscopic tumor extension

* Margin status
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Principles of pathological review

TP & B R AR AN B s T YHE
Biopsy: invasion, if present; high-grade dysplasia in Barrett esophagus; histologic type; Grade; Presence or absence of Barrett
esophagus
Endoscopic resection (ER): include all elements as for biopsy specimen plus the depth of tumor invasion; lymphovascular
invasion (LVI), and the status of mucosal and deep margins
Esophagectomy, without prior chemoradiation: include all elements as for ER specimen plus the location of the tumor midpoint
in relation to the EGJ, whether the tumor crosses EGJ, lymph node status, and the number of lymph nodes recovered
Esophagectomy, with prior chemoradiation :
* the tumor sites should be thoroughly sampled, with submission of entire EGJ or ulcer/tumor bed for specimens without
grossly obvious residual tumor
* For pathology report, include all elements as for esophagectomy without prior chemoradiation, plus assessment of the
treatment effect
« Assessment treatment effect: fiT i 1572 i EELFEIL MR o H AR The modified Ryan scheme in the CAP Cancer Protocol
for Esophageal Carcinoma

Description Tumor Regression Score
No viable cancer cells (complete response) 0
Single cells or rare small groups of cancer cells (near complete response) 1

Residual cancer with evident tumor regression, but more than single cells or rare

small groups of cancer cells (partial response) B

Extensive residual cancer with no evident tumor regression (poor or no response) 3

(s Ny B > )
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Principles of biomarker testing

« HER2 fRFE - (8 B ATEEME (MSI) jikRE

FETERI RS > AN P UIPR B M RoE A EGT JEHUER PRI IR 4488

» Assessment of overexpression or amplification of Her2 in Esophageal and EGJ Cancer

* For patients with inoperable locally advanced, recurrent, or metastatic adenocarcinoma of esophagus or EGJ for whom

trastuzumab therapy is being considered

» Immunohistochemical criteria for scoring HER2/neu expression

P53 FHIER > FAFPESECECRE 1 (PD-L1) FGEA] NTRK EERIR il A

EYCEEDN

TMU Taipei Cancer Center

Surgical Specimen Expression Pattern,

Biopsy Specimen Expression Pattern,

HER2 Overexpression

membranous reactivity in 210% of
cancer cells

complete, basolateral, or lateral membranous reactivity
irrespective of percentage of cancer cells positive

Immunohistochemistry Immunohistochemistry Assessment
0 No reactivity or membranous No reactivity or no membranous reactivity in any Negative
reactivity in <10% of cancer cells cancer cell
1+ | Faint or barely perceptible membranous Cluster of five or more cancer cells with a faint or barely | Negative
reactivity in 210% of cancer cells; cells are perceptible membranous reactivity irrespective of
reactive only in part of their membrane percentage of cancer cells positive
2+ | Weak to moderate complete, basolateral Cluster of five or more cancer cells with a weak to Equivocal
or lateral membranous reactivity in 210% moderate complete, basolateral, or lateral membranous
of cancer cells reactivity irrespective of percentage of cancer cells
positive
3+ | Strong complete, basolateral, or lateral Cluster of five or more cancer cells with a strong Positive

« HER2 IHC is performed first, followed by FISH methods in cases showing 2+ (equivocal) expressions by IHC. Cases with

HER2: CEP17 ratio >=2 or an average HER2 copy number >=6.0 signals/cell are considered positive by FISH.

(ES NE 5.9
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Principles of biomarker testing

* Mismatch Repair (MMR) Testing:
* MMR by IHC should be considered on locally advanced, recurrent, or metastatic esophageal and EGJ cancer in patents who
are candidate for treatment with PD-1 inhibitors
* MMR status is assessed by IHC staining performed on formalin-fixed , paraffin-embedded (FFPE) tissue to measure levels of
proteins involved in DNA mismatch repair including MLH1, MSH2, MSH6, and PMS2
* MMR IHC interpretation
* No loss of nuclear expression of MMR proteins: No evidence of deficient mismatch repair (low probability of MSI-H)
* Loss of nuclear expression of one or more MMR proteins: deficient mismatch repair
* PD-L1 Testing:
* PD-L1 IHC testing may be considered on locally advanced, recurrent, or metastatic esophageal and EGJ cancer in patents
who are candidate for treatment with PD-1 inhibitors
» Assessment of PD-L1 Protein Expression
* Pembrolizumab as a second-line treatment option for esophageal SCC with PD-L1 expression levels by combined
positive score (CPS) of >=10, and as a third-or subsequent-line treatment option for EGJ adenocarcinoma with PD-L1

expression levels by CPS >=1, as determined by an FDA-approved companion diagnosed test

* CPS is determined by [ # 01 PD-L1-positive cells (umor cells, ymphacytes, macrophages)

[ T T LT =100
Total # of tumor cells

(s Ny B > )
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Principles of biomarker testing

 Assessment of NTRK gene fusions:
» The FDA granted approval for the use of select TRK inhibitors for NTRK gene fusion-positive solid tumors
* A two-step approach is used, which includes THC first and confirmation of any positivity detected with IHC by Next
generation sequencing (NGS)
* TRK IHC as a screening tool:
* IHC negative: No TRK expression
» THC positive: Detection of TRK expression, confirmation by NGS

(s Ny B > )

« H AR (biopsy specimen) F] {HAGHIANEIFEEHT) biomarker » R ER PR BE AT A 7 hg RS TEW BE FRGH BHEERA - [F—
KIRHEAHRE Y] Bk 7 HE - JEFERHBZZ 0 F > DUB SRS Z R P - & OERATIRIRAL
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Principles of Endoscopic staging and therapy

1. BERHHIRR R - fEOP 2R » LA EREEIRLEI IEE RIS BATES T — K B EAE SRS - L
RERR 7 IR 17 12 BT B LA BT © (work up)
2. FTH BB R R AR T THTE CCRT Al - ME&r32 B IGRIBE RIS oS & i1 T RS M B IS 1 > DU R
TREEHTR I ZARE © (principle of surgery)
3. BB AR > BR T AR E R M1 AR AYE (40 CT scan ~ PET scan)  JEH{T EUS 2 © (work up)
. BARC R R - 58 FH P9 AR 8 R AR AT M 175 MR R FRAE m1 ~ m2 Jig > H LN(-) 5 FH ¥ 30 e 3 MR 28 1 )
FRAE m3 ~ sml J@ » H LN(-) : SREHFIATENT » AiI%& &1 T diagnostic ESD ©
- HTRAE FtHER TR A R SRR AT > FT LA & NGS 855 — Kl -
. BEIER BT BUS #$5 LN(+) » AR FNA/ENB o
. BIBJE CCRT 2 1% » n[3EEENM EUS i re-staging ° (optional)
R AEE R (A0« @S R IRIET ~ SR E RSB EE ) o FER RE s RHE B e iR AT
AR ©
B ¢ T AP LSRRG - HER A P L SR BTN (Lugol's solution)  FRFHIER AR {LEIR (41
ZONBI ~ BLI %) » M EFHIPIETRE I A0 BeAT B T S E ey -
HT s BRI EERE > ATTES RIRGE NS - DGR SRR EE R E SR GeR LI IEE 1Y
WREREERTETT o (F dysplasia & 2 DEFE—K > i dysplasia E B2 DEHF=F—K - )
= ERE I e =B E 2 R BRI o R eR TRTA DO (&5) ~ DA - TR - Wi
TR TERIA HESIE K dlrte 2 DR WA E RGN IEE fYA RSB AE T —X IR E AR SR
LI @ A5 [RINF A7 Bl SR RaE - |

N
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Principle of surgery

o FIRHTZ BRI > W GE IS AR NG e - 1E -SRI e i (PET-CT) K ARSREE W - DIETE AT & Y1k
o IRATATE TN B E TR EHRIEEI VR BE AT » #3202 6 T DU 32 Rl YRR 2 A B,
- FTEAEHGIREEE & RIEYIRR - HRFEAT YRR Z e GESEERNES 5 223 LIT ) R IBIHERGEREEE » EESE TR
- FUHAHEIE (EG)) I 2RSS EH Siewert 7141
* Siewert Type I: adenocarcinoma of the lower esophagus with the epicenter location located within Icm to 5 cm above the

anatomic EGJ

(s Ny B > )

« Siewert Type II: true carcinoma of the cardia with the tumor epicenter within 1 cm above and 2 cm below the EGJ

 Siewert Type III: subcardial carcinoma with the tumor epicenter between 2 cm and 5 cm below the EGJ, which infiltrates the

EGJ and lower esophagus from below
« Siewert type I kz 1T JEJR IEE(E Rl by B RGEACHRRERHRIER] o Siewert type I HIRFS B - MEEHE B G HEER] »
IRFLLEHRIT T TG IIAS > Bl UIBR - DUERGEE 1.2 VPRt
o MBI SR nT DU R Bt e A HE 2 B REEFS 934 (Occult metastatic disease) JUHSE Seiwert type 1T 5z 11T fEE
- MEERER I B B MR BN R THRAHRE - JERRR M1 R - BEE R R Z I8 - BRI T3 5N+ IR - B
& B e Py AR E vk 3 kR & (laparoscopic staging with peritoneal washings) ©
o SHESEEREECNEEIRIAES (cricopharygeal) 5 2273 LA 2 BB REIERL LI E LGS L (definitive chemoradiation) 157
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Principle of surgery

o A[YJERI A BN Stage I-TVA(Locoregional disease, except T4b or unresectable N3) :
« Tis or Tla ffiJ& ( 7] EMR+Ablation BC T )
* T1b R
o T1-T3 & - BOBE R &bk L AR AR IE RS » 2 [E 5K (multi-station) ¥k B2 IR B LK (bulky) ik EL BRI 5 Ffir U] Bk 2

. . &

relative contraindication * ]S YJFRMIESRE - WIFEAL ~ FEREIRTE ~ BOAH ESE HA A %

N S i

o Tda R > ZILERINE ~ O IR Bk R e ;
7

(&

o INAJYJERIT B Stage TVA(including T4b or unresectable N3) & TVB(metastatic disease)
« cT4b fER - RALOM ~ RIME ~ R ~ SEIE e B R ~ 1B ~ fifi b et
« [ (multi-station) K EIRECEK (bulky) RERRZIL - K2 BUER AR - IRk R AT S UIBR A EH 5
N ~ BEREIRRE ~ BOGHERESS KAt K%
- EJG A E G 0HRE Dk ER ER AT UIR
o BRIV W2 i (AR IEE I LR non-regional lymph node #£% )

U SRS Pt Bt

- REIRR T BRI ER OIS - R ER Y 0 TIE 2R EL - DRREZE AT
o RRELERTATS PEIRERARE L8 R DR B4 v] 5 B RE R S IS (J-tube) - BB SEM (@ RHER B H
BT EE 2 2



Principle of surgery N/ EXEEDLD

o IHERZ 2 B B AL HE R YRRl X

- Ivor Lewis esophagogastrectomy ( [f[8 5z 45 {HIFg )

- McKeown esohagogastrectomy ( A5 HIFFN ~ B8 K SEEW) & )

- Minimally invasive Ivor Lewis esophagogastrectomy ( 8 ¢8% K gl A5 I )

- Minimally invasive McKeown esophagogastrectomy ( fglFes% ~ 5 aIFHNE / FEFESR K SEEWI & )
- Transhiatal esophagogastrectomy ( I8 G HRIE 5 SHEV & )

- Robotic minimally invasive esophagogastrectomy ( $#s FEEiBITRAITT =) E
- Left transthoracic or thoracoabdominal approaches with anastomosis in chest or neck( /¢ {1l f sl 8 i & i =X ~ ffe sl s &
/e %
15

o AR RE EAEY)
H (o)

(&

N -
7215, s
. TS 2T 2 %
e 58 ig
B 50 (%48 En-bloc JT=) =]

o EOTRIREEFE 15 (HLL B2 MR ERG LUZEGEE M, FHATRZ @ CERERE , MEE VTR b itk
B IRARR - AR EREGETG 15 (8 DL Z ik A

o BETGEIE MR B ALERGREL - VA ATYIRR Z RaRIER - Hi A EimiErs - o] D& e rnd )k

- FEYIR - WS RCERIE IR - MR - [EEE A B R ER T O AREBRATY MR B AT B A S BT T



Reference for principle of surgery
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Follow Up

 History and Physical examination
» Every 3 to 6 months for 1 to 2 years.
* Every 6 to 12 months for 3 to 5 years, then annually.

* Clinical examination
Optional as clinically indicated
* Chemistry profile and CBC, as clinically indicated.
 Imaging as clinically indicated.

» Upper GI endoscopy and biopsy as clinically indicated.

« Dilatation for anastomotic stenosis.

 Nutritional assessment and counseling.

v

EYCEEDN

TMU Taipei Cancer Center
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( REENEEWARIES] )

Preoperative Chemoradiation Therapy of Esophageal Cancer
Preferred Regimens

Paclitaxel + Carboplatin

Pl mg/m’
Paclitaxel 50 1 QW 5 1
Carboplatin AUC 2 1 QW 5

Cisplatin + Fluoropyrimidine

Cisplatin 75 1 Q4w 2(RT) +2 2
5-FU 1000* 1-4 Q4w 2(RT) +2
* Continuous infusion for 24 hours

Cisplatin 15 1-5 Q3W 2 5
5-FU 800* 1-5 Q3w 2

* Continuous infusion for 24 hours
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Cisplatin 30 1 QW 5 44
Capecitabine 800 PO BID 1-5 QW 5

Oxaliplatin + Fluoropyrimidine

Oxaliplatin 85 1 Q2W 3(RT)+3 2
Leucovorin 400 1 Q2w 3(RT) +3
5-FU 400 1 Q2w 3(RT) +3
5-FU 800* 1-2 Q2w 3(RT) +3

* Continuous infusion for 24 hours

(s SR S an R )

Oxaliplatin 85 1, 15,29 For 3 doses 43 g
Capecitabine 625 PO BID 1-5 QW 5 %
i
5
Other Regimens

Cisplatin + Fluorouracil

P mg/m2
Cisplatin 100 1,29 Q35D 1
5-Fu 1000 1-4,29-32 Q35D 1



Irinotecan + Cisplatin

Fl& mg/m’
Irinotecan 65 1,8, 22,29 1
Cisplatin 30 1,8, 22,29 1

Paclitaxel + Fluoropyrimidine

fil iy mg/m2
Paclitaxel 45 1 QW 5
5-FU 300* 1-5 QW 5

* Continuous infusion for 24 hours

Perioperative Chemotherapy (Include EGJ)
Preferred Regimens

ECF modications
& mg/m’
Epirubicin 50 1 Q3W 6* 9
Cisplatin 60 1 Q3W 6*
Capecitabine 625 PO BID 1-21 Q3W 6*

*3(pre-op) + 3(post-op)
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Epirubicin 50 1 Q3W 6* 9
Oxaliplatin 130 1 Q3W 6*
Capecitabine 625 PO BID 1-21 Q3W 6*

*3(pre-op) + 3(post-op)

Oxaliplatin + Fluoropyrimidine

Fli mg/m’ 3 E
Oxaliplatin 85 1 Q2W 6" 22
Leucovorin 400 1 Q2w 6"
5-FU 400 1 QW 6"
5-FU 1200%* 1-2 Q2w 6"

Oxaliplatin 85 1 Q2w 6" 19
Leucovorin 200 1 Q2W 6"
5-FU 2600* 1 Q2w 6"

Fil & mg/m’ L
Oxaliplatin 130 1 Q3W 6" 23
Capecitabine 1000 PO BID 1-14 Q3W 6"

#3 (pre-op) + 3 (post-op)

(s SR S an R )

U RS il



Oxaliplatin + Fluoropyrimidine

Bl mg/m’ 3 SE
#

Docetaxel 50 1 Q2w 8 8
Oxaliplatin 85 1 Q2w 8"
Leucovorin 200 1 QW 8"
5-FU 2600%* 1 Q2w 8"

Other Regimens

Cisplatin + Fluorouracil

Y
Cisplatin 100 1 Q4w 6" 9
5-Fu 800* 1-5 Q4w 6"

* Continuous infusion for 24 hours *2-3 (pre-op) + 3-4 (post-op)

Preoperative Chemotherapy
(Only for adenocarcinoma of the thoracic esophagus or EGJ)

Cisplatin + Fluorouracil

F &2 mg/m’
Cisplatin 80 1 Q3W 2* 10
5-Fu 1000* 1-4 Q3W 2"
* Continuous infusion for 24 hours *2(pre-op)
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Definitive Chemoradiation (Non-Surgical)
Preferred Regimens

Cisplatin + Fluoropyrimidine

PR mg/m’
Cisplatin 75 1 Q4w 2~4" 11
5-FU 1000* 1-4 Q4w 2~4*
* Continuous infusion for 24 hours *2 (RT) + 2

& mg/m’
Cisplatin 30 1 QW 5
Capecitabine 800 PO BID 1-5 QW 5

42

Oxaliplatin + Fluoropyrimidine

Y
Oxaliplatin 85 1 Q2W 6" 5
Leucovorin 400 1 Q2W 6"
5-FU 400 1 QW 6"
5-FU 800* 1-2 Q2w 6"

* Continuous infusion for 24 hours *3 (RT) + 3 (post-RT)
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& mg/m’

Oxaliplatin 85 1, 15,29 For 3 doses 43
Capecitabine 625 PO BID 1-5 QW 5

it Pl mg/m’ #sEH i Y 2508k
Oxaliplatin 85 1, 15,29 3
5-FU 180 1-33

Paclitaxel + Carboplatin

Pl mg/m’

(s SR S an R )

Paclitaxel 50 1 QW 5 1
Carboplatin AUC 2 1 QW 5
Other Regimens

Taxane + Cisplatin

U RS il

& mg/m’
Paclitaxel 60 1,8,15,22
Cisplatin 75 1

12

Docetaxel 60 1,22 1 13
Cisplatin 80 1,22 1
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Docetaxel 30 1 QW 5 14
Cisplatin 30 1 QW 5
Irinotecan + Cisplatin

EJNES #ilit mg/m’ #%EH R 1] 250
Irinotecan 65 1,8, 22,29 1 6
Cisplatin 30 1,8, 22,29 1

Paclitaxel + Fluoropyrimidine

Paclitaxel 45-50 1 QW 5 7
5-FU 300* 1-5 QW 5
* Continuous infusion for 24 hours

Postoperative Chemoradiation (Including EGJ)
5-FU (bolus) + Leucovorin

g #il it mg/m’ #gEH LiES paby] 250k
Lecucovorin 20 1-5 Q4W 1,39 4™ " 15, 45
5-FU 425 1-5 Q4w 1%, 3% 407
Lecucovorin 20 1-4,31-33 Q5W 2" (with RT)
5-FU 400 1-4,31-33 Q5W 2" (with RT)

#Cycle 1% (pre-RT), and cycle 3%, 4 (post-RT)

(s SR S an R )
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5-FU + Leucovorin modifications
1 cycle before + 2 cycle after chemoradiation

Capecitabine 1000 PO BID 1-14 Q4w 1+2 46

2 cycle before + 4 cycle after chemoradiation

Leucovorin 400 1 Q2W 2+4
5-FU 400 1 Q2w 2+4
5-FU 1200* 1-2 Q2w 2+4

*Continuous infusion for 24 hours

With radiation

5-FU 200* 1-5 or 1-7 QW 5 with RT 47
*Continuous infusion for 24 hours

Fi sy mg/m2
Capecitabine 825 PO BID 1-5or 1-7 QW 5 with RT 48
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Postoperative Chemotherapy

Preferred Regimens

Nivolumab only after preoperative chemoradiation with R0 resection and residual disease

R #lit mg/m’ i H i H1) 2% 30k
Nivolumab 240 mg 1 Q2W 8 50
Followed by
Nivolumab 480 mg 1 Q4w For max 1 year

(s SR S an R )

Other Recommended Regimens
Oxaliplatin + Capecitabine

0] #il i mg/m’ #EEH BRAS ] 25k -
Oxaliplatin 130 1 Q3W 16
Capecitabine 1000 PO BID 1-14 Q3w

U RS il

Oxaliplatin + Fluorouracil

0 #illi mg/m’ #EEH A I 2% 30k
Oxaliplatin 85 1 Q2W 22
Leucovorin 400 1 Q2W
5-FU 400 1 Q2w
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours #3 (RT) + 3 (post-RT)



& mg/m’

Oxaliplatin 85 1 Q2W 19
Leucovorin 200 1 Q2w
5-FU 2600* 1-2 Q2w

* Continuous infusion for 24 hours #3 (RT) + 3 (post-RT)

Systemic therapy for metastatic or locally advanced cancer
(where local therapy is not indicated)

First-line Therapy

Trastuzumab (with chemotherapy)

P mg/m2
Trastuzumab 8 — 6 mg/kg 1 Q3W 17,53

Trastuzumab (with chemotherapy)

Trastuzumab 6 —> 4 mg/kg 1 Q2W 17

(s SR S an R )
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Preferred Regimens

* Nivolumab + Oxaliplatin + Capecitabine

Pl mg/m2

=+ Nivolimab 360 mg 1 Q3W 51
Oxaliplatin 130 1 Q3W 23
Capecitabine 1000 PO BID 1-14 Q3W

For adenocarcinoma (PD-L1 CPS: 1-4, category 2B; > 5, category 1) or Squamous cell carcinoma.

=+ Nivolumab + Oxaliplatin + 5Fu

=+ Nivolimab 240 mg 1 Q2w 51
Oxaliplatin 85 1 Q2W 22
Leucovorin 400 1 Q2w
5-FU 400 1 Q2w
5-FU 1200%* 1-2 Q2w

For adenocarcinoma (PD-L1 CPS: 1-4, category 2B; > 5, category 1) or Squamous cell carcinoma.

* Continuous infusion for 24 hours

(s SR S an R )

U RS il



Pembrolizumab + Oxaliplatin + Capecitabine

Pl mg/m’

Pembrolizumab 200 mg 1 Q3W Up to 2 years 52
Oxaliplatin 130 1 Q3W 6
Capecitabine 1000 PO BID 1-14 Q3W 6

Pembrolizumab + Oxaliplatin + 5Fu

Pembrolizumab 200 mg 1 Q2w Up to 2 years 52
Oxaliplatin 85 1 Q2W 9
Leucovorin 400 1 Q2w 9
5-FU 400 1 Q2w 9
5-FU 1200* 1-2 Q2w 9

* Continuous infusion for 24 hours

Pembrolizumab + Cisplatin + SFu

R #ili mg/m’ #i%EH AR H3Y] 2% 30k
Pembrolizumab 200 mg 1 Q3W Up to 2 years 52
Cisplatin 80 1 Q3W 6
5-Fu 800* 1-5 Q3w 6

* Continuous infusion for 24 hours

Pembrolizumab + Cisplatin + Capecitabine

Pembrolizumab 200 mg 1 Q3W Up to 2 years 52
Cisplatin 80 1 Q3W 6
Capecitabine 1000 PO BID 1-14 Q3w 6
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Fluoropyrimidine + Cisplatin

Cisplatin 100 1 Q4w 18
5-FU 1000* 1-4 Q4w

* Continuous infusion for 24 hours

Cisplatin 50 1 Q2W 19, 20
Leucovorin 200 1 Q2w
5-FU 2000* 1 Q2w

* Continuous infusion for 24 hours

Fl& mg/m’
Cisplatin 80 1 Q3W 21
Capecitabine 1000 PO BID 1-4 Q3W

Nivolumab 3 mg/kg 1 Q3W Max 2 years 54
Ipilimumab 1 mg/kg 1 Q6W

(s SR S an R )
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Fluoropyrimidine + Oxaliplatin

Pl mg/m’

Oxaliplatin 85 1 Q2W 19
Leucovorin 200 1 Q2w
5-FU 2600* 1 Q2w

* Continuous infusion for 24 hours

7 mg/m’

Oxaliplatin 85 1 Q3W 48
Capecitabine 625 PO BID 1-14 Q3W
Other Regimens

Paclitaxel + Cisplatin/Carboplatin

7 mg/m’
Paclitaxel 200 1 Q3w 24
Cisplatin 75 2 Q3W

& mg/m’
Paclitaxel 90 1 Q2w 25
Cisplatin 50 1 Q2w

Paclitaxel 200 1 Q3W 26
Carboplatin AUC 5 1 Q3W

(s SR S an R )
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Docetaxel + Cisplatin

Docetaxel 75-85 1 Q3W 27,28
Cisplatin 70-75 1 Q3w

Fluoropyrimidine

Leucovorin 400 1 Q2W 20
5-FU 400 1 Q2w

5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours

F & mg/m’
5-FU 800* 1-5 Q4w 29
* Continuous infusion for 24 hours

Capecitabine 1250 PO BID 1-14 Q3wW 30

Taxane

Docetaxel 100 1 Q3W 31,32

(s SR S an R )
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& mg/m’
Paclitaxel 250 1 Q3W 33

Paclitaxel 80 1 QW 34

Irinotecan + 5-FU (only for adenocarcinoma)

Irinotecan 180 1 Q2w 35
Leucovorin 400 1 Q2w
5-FU 400 1 Q2w
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours

Irinotecan 80 1 QW 6 + 2(off)# 49
Leucovorin 500 1 QW 6 + 2(off)#
5-FU 2000* 1 QW 6 + 2(ofH)#
* Continuous infusion for 24 hours "6 weeks treatment, followed by 2 weeks off
ECF
Epirubicin 50 1 Q3W 39
Cisplatin 60 1 Q3W
5-Fu 200%* 1-21 Q3w

* Continuous infusion for 24 hours
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ECF modifications

Epirubicin 50 1 Q3W 40, 41
Oxaliplatin 130 1 Q3W

5-Fu 200* 1-21 Q3W

* Continuous infusion for 24 hours

Pl mg/m2

(s SR S an R )

Epirubicin 50 1 Q3wW 40, 41
Cisplatin 60 1 Q3W
Capecitabine 625 PO BID 1-21 Q3W

& mg/m’

Epirubicin 50 1 Q3W 39 1iE
Oxaliplatin 130 1 Q3W 52
Capecitabine 625 PO BID 1-21 Q3W i%
=]
]



DCF modifications

Docetaxel 40 1 Q2w 36
Leucovorin 400 1 Q2w
5-FU 400 1 Q2w
5-FU 1000* 1-2 Q2w
Cisplatin 40 3 Q2W

* Continuous infusion for 24 hours

(s SR S an R )

Docetaxel 50 1 Q2w 37
Oxaliplatin 85 1 Q2W
5-FU 1200* 1-2 Q2w

* Continuous infusion for 24 hours

iE

52

P mg/m2 )§

Docetaxel 75 1 Q3W 38 5

Carboplatin AUC 6 2 Q3W ]
5-FU 1200% 1-2 Q3W

* Continuous infusion for 24 hours

* = bR AR AR
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