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WORK-UP

* History & PE

* Biopsy & Pathology

* Image

0 MRI*or CT* of H&N or PET/CT
0 WBBS* (if PET/CT not

done)/ Abd.Sono*/ CXR*
0 PES
0 =+ Chest CT(upper med.)

(if PET/CT not done)
0 =+ Neck sono

kerfpuiph 2 A B4 H)

* Dental evaluation
0 Panorex + teeth extraction
» Multidisciplinary consultation
(Fertility/reproductive, smoking
cessation)
» Swallowing/speech
* HBV/HCV screening
» + Pulmonary function if conservation surgery
* + PD-L1 testing by immunohistochemistry(IHC)
(combined positive score[CPS])

STAGING &
TREATMENT

* [T1, NO or Selected T2, NO, MO]
## 42 Page 2

+[T2-3, any N; T1, N1-3, MO]
774 Page 3

* [T4a, any N, M0]
## 47 Page 5

* [T4b, any N, MO or Inoperable
status]
##/47 Page 6

‘M1
#F42 Page 7

FOLLOW-UP

* [Post-Tx within 3-6 months]
0 Baseline MRI or CT (PET)
0 Every 1-2 months: PE

* [2nd year after Tx]

0 Every 2-3 months: PE

* [3-5 years after Tx]

0 Every 4-8 months: PE

* [ years after Tx]

0 Every 12 months: PE

» Every year:

H&N MRI or CT, CxR, Bone

scan & Abd. Sono, Neck Sono,

PES, TSH, free T4(if RT, 6-12
months) as clinically indicated
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‘Tl,NO \

Pathological features

Adjuvant management

Primary treatment

RT 12

Partial
laryngopharyngectomy
+ unil. or bil.* ND +
thyroidectomy +
pretracheal ND + unil.
paratracheal ND

-

Complete clinical response p{ Follow-up
Residual disease » Surgery
pNO and adverse features (-) » Follow-up

ot

pPN1 and adverse features (-)

\ 4

Consider RT#!

R

*Adverse
features(+)

—>

Extranodal extension
*+ positive margin

\ 4

CRTEL2

\ 4

Positive margin

v

Re-resection, or RT, or CRT =12

>

Other adverse features

RT or CRT#1-2

#Bil. ND was recommended in post-cricoid and posterior pharyngeal wall; however,bilateral ND was still suggested in

patients with pyriform sinus tumor

* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, pN2 or pN3 nodal disease, perineural

invasion, lymphovascular invasion
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VI

Cllnlcal T2 3,any N

Clinical T1,N1-3

Primary treatment Pathological features Adjuvant Management
Induction CTestor 1-4cycles —» CT OF MRI (with contrast) of See Response
primary and neck | Assessment (Page 4)

\ 4

— pNO and adverse features (-) Follow-up

Partial or total
laryngopharyngectomy + unil. —'| pN1 and adverse features (-) » Consider RT#!
or bil.# ND * thyroidectomy + |-
pretracheal and unil. Extranodal extension | JI" ~pra1 2
paratracheal ND r  positive margin
1 . Adverse > » Re-resection, RT, or CRT =12

Neoadjuvant pembrolumab

features(+) L Positive margin

(CPS21 & Except for T2NO, T1- Other adverse features % RT or CRT#12

3N3)e

\ 4

CCRT or RT#12 Complete clinical response —+ Follow-up

y

Residual disease —'| Surgery if operable

#Bil. ND was recommended in post-cricoid and posterior pharyngeal wall; however,bilateral ND was still suggested in patients with pyriform sinus tumor
* Adverse features: Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal disease, perineural invasion, lymphovascular invasion
@|f neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant pembrolizumab
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Response assessment Pathological features Adjuvant treatment

‘ Response after induction \

RTHL Follow-up, clinical

v

Primary site and neck assessment after 4-8 week
nodes : CR* as appropriate

v

v

Surgery@
Primary site and neck /
nodes: PR* CCRTH2

Primary site: PR* and Upfront ND /
neck nodes: SD or PD

v

@Partial or total » | Adverse features(-) — | RTE
Primary site : <PR* ,| laryngopharyngectomy

+ unil. or bil.# ND + .

thyroidectomy + unil. R Extranodal extension Y [P —

paratracheal and and/or positive margin

pretracheal ND

—> | Other adverse

12
features(+) —* [ RT or CRT

Unresectable primary or
nodal disease

+ Primary site evaluated by CT or MRI(with contrast) of primary head and neck
# Bil. ND was recommended in post-cricoid and posterior pharyngeal wall; however,bilateral ND was still suggested in patients with pyriform sinus tumor
* Adverse features : extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion

— —> | See Page 6
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Clinical T4a, any N

Primary treatment

Pathological features

Total laryngopharyngectomy +
unil. or bil.# ND +
thyroidectomy, after unil. or bil.
paratracheal ND

Adjuvant Management

?

Neoadjuvant pembrolumab

(if CPS21 & Except for N3)@

Extranodal extension and/or
positive margin

- CCRTE2

Other adverse features*

—>

RT or CRT#!-2

Select T4a patients (high PS, multiple comorbidity or decline surgery)

Induction CT=s for 1-4 cycles

CT or MRI (with contrast) of
primary and neck

See Response
—p

Assessment (Page 4)

CCRT or RT#12

Complete clinical responce

>

Follow-up

3

Residual disease

-

Surgery if operable

#Neck dissection level fixprimary&ifiz 5zcN statusifi g °
* Adverse features: Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal disease, perineural

invasion, lymphovascular invasion

@|f neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive
margin) followed by adjuvant pembrolizumab
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Inoperable status: T4b, any N/ Unresectable
rimary or nodal disease/ Unfit for surger
Management
Clinical trial preferred
PS 0-1 | CCRT =
*| Induction C/T=3 + RT or CRT=2
PS 2 » CCRT (preferred)=£1-2
> RTHEL
PS 3-4 » Palliative RT=1!
»| Single agent palliative C/T(PS 3 only)=3
ECOG Performance Status 0-1%E6 » Best supportive care

ECOG Performance Status 2
ECOG Performance Status 3-4
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M1 disease

= B
A

v

Clinical trial preferred

at initial
resentation

Consider
locoregional
treatment
based on
primary site
algorithms

b BE PR Ver. LEETH 2026.01.14 Page 7 (Ref. 15-17)

Treatment

Combination systemic therapy=4

— PS 0-1

Single-agent systemic therapy=*

Surgery or RT or CRT for selected patients
with limited metastases®1-2

Distant
metastases

\ 4

PS 2-3

Best supportive care

Combination (PS 2 only) or single-
agent systemic therapy&4

Best supportive care + Palliative RT#1

PS 4

Palliative surgery

A\ 4

Best supportive care + Palliative RT=1

1. PS 0-1E 6455 - [ best supportive care #fa] 2 systemic therapy, clinical trial or palliative RT

2. PS 2-3 single agent systemic therapy %5 5%

systemic therapy or palliative RT

Y 0 [ best supportive care #Na] & alternate single agent
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Recurrent
or persist
disease

Locoregional
recurrent or
persist disease
without prior RT

v

Resectable

|

C/T then RT or CRT=&L2

\ 4

A\ 4

Locoregional
recurrence,
second primary,
or persist
disease with
prior RT

\ 4

Unresectable

\ 4

Page 6

v

Resectable

A 4

OP % PO re-RT or CRT&EL2

Distant
metastases

L 4

Unresectable

-

re-RT=EL+ C/T

Y

Page 9

Page 9

Best supportive care

Treatment
—> Adverse features(-) » | Follow-up
—> OP
N Extranodal extension -
and/or positive margin > | CCRT
Adverse
> *1-2
features(+) RT or CRT
—> CCRT#?2
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Recurrent
or persist

\ 4

Clinical trial preferred

y

disease with
distal

If locoregional
recurrent or
persistent disease,
consider locoregional
treatment based on
disease extent and

Treatment

Combination systemic therapy=4

Single-agent systemic therapy=*

— PS 0-1

Surgery or RT or CRT for selected patients
with limited metastases®1-2

Best supportive care

single-agent systemic therapy=4

Best supportive care + Palliative RT=1

Palliative surgery

Best supportive care + Palliative RT=1

symptoms > PS 2-3

Distant Jpsa R
*> metastases

only

1. PS 0-1E 6455 - [ best supportive care #fa] 2 systemic therapy, clinical trial or palliative RT
2. PS 2-3 single agent systemic therapy #5445 » [ best supportive care ¥NE]F>% & alternate single agent
systemic therapy or palliative RT
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¥l

Principles of Radiotherapy

Definitive Radiotherapy

* Primary and gross adenopathy: 66 - 74Gy (2.0-2.2 Gy/fraction)

» Low to intermediate risk: 44 - 50 Gy (2.0 Gyl/fractions) in 3D RT, 54- 63 Gy (1.6-1.8
Gyl/fractions)

Postoperative Radiotherapy

* Preferred interval between operation and radiotherapy is < 6 weeks.

* High risk(adverse feature): 60 - 66 Gy (2.0 Gy/fraction)

» Low to intermediate risk: 44 - 50 Gy (2.0 Gyl/fractions) in 3D RT, 54- 63 Gy (1.6-1.8
Gyl/fractions)

CCRT or RT

« RT alone if old age, impaired renal function, poor condition or refused chemotherapy
« High risk: Typically 70 Gy (2.0 Gy/fraction)

» Low to intermediate risk: 44 - 50 Gy (2.0 Gyl/fractions) in 3D RT, 54- 63 Gy (1.6-1.8
Gyl/fractions)

Palliative RT
* Indicated in: Relieve local symptoms, prevent debilitation such as spinal cord compression
and pathological fracture, achieve durable locoregional control.
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Principles of Chemotherapy Concurrent with RT

Regimen 1 : g3w CDDP +* Cetuximab=> + RT

« Cisplatin (80-100mg/ m?) g3w during R/T

« Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose D1 + Cisplatin
(80-100mg/ m?) q3w D2 during R/T

Regimen 2: Weekly CDDP * Cetuximab®5 + RT

« Cisplatin (30-40mg/ m?) weekly during R/T

« Cetuximab(400mg/ m?) loading dose first week, and then Cisplatin (30-40mg/ m?) weekly D1 +
Cetuximab(250mg/ m?) maintain dose D2 during R/T

Regimen 3: g3w Carboplatin®> + Cetuximab5 + RT

* Carboplatin (AUC x 5mg) q3w during R/T

« Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose D1 + Carboplatin
(AUC x 5mg) q3w D2 during R/T

Regimen 4: Weekly Cetuximab&5 + RT
« Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose during RT

Regimen5 : Carboplatin + 5-FU + Hydroxyurea (CCr < 60) + RT
» Carboplatin (AUC x 1.25mg) D1-D4

* Fluorouracil (5-FU) (850mg/m?) D1-D4

» Hydroxyurea 1CAP BID D1-D5

Regimen6 : Cisplatin + 5-FU + Hydroxyurea + RT Regimen 7: Doxetaxel + RT
« Cisplatin(20mg/ m?) D1-D4  Doxetaxel (60g/m?) D1, if cisplatin not eligible

* Fluorouracil (5-FU) (850mg/m?) D1-D4
« Hydroxyurea 1CAP BID D1-D5
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Regimens of Chemotherapy Induction/neoadjuvant, adjuvant, Z:F1-4cycles

Regimen 1 (First line): q3-4 weeks T#5 + P + F (5-FU or UFUR) + weekly Cetuximab
5

*Taxotere(60 mg/ m?) D1

«Cisplatin(60-75 mg/ m?) D1

*Fluorouracil (5-FU) (600-750mg/m?) D2-D5 or UFUR

*Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?) maintain
dose

Regimen 2 (First line): g3 weeks Pembrolizumab&> (200mg, if CPS=1)
- Neoadjuvant 2 cycles + concurrent 3 cycles followed by adjuvant 12 cycles

Regimen 3: g3-4 weeks Platinum * F (5-FU or UFUR) + weekly Cetuximab&>

» Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5 or Carboplatin (AUC x 5mg)
D1

*Fluorouracil (5-FU) (600-1000mg/m?) or UFUR D2-D5

*Cetuximab(400mg/m?) loading dose first week, then weekly Cetuximab (250mg/ m?)
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Regimens of Chemotherapy | Induction/neoadjuvant,, adjuvant, Z:#1-4cycles

Regimen 4: weekly Cetuximab#>
«Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?)
maintain dose

Regimen 5: oral Fluorouracil
Ufur cap (tegafur 100mg+uracil 224mgq) 2# BID-TID

(BT{E R HUfRiv-formed 5-FUZ B EE9))

Regimen 6: weekly Methotrexate
*Methotrexate (40-60mg/ m?)
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Regimens of Chemotherapy Recurrent, unresectable, metastatic *

Regimen 1 (First line): g3 weeks Pembrolizumab#® + Platinum + F

* Pembrolizumab(200mg) D1

» Cisplatin(80-100mg/m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
* Fluorouracil (5-FU) (600-1000 mg/m?) D2-D5

Regimen 2 (First line): g3 weeks Pembrolizumab=5
» Pembrolizumab(200mg) D1 (if CPS=1)

Regimen 3 (Subsequent line): g2 weeks Nivolumab#5>
* Nivolumab(3mg/kg) D1

Regimen 4 (Subsequent line): q3 weeks Pembrolizumab®>
» Pembrolizumab(200mg) D1 (if disease progression on or after platinum therapy)

Regimen 5: q3-4 weeks Platinum * F + weekly Cetuximab=>

« Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
* Fluorouracil (5-FU) (600-1000 mg/m?) D2-D5

 Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)

Regimen 6: q3 weeks Pembrolizumab#® + Platinum + Doxetacel

* Pembrolizumab(200mg) D1

* Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
« Taxotere(60 mg/ m?)

*ﬁf%ﬂ‘Recurrent or persistent disease with M1 , ZzZBNGS
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Regimens of Chemotherapy Recurrent, unresectable, metastatic *

Regimen 7: g3-4 weeks T + Platinum * weekly Cetuximab>

 Taxotere(60 mg/ m?) D1

« Cisplatin(60-75 mg/ m?) D1 or Carboplatin (AUC x 5mg) D1

« Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)

Regimen 8: cisplatin+ epirubicin+ 5-FU+ Leucovorin
«Cisplatin (60 mg/ m?) D1

Epirubicin (50 mg/ m?) D1

*Fluorouracil (5-FU) (2000 mg/m2) D1

Regimen 9: g2 weeks Bevacizumab
*Bevacizumab (200 mg/ m?) D1

Regimen 10: weekly Gemcitabine
*Gemcitabine (1000 mg/m2) D1

*ﬁjr%Recurrent or persistent disease with M1, Z:ENGS
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Taxotere

* SHSHENE - (R H feemisiis 2 S S IR At H A T tIkR= -
- BiCisplatin f5-FU f§FH - {ERIUH aREATRYS [ e e > FR{EEH TUE R -

Cetuximab
* PREABUES SRR S OHE AR R Bl 2 I e ~ AR R Mef i8> BEFHRIRAE DA
P28 KL By EIR - B FERIFEELAEREN - BfS5a MRz — -

1.8 = 70 5%

2.Ccr <50ml/min

3.JeIMEEE (P& 7&Kk E #2 £s500Hz ~ 1000Hz ~ 2000Hz HE IR K1N25 77 H)

4 434 i =2 platinum-based {22595
o (R A7 fFE0 AT 2 1858 R /SRS M UE SR S AR AR > HoR 2 Rl cetuximab
R - ERERTZSERIR - GO X - BRI LY e
A -

Carboplatin
* [RETHEEA = (CCr < 60) s fEEEMELL EB VbR 2 iR B A -
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R FH SRR PR [T REAE

Pembrolizumab(— ~ Z4%) ~ Nivolumab(Z4%)
o 4R SLRIT(EAME platinum FE{EEERAMIE - SUE BRI A LAVIE S s MR BH SH B IR AR
FERR N B - AHEE LI cetuximab (EEEE—(EH] - HIGRAMES A n G -
o —RIIEHNZAREZEEE MG (ERECCRTE Hif# HplarinumiHE£Y7) >6 months) » H#7AT
o VIERAV1E 28 M s M55 = ~ PUHABESAER SRR A B -

s FrE NYIRA:

19 NSRS B4F(ECOG =1)

2.NYHA (the New York Heart Association) Functional Class | 5, II

3.GOT<60U/L ;zGPT<60U/L - HT-bilirubin<1.5mg/dL ; Creatinine<l.5mg/dL - H eGFR>60mL/min/1.73m2
4.—48: PD-L1 F£IH & TPS=50%, TC=10%

5.—%%: PD-L1 IR & CPS=20%

* YIREEFLLIL2 IR - EREREG R R LU N &R ¢ s sdiiaia E R - APt (PD-LL)RI S -
ARSI RAF(ECOG = 1) R LT BT B BhRE Z sl &k ~ 775 I-RECIST B 2 Bind ks (Ll Gind
Z&ENHEEAEIEPET) ~ SepiC Rzl 2 e ELSe B S50k, (i H e ta & B 2 )6 HET = (treatment
protocol)

* FgEt& R 12 57— > DLI-RECIST B¢ mRECIST FEAESFE R IE - K T HIJRAISE RS -

| AEUEE (PR ke CR)fGAEEEH

. R EL(PD) SR T ~ B S ke Adn Z B2 BN RS - JEIZ R(EH

. i 2 AR EIRREE (SD) - AIRF4EFE FH4E 4 2 > W% 4 BREIGEHS - EHREHEE R PR~ CR & » (SR
H 12 8 - 1{]3 % SD BE PD & - JEREILEEMA -
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Eastern Cooperative Oncology Group (ECOG) Performance Status

Grade Description Suggestion

0 Normal activity fully ambulatory (fEEEAR) Y NEAE AR R K PRAR o

Symptoms but nearly fuIIy ambulatory (7% o H R S (LR T R

Some bed time, but needs to be in bed less
2 than 50% of normal daytime F IR A AR RS R PR o
(FEAE PR YRR i <50%)

Needs to be in bed more than 50% of normal
; davtime (G57EER LEORSREo5000) | VRIS I (LA ARR

4 Unable to get out of bed (£HA5E 2 EAK) 2 1 EE B -

5 Dead
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