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o R J% 4~ 27 (p16-Positive) :

v " 5 4 HA(p16-Positive) © B2 2R 5 #0755 32 5 A«

Stage T N M ¢ ¢ ¢ ¢
I TO-2 NO-1 MO
Stage« Te Ne M Stage« Te Ne Me
I T0-2/T3 N2/NO0-2 MO i To- - NO- I To- NI -
]:[I TO’ 3/T4 N3/NO’3 MO I/ Tl_TZ, NO_N]/ MO( I’ Tl_zr NO_ Nl/ MO/
IV Any T Any N M1 1< T0-T2¢ N MO« 1< T0-2¢ N2- N3« MO¢
ig T3¢ NO-N2¢ MO+ I« T3¢ NO- N2¢ MO
UG TO- T3¢ N3¢ MO g T3¢ N3¢ MO
10« T4 Any Ne MO< I« T4« Any Ne MO«
Ve Any T« Any N¢ M« Tve Any T+ Any N« Ml
37 Maintenance chemotherapy Maintenance chemotherapy <
UFT. UFT+
Uracil-tegafur 400 mg/day po lyear { | Uracil-tegafur 400 mg/day po 1year: |

7 days/week |
Yuzum Nibe et al. Effectivensss of Concurrent Radiation Therapy with UFT or TS-1 for T2NO Glottic Cancer in Japan. Anticancer Res 2007,27.34!

7 days/week«
Yuzum Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or TS-1 for T2NO Glottic Cancer in Japan. Anticancer Res 2007;27-3497 <
Lee HL. et al. Efficacy of Tegafur-Uracil Maintenance Therapy in Non-Metastatic Head and Neck Squamous Cell Carcinoma: A Meta-Analysis With
Trial Sequential Analysis. World T Oncol. 2025;16(6):609-620_«

42.43

A~ B E R
1. NCCN Clinical Practice Guidelines in Oncology, V.5.2025-August12,2025.

AE =5 43
1. NCCN Clinical Practice Guidelines in Oncology, V.1.2026-December 8,2025.¢

ATHE

22. Lee HL, et al. Efficacy of Tegaf&r-Uracil Maintenance Therapy in Non-Metastatic Head and Neci{ Squamous
Cell Carcinoma: A Meta-Analysis With Trial Sequential Analysis. World J Oncol. 2025:16(6):609-620.¢
L
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NO: EFFINH T SHEH
N1 ol @l - SR8 aof” B2 b 2 =3 2~ > g *M = ut ¥ (ENE, extracapsular nodal extension)
N2a: fole @lF ¥ - 3EHEA = 20 ho% e>3 24 <6 24 » ¥ &k ¢ = s # (ENE, extracapsular nodal

extension)
N2b: fleipls Z3p@EM ™ B2 B~ j2<6 24 > ® & & ¢h i ¥ B ¥ (ENE, extracapsular nodal extension)
N2c: A ¥R a R35F - & SIpEH ™ B0 B j2<6 24 > ® & & kT s ¥ (ENE, extracapsular nodal
extension)
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Stage T N M
0 Tis NO MO
I Tl NO MO
II T2 NO MO
I T3/T1-3 NO-1 MO
IVA T4a/T1-3 NO-2/N2 MO
IVB Any T/T4b N3/any N MO
IvC Any T Any N M1
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
T No Adverse Features Follow up
I
*  History and PE :
. Biops;/ Preferred: Resection of Adjuvant RT
: : : (=60 Gy)
. CXR primary + unilateral or bilateral One Minor© Risk
.  MRICT selective neck diss.ection or
Abd sono * Reconstructruction as Follow up
. One Major® Risk
Dental consult ne Major = Kis Adjuvant CCRT ¢
(before RT) T1-2. NO Or or
JEB e L A Two Mi ¢ Risk .
BRI AR E wo vimor = Re-operation
e PET-CT
e Whole bod i i
y EBRT =70 Gy * Brachytherapy No residual disease Follow up
bone scan © ori =50 Gyt e at ]
o primary, = y to neck a
*  Upper G-I risk Residual disease Salvage Surgery
panendoscopy

* Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET/Thyroid Funtion/ ENT consult/ Nutritional evaluations/speech and swallowing evaluations/Audiometry/%

B - C Jif/Chest CT(with or without contrast) as advanced status
® Major Risks: ECS (+) ; Positive Margin

¢ Minor Risks: PNI(+) ; LVI(+) ;

4 Adjuvant CCRT: RT 60 Gy ; C/T : Platinum-based chemotherapy or ~Erbitux

Depend on Multidisciplinary combine meeting: Margin status:close margin  <5mm or severe dysplasia or DOI(Optional)




¥ Chung Shan Medical University Hospital

C Rk (3 T R T E)S R )

Clinical Guideline 2026 version 20.1

Work-up Clinical Staging Primary Treatment
FE A For NO,N1, N2a-b, N3

- History and Resection of primary,

PE ipsilateral or bilateral
- Biopsy comprehensive neck
+ CXR dissection + contralateral
« MRI/CT selective neck dissection
+ Abd sono For N2¢ (Bilateral LAP)
+ Dental consult Resection of primary,

(before RT) T3NO; TI- Bilateral comprehensive neck

B

« PET-CT

«  Whole body
bone scan

-+ Upper G-I
panendoscopy

3,N1-3; T4a
any N

dissection + Reconstruction

as indicated

Clinical/Pathologic Findings

Adjuvant Treatment

next page

/2

A
No Adverse Features _A(g%‘éagg})n
One Minor ¢ Risk Adjuvant RT
(=60 Gy)
One Major® Risk Adjuvant CCRT ¢
Or or
Two Minor¢Risk Re-operation

Follow up or
i*

Maintenance

treatment

2 Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET/Thyroid Funtion/Dental cousult/ENT consult/ Nutritional evaluations/speech and swallowing

evaluations/Audiometry/&i B ~ C f/Chest CT(with or without contrast) as advanced status
® Major Risks: ECS (+) ; Positive Margin ; pN2 ~ pN3

¢ Minor Risks: PNI(+) ; LVI(+) ; T3-4 ; pN1 ; Depend on Multidisciplinary combine meeting:Margin status:close margin =< 5mmor severe dysplasia(Optional)

4 Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux
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Follow up

or
%

+
Maintena
nce

treatment

Work-up Clinical Staging Primary Clinical/Pathologic Adjuvant Treatment
Treatment Findings
THgE No residual
. >
- History and t Refuse or
Y umor N | Salvage C/T or CCRT*
PE | CCRT® |- 7 Inoperable
- Biops 1 :
Psy N Residual tumor T
* CXR suggest surgery Salvage surgery and/or Neck dissection
« MRI/CT
+ Abd sono
- Dental consult TINO: TL RT or No residual tumor SN
(before RT) 3 3,N1-3; Td4a [ —>  CR CCRT®
BRI any N
Refuse CCRT®
-+ PET-CT Induction ¢
- Whole bod ; PR SIeses
y C/T'x surgery
bone scan | 2-dcycles or best d
« Upper G-I support Agree surge‘ry an‘
panendoscopy > Rp care Neck d|1ssect10n
2 Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET/Thyroid Funtion/ENT consult/ Nutritional evaluations/speech No Adverse iAdjuvant RT
and swallowing evaluations/Audiometry/&@ B ~ C §/Chest CT(with or without contrast) as advanced status Ed Factors (g 60 GY)
b Major Risks: ECS (+) ; Positive Margin ; pN2 ~ pN3
¢ Minor Risks: PNI(+) ; LVI(+) ; T3-4 ; pN1 ; Depend on Multidisciplinary combine meeting:Margin status:close margin LSl One Minor € Risk A(diuggrg}l})"f
< 5mm or severe dysplasia(Optional) _
4 Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux
e Definitive CCRT: RT = 70 Gy ; C/T : Platinum-based chemotherapy or Erbitux N One Maj or® Risk Adjuvant CCRT¢
Or

fInduction chemotherapy with Taxotere/ Cisplatin/ 5-FU *QOral UFUR

Two Minor¢Risk
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
Clinical trials
T g > *** Suggest surgery
+ History and Follow up
PE Systemtreatment+concurrent
Biopsy T4b any N ECOG 0-1 RT(C/T / Targeted therapy)
Recurrent
CXR Induction chemotherapy
MRI/CT —> or
followed by CCRT Residual neck disease Persistent
Abd sono + primary site '
Dental consult ECOG?2 RT =+ concurrent system controlled: Neck disease
dissection
(before RT) treatment
\_E{:E J %\
R ECOG 3 Best supportive care
PET-CT :
Whole bod Or Palliative RT or tr?eftgl)égir;%:;?o?ll:e
ole body Single-agent systemic therapy re-evaluation then
bone scan plan further
Upper G-I Metastatic Clinical trials managements
panendoscopy (M1) .
System treatment ? Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET//Thyroid

(C/T / Targeted therapy/

Immune therapy)

Palliative surgery®/RT

Best supportive care

Funtion/ENT consult/ Nutritional evaluations/speech and swallowing
evaluations/Audiometry/§s B ~ C fif-/Chest CT(with or without
contrast) as advanced status

®Optional for Single distant metastasis lesion

*RE LY Pagell < s fdp 91304

11
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v *E P (p16-Negative) » £ £ 1345 % BB ¥ 5 § (AJICC) % 8= TNM ~ ) & ik gy
T2~ 2 NIFFIHTS2EHLF Mg 2 3 &(EF Lo~ e -9

¥ 5 v FEA B 20 TNM 4 k4 o
Non-Human Papillomavirus-Associated(p16-Negative):

Tis:
T1:
T2:
T3:

T4a:
T4b:

NO:
N1:

N2a:
N2b:
N2c:
N3a:
N3b:

MO:
M1:

R

R AR A 2 24

R R % (22 24 =4 04

R b A JE54 A S g 1 ) ¢ RePE Rl 4

e MRAT sk (et B e ERe A T )

e AT R R (e B 5 P E e B RIS AT A R & RE R

EIFIH T BEH

B RISESR— $po T BEH T < 3cm o & & oF k¥ Bt @ (ENE, extracapsular nodal extension)

e plgE3R - 3E T B ¥ >3cm 2 = 6cm 0 & F ik ¥ 42 ¥ (ENE, extracapsular nodal extension)
FplSERR 5 3pm T BHEM 2 < 6cm > & % ‘hik® it ¥ (ENE, extracapsular nodal extension)

A RN RIFEINHT BES RS 6cm 0 & F M T Bt ¥ (ENE, extracapsular nodal extension)

#H T EES T >6em 0 & F T Lt ¥ (ENE, extracapsular nodal extension)
ERESMT SRR WAk kT But ¥ (ENE, extracapsular nodal extension)

RT3
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T FE P 4 #F (pl6-Negative) :

Clinical Guideline 2026 version 20.1

C Re(3 T FP T E)S R4 5]

Stage T N M
0 Tis NO MO
I T1 NO MO
I T2 NO MO
I T3/T1-3 NO-1/N1 MO
IVA T4a/T1-4a NO-1/N2 MO
IVB Any T/T4b N3/Any N MO
IvC Any T Any N M1

v *F P& (p16- Positive) 4 Hp H_r 435 £ Eﬂf&'m&%ﬁ g ¢ (AJCC) % 9% TNM A & & ikdy -
Human Papillomavirus-Associated(p16- Positive ):

TO: & k%%

Tl R#FHEBEE T2 048

T2: RBEERBEXED2 =408

T3 REHBE XS4 4 Al D] ¢ RGPS RS

T4 @i T E RN v SIRAIZ e R B THET BRI RF A f RF
R

NO: #FINMH" SHB

N1: Rl B > % [T35<6cm > &P FEl 5 {o/& Tok = B ohizpe

PNla: i % 2 1 Bk %> L @M AR S g~ otz e

PN1b: " 2 2-4 B~ & > L @ P FEehpL g 5ok iz
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N2: Rl B B X 30<6cm BHERAI/A ARG AP T oz R R R SR &
T RS EE<6cm s & F ng’\ﬁfﬁﬁ*fr/é‘ﬁ%}%z\lﬁdiﬂgrﬁ—r# F. ok iz e

PN2: "z 1-4 BH= % T3 p@rmpfq PEHT N BREAHFE 4 BT B leﬂp’?ﬁﬁm;}% LU
(v}giza

N3: HTEBESEE>6cm P8 B2 HRINERHKT BT

PN3: *Egihz 4 Bl T o TG PR OREE T o

MO: & iRBEH

ML § s

PML: & i 45 cBE e FE S

9wl

R e G o TRk e 0 R

L
&

v Fhg 4 P (p16-Positive) © Tk 4 HP 1 3L A

TRk = 4 T I 2
Stage T N M Stage T N M
I TO N1 MO I TO N1 MO
I T1-T2 NO-N1 MO I T1-2 NO- N1 MO
| TO- T2 N2 MO I TO-2 N2- N3 MO
| T3 NO-N2 MO I T3 NO- N2 MO
11 TO- T3 N3 MO 11 T3 N3 MO
11 T4 Any N MO 11 T4 Any N MO
I\% Any T Any N M1 IV Any T Any N M1
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¥ Chung Shan Medical University Hospital
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
TonE Surgery:Resection No risk factors Foll
> - No residual tumor OHOW P
*  History, PE of primary *
*  Fiberoptic exam T1-2, NO- ipsilateral or
*  Biopsy 1 bilateral neck
* CXR dissection _
e  MRLCT Risk factors® CCRT® or Re-resection
or RT
e  Abd sono P16
*  Panendoscopy negative
*  Dental consult "
Definitive RT
(before RT) Follow up

e HPV testing Complete Response

. . For T1-2,
iR

N1 only
+ PET-CT Surgery or
* Whole body bone RT + C/T Non-surgical treatment
+

scan

Residual tumor

(C/T /RT /CCRT®) or

Best supportive care

2: Whole Body Bone Scan/ PET/ENT consult/ Bronchoscopy/Thyroid Funtion/speech and swallowing evaluation/ Nutritional evaluations /& BC Ff/Audiogram/Chest CT(with or without contrast)

as advanced status

b: Positive Margin;PNI(+); LVI(+);Margin less than <5mm ;depth of tumor invasion >5mm

CAdjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
TEmE
*  History, PE Complete Response

1story, - Induction C/T x 2~4 £ e
) F1.beroptlc examm cycles followed by RT Surgery or
¢ ('é;’}lzsy or CCRT¢ Non-surgical treatment
Residual tumor | (C/T /RT/CCRT)
*  MRICT Or Best supportive care
* Abdsono Pl6 .
*  Panendoscopy ; Induction C/T x
negative ~
e Dental consult | —> 2~4 cycles No adverse factors RT
‘ T3-4a, NO-

e  HPV testing 1 \l/
‘E:E J A% ] .
* PET-CT and neck
*  Whole body

bone scan Complete Response >

CCRTY Surgery or

Residual tumor

Non-surgical treatment
(C/T /RT /CCRT®) or

» Whole Body Bone Scan/ PET /ENT consult/ Bronchoscopy/Thyroid Funtion/speech and swallowing evaluation/ Nutritional evaluations /% BC *+

/Audiogram/Chest CT(with or without contrast) as advanced status

b: ECS(+) and/or Positive Margin;N(+)PNI(+); LVI(+);T3-4;Margin less than< Smm ;depth of tumor invasion >5mm

c:Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux

d: Definitive CCRT:RT = 70 Gy ; C/T : Platinum-based chemotherapy or Erbitux

*Qral UFUR

Best supportive care

21
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
Resection of primary,

N N2a-b . .
FEipE N3 ipsilateral, or bilateral
e  History, PE N }S)Irlirr;glzry:and neck [ neck dissection .
*  Fiberoptic Y CCRT

exam N2c Resection of primary, OrRT
*  Biopsy and bilateral neck
* CXR Induction C/T dissection
e  MRICT P16 nduction X

. 2~4 cycles
e Abd sono negative
*  Panendoscopy T1-4,N2-3
¢ Dental consult Surgery or
. CCRT® 1 r PR > | O

e HPV testing Non-surgical treatment
JEEE AU (C/T /RT /CCRT®) or
* PET-CT Best supportive care
*  Whole body Induction C/T x 2~4

bone scan cycles followed by

RT or CCRT*
L CR

2 Whole Body Bone Scan/ PET /ENT consult/ Bronchoscopy/Thyroid Funtion/ speech and swallowing evaluation/ Nutritional evaluations /% BC ##/Audiogram/Chest CT(with or without

contrast) as advanced status

b:Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux

¢: Definitive CCRT:RT = 70 Gy ; C/T : Platinum-based chemotherapy or Erbitux

*Qral UFUR

22
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
For T2, N1 only: Complete Response Follow up
T1-2,NO Il CCRT¢
T A —>{ T1-2NI M Induction C/T Surgery or
: (single node<3
) Hlstory, PE cm) followed by RT or Residual tumor Non-surgical treatment
*  Fiberoptic systemic therapy /RT (C/T /RT /CCRTS) or
exam Best supportive care
* Biopsy K Definitive RT .
T1-2.N1 No risk factors
* CXR ’ N vl Follow up
(single node>3 . : o residual tumor
e« MRICT Pl6 —| Surgery:Resection of
cm,or 2 or more i +
* Abdsono positive J primany =
ipsilateral nodes 1 inqi ; .
e Panendoscopy ipsilateral or bilateral . i CCRT¢or RT or
=6cm) A Risk factors .
*  Dental consult : Re-resection BN
. HPV testing —> Izliius;;r;SC/T x (for T1-2,NO-1single node
%T@@f@ﬁ T1-2,N2 <3 cm)
* PET-CT L T3,N0-2 CCRT¢ — 1  Complete Response
*  Whole body _ Surgery or
bone scan T0-3.N3 Induction C/T x 2~4 Non-surgical treatment
% b
T4,N0-3 i cycles followed by . (C/T /RT /CCRT ) or ||
A RT or CCRT¢ Partial Response '
Best supportive care

2: Whole Body Bone Scan/ PET /ENT consult/ Bronchoscopy/Thyroid Funtion/ speech and swallowing evaluation/ Nutritional

evaluations /% BC **/Audiogram/Chest CT(with or without contrast) as advanced status

b: ECS(+) and/or Positive Margin;N(+)PNI(+); LVI(+);T3-4;Margin less than< Smm ;depth of tumor invasion
>5mm

¢:Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux

23
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
F T Clinical trials >
e  History, PE
* Fiberoptic Systemtreatment+concurrent Follow up

¢xam RT(C/T / Targeted therapy) >
. i ECOG 0-1

Biopsy T4b any N
* CXR Induct h h Recurrent
e  MRI/CT nduction chemotherapy N or
e Abd sono followed by CCRT Residual neck disease Persistent

+ primary site )
*  Panendoscopy ECOG 2 RT = concurrent system controlled: Neck disease
*  Dental consult reatment dissection
* HPVtesting
BRI AT ECOG 3 Best supportive care :
« PET-CT Or Palliative RT +Single-agent > According to the
i th treatment response,

e Whole body systemic therapy re-evaluation then

bone scan plan furthei

managements
‘ > Clinical trials
Metastatic
(M1) System treatment (C/T / Targeted therapy /Immune therapy)

——

Best supportive ¢

arc

/Audiogram/Chest CT(with or without contrast) as advanced status

*Whole Body Bone Scan/ PET /ENT consult/ Bronchoscopy/Thyroid Funtion/ speech and swallowing evaluation/ Nutritional evaluations /% BC ff
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BT SR R T WA R §RIFFEIRMET REFRHMT S -

Al i Vmﬁ,%'ﬁgﬁﬁﬁifﬁfq—r PR TR SR §AL L 5 24 5 50~70 & oo ik FE Mot
£ % F % > 65%~85% T EPRE 4 Ak § 5 10%~20% % 4 A fSrFNEE  5%~15% R p TRk R S ® o TEMR o P
PO S P A e g i P b ]
553 3 IR A o

TOEVR I ARG AT RIRM L £ SRR G S X AR W TR B TR L
T LR GRLAE bR O R 0§ 000 T R AR iy i
AF A FG R DR RE R L S o B Aot WA RkpS (HPV) > i & kepr 3 3 R4 5 Ap% 2R
PR e B e v R SR o ¢ AL L EBAET § T FWy o i R Dr Raghavany 2003 ¥ j# {4 151501
TV L RS L2500 L 0 TR R BRSO b GRS B R R
o~ mERE SE A 0 A - ARER T R 1 s % o a2 (field cancerization) -
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3LEPRESG AT AP

TR S SROBILBETE 0 5% b LR T e

J%(lymphoma) - ’ﬁ'\ﬁ ¥ & #&(adenoid cystic carcinoma) & o — 4L

N W R (NS S (N S

’

H

AR A L ehA 4 1y~ R (adenocarcinoma) ~ i

M S R RmE o L ERER T A AT Z A i

Tﬁﬁgﬂauﬁ%iﬂ%ﬁ%ﬁngE)%8%ﬁTMWQ$%@%:

TR~ 228 NZIFIHTFLEBF Migh A 2 5 R (¥ L& -~ F 5~ )
T1. "%~ ] =2cm

T2: "~ ]>2cmie <4cm

T3: g~ ] >4omet L plreF T et ¥ P 9 AR

L AR s SN o e S &
Tab: "R &) Pl 55 » & RFEH % o ';J?M&.?rﬁﬁ

NO: mEFEIMT SH P

N1: B RIGEIR- 3= 2#EHB® = 3cm » ENE(-)

N2a: Fr RISEIR- SEF © B4 ¥ >3cmie = 6cm » ENE(-)

N2b: F pgg3n % %w}*“’ Z2EH < 6cm > ENE()

N2c: = B8 $FRIFEI0m = F#EFH £ = 6cm > ENE(-)

N3a: # = Z# 4 * >6cm > ENE(-)

N3b: = @ gk = 4 ENE(+)

MO: #mig=hHs

ML1: 7 2R &4
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> L

Stage T N M
0 Tis NO MO
I Tl NO MO
I T2 NO MO
I T3/T1-3 NO/N1 MO
IVA T4a/T1-3 NO-2/N2 MO
IVB Any T/T4b N3/Any N MO
IvC Any T Any N M1

33k s Bk &

(1) FYy 2 e

TRl R R E T R R T] TOFRS AR 3 P E S Pk L deresk B d S FROR
AR D (AR ) # iR L B R B L et SRR BTRRR 2 e
LA TR K TR AR b S L A TR A A1 AR TR AR AR A S e
Wh o MINAL W BE S TR LR PR

EERBE LB R A AR L 6 R B RES BB s LR AR
B H N IRFIVE > TFPERR A P E A EA N FE T Rk B A E R R F L ey A T
FHR g o 7o R G TR A LR F VRN bR A T - L AR
R4 B F FFeiimil in o

QZ 42 ¥ 4

QDA F IR mL » TFHILE R AR Y Lo AR E o 4ok SPAL - 5050 S REL A 5N PRE R
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
FEE Surgery: No Risl? factors Follow up
e  History, PE Tumor excision Partial No Residual tumor
e  Fiberoptic exam laryngopharyngectomy
*  Biopsy (open or endoscope) One Minor ¢ Risk Adjuvant RT
e CXR + ipsilateral or selective (=60 Gy)
e  MRI/CT Ee.lrly cancer bilateral neck dissection
* Abdsono with normal atrisk n & One Major® Risk
*  Panendoscopy N laryngeal hemithyroidectomy, Or Adjuvant CCRT ¢
*  Dental consult function and pretracheal and Two Minor ¢ Risk
e HPV testing TINO or ipsilateral paratracheal
EEME A selected T2ZNO lvmph node dissection
e PET-CT No residual disease 5 Follow up
*  Whole body bone -
scan Definitive RT |
Residual disease

A/

Salvage Surgery

/Audiogram/Chest CT(with or without contrast) as advanced status

b: positive margins

c: perinerual invasion, lymphovacular invasion, margin less than <5mm

d :Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux

a : PET/Whole body bone scan/thyroid function/Bronchoscopy/speech and swallowing evaluation /Nutritional evaluations /HPV/%g BC -
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Work-up Clinical Staging Primary Clinical/Pathologi Adjuvant Treatment
Treatment ¢ Findings
N
TERE No residual
*  History, PE tumor Refuse or Salvage C/T or CCRT¢
*  Fiberoptic | CCRT® 7T Inoperable ~
exam 1 .
Resectable Residual tumor
* Biops i i
psy advanced suggest surgery —> Salvage surgery and/or Neck dissection
* CXR cancer
e MRI/CT Laryngectomy RT or >| No residual tumor
*  Abd sono required T1 -3 CCRTY
[ ]
Panendoscopy any N i 5l R .
e Dental consult T4a, any N residual Salvage
N HPV testing ' tumor surgerv
. " Induction
HEEEM T C/T x PR suggest No adverse N Adjuvant RT
Surgery b >60G
o PET-CT factors (= y)
Whole bod ) 2~4cycles or best B
o ole body support
- b Adj t
Other risk factors —> juvan
bone scan <RP care d
—> CCRT
a :PET/Whole body bone scan/ thyroid function /Bronchoscopy/speech and swallowing
evaluation /Nutritional evaluations /HPV/Eg BC ff/Audiogram/Chest CT(with or l;artlal or total No Adverse iAdjuvant RT
aryngopharyngectomy + F (Z 60 Gy)
without contrast) as advanced status ipsilateral or bilateral > actors =
. - ) selective neck dissection at
b: ECS or positive margins risk (¢NO); Comprehensive One Minor® Risk Adjuvant RT
c:perinerual invasion, lymphovacular invasion, T3-4, N 2-3 (+), margin less than=5 mm neck dissection levels 1-5 N 0 S (g 60 Gy)
d Adjuvant CCRT: RT = 60 Gy ; C/T : Platinum-based chemotherapy or Erbitux (CN+),i hemi or total
thyroidectomy and
¢ Definitive CCRT: RT = 70 Gy ; C/T : Platinum-based chemotherapy or Erbitux pretrachﬁal la?d ip}slilate(:lral One Majorb Risk .
*Oral UFUR g?sr:;?fo I::a ymph node Or Ad]uvatdlt
Two Minore¢Risk CCRT
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
LA .. . —>
T E Clinical trials
« History, PE
* Fiberoptic Systemtreatment+concurrent Follow up
cxam ECOG 01 RT(C/T / Targeted therapy) —>
* Biopsy T4b any N )
+ CXR ] Recurrent
Induction chemotherapy
- MRVCT followed by CCRT ] >
ollowe : :
+ Abd sono ey Residual neck disease Persistent
+ primary site )
+ Panendoscopy ECOG 2 RT =+ concurrent system controlled: Neck disease
+ Dental consult treatment dissection
« HPV testing
HERE T ECOG 3 Best supportive care Or According to the
. PET-CT Palliative RT/Systemtreatment treatment response,
. re-evaluation then
Whole body Clinical trials plan further
bone scan Metastatic managements
(M) System treatment
(C/T / Targeted therapy

/Immune therapy)

Best

supportive care

swallowing/Audiogram/Chest CT(with or without contrast) as advanced status

2 Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET//Thyroid Funtion/Dental cousult/ENT consult/ Nutritional evaluations/speech and
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Neoadjuvant chemotherapy

Modified TPF
Docetaxel 20 mg/m2 iv d1, 8
Cisplatin 50 mg/m2 iv dl
5-FU 400 mg/m2/d civi dl
5-FU 1200 mg/m2/d 46-48 hrs
Q2w x 3 cycles

Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25;357(17):1695-704.

Modified TP+Ufur
Docetaxel 20 mg/m2 iv dl
Cisplatin 30 mg/m2 iv dl
UFUR 400 mg/m2/d PO Daily
Qw x 6 cycles

Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25;357(17):1695-704.

KEYNOTE 689

Neoadjuvant treatment:

Pembrolizumab 200 mg infusion administered on Day 1 of a 21-day cycle for 2cycle (up to 6 weeks) prior to surgery.

Adjuvant treatment:

Following surgical resection,pembrolizumab 200 mg ,IV infusion, on Day 1 of a 21-day cycle for 15 cycle (up to 45weeks) plus

Investigator’s choice of SOC treatment regimen consisting of radiotherapy,with or without cisplatin 30 mg/m”2 weekly for upto 9weeks
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Concurrent chemoradiation

Cisplatin

Cisplatin 30-35 mg/m2 iv Qw
total > 200 mg/m?2

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005;27:36.

Cisplatin

Cisplatin 100 mg/m2 iv Q3w
total > 200 mg/m2

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005;27:36.

Cetuximab

Cetuximab loading dose 400 mg/m?2 iv, then 250 mg/m2 iv qw

Cetuximab loading dose 400 mg/m?2 iv, then 500 mg/m2 iv q2w

Bonner JA et al. Radiotherapy plus cetuximab for squamous cell carcinoma of the head and neck. N Engl J Med 2006; 354:567.
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Adjuvant chemotherapy

Cisplatin

Cisplatin 30-35mg/m2 iv
Qw, total > 200 mg/m2

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005;27:36.

Cisplatin

Cisplatin 100 mg/m2 iv
Q3w, total > 200 mg/m2

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005;27:36.
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Maintenance chemotherapy

UFT
Uracil-tegafur 400 mg/day po lyear

7 days/week
Yuzuru Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or TS-1 for T2NO Glottic Cancer in Japan. Anticancer Res 2007;27:3497.
Lee HL, et al. Efficacy of Tegafur-Uracil Maintenance Therapy in Non-Metastatic Head and Neck Squamous Cell Carcinoma: A Meta-Analysis With
Trial Sequential Analysis. World J Oncol. 2025;16(6):609-620.

TS-1

TS-1 80mg/m2 po lyear
7 days/week 4 wks on/2wk off or 2wks/Iwk off

Yuzuru Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or TS-1 for T2NO Glottic Cancer in Japan. Anticancer Res 2007;27:3497.

Recurrent /matastasis chemotherapy

EPF
Cetuximab 250 mg/m2 iv dl
Cisplatin 50mg/m2 iv dl
5-FU 400 mg/m2/d civi dl
5-FU 1200 mg/m2/d 48 hrs
Q2w

Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25;357(17):1695-704.
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Recurrent /matastasis chemotherapy

Pembro+PF
Keytruda 200mg fix or 100mg (self pay) N/S250ml IVD lhour dl
Cisplatin 50 mg/m2 iv dl
5-FU 400 mg/m2/d civi dl
5-FU 1200 mg/m2/d civi dl
Leucovorin 200 mg/m2 dl
Q2w

Burtness B, Harrington KJ, Greil R, et al: Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic
squamous cell carcinoma of the head and neck (KEYNOTE-048): A randomised, open-label, phase 3 study. Lancet 394:1915-1928, 2019.

Pembro alone

Keytruda 200mg fix or 100mg (self pay) N/S250ml IVD Thour
Q3W

Burtness B, Harrington KJ, Greil R, et al: Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic
squamous cell carcinoma of the head and neck (KEYNOTE-048): A randomised, open-label, phase 3 study. Lancet 394:1915-1928, 2019.

Nivolumab
Nivolumab 200mg fix or 100mg (self pay) N/S250ml IVD lhour
Q2W

Ferris RL, Blumenschein GJr, Fayette J, et al. Nivolumab for Recurrent Squamous-Cell Carcinoma of the Head and Neck. N Engl J Med 2016;375:1856-
67.
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MEMOCLUB
Methotrexate 30 mg/m2 dl
Epirubicin 30 mg/m2 dl
Mitomycin-C 4 mg/m2 d8
Vincristin 1 mg/m2 d8
Cisplatin 25 mg/m2 d8
Leucovorin 120 mg/m2 d8
5-fluorouracil 1000 mg/m2 d8
Bleomycin 10 mg/m?2 ds
Q2w

Jin-Ching Lin et al. Experience of cetuximab in the salvage treatment for recurrent/metastatic oral squamous cell carcinoma. 2012 ASCO Annual
Meeting. Abstract e16006

Methotrexate

Methotrexate 30 mg/m?2 dl
Qw

Forastiere AA et al. Randomized comparison of cisplatin plus fluorouracil and carboplatin plus fluorouracil versus methotrexate in advanced squamous-
cell carcinoma of the head and neck. J Clin Oncol 1992; 10:1245

EPT
Cetuximab 250 mg/m2 v dl
Cisplatin 30 mg/m2 iv dl
Paclitaxel 60-80 mg/m2 iv dl
Qw

Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25;357(17):1695-704.
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PT

Cisplatin 30 mg/m2 iv dl

Paclitaxel 60-80 mg/m2 iv dl

Qw

Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25;357(17):1695-704.

I~ R R
Radiotherapy

Adjuvant CCRT or RT

Radiotherapy : RT=60GY to tumor bed

Definitive CCRT or RT

Radiotherapy : RT=70GY to GTV

Favor of IMRT Technique.
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Dental/ENT Panendoscopy
OPD ) CXR CBC/BCS | Abd sono MRI/CT | Bone Scan | T4, TSH PET
consultation
Pre- Tx P PS P P RS P © © ©
Poi‘;{ Tx o o
% Follow-up H&N MRI/CT regularly at 2" — 3" month after primary treatment is completed.
6" month P P ©
9" month P
12 month X X DS PSS P P © © © ©
15" month P
18™ month X X P ©
21% month P
24™ month pS P DS PSS P P © © © ©
30" month P RS
36" month PS P PSS P © © ©
42" month RS RS
48™ month P P PSS P © ©
54" month % P
60" month P P P P © © ©

N4 T F T P

© # 5= Optional
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