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11. Work-up+ Work-up+
TEwmEe
*  History and PE#
*  Biopsy#
History and PE+| +  OXRe
E[gp AL . MEI/CT#
C'KE{(-' ¢ Abhdsonod
MEI/CT# *  Dentalconsult#
Abd zono# (before BT
Dentalconsulte ﬁﬁiﬁf%{'
(before BT L1+
Options®H *  Wholebody
bonezcan#
*  UpperG-I

panendoscopy+




¥ Chung Shan Medical University Hospital

Clinical Guideline 2026 version 20.0

20.21
22.23
2431
32.33

Work-up#

History, PE#
Fiberoptic
exam+
Biopsy#

CXR#
MRI/CT#

Abd sono#
Panendoscopy#
Dental consult
(before RT)#
HPV testing ¢
Options 3

Work-up+

=

RIE

e E
History, PFE#
Fiberoptic exam#
Biopzy#

CHER+
MEL'CT#

Abd sono+
Panendoscopye
Dental conzults
(before BT+
HPV testing#

thigEe

PET-CT#
Whole body bone

zcane
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Chung Shan Medieal University Hospital )2 3 el
W AERR A
Neoadjuvant chemotherapy<

Modified TPF
Docetaxel W mgml iv dl, 8
Cisplatin 30 mgmd iv dl
3FU 400 mgm2d civi dl
$FU 1200 mg/m2/d 4648 brs

2w 3 cycles

Cisplatin, flnorouracil, and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 23;337(17):1693-704.

Modified TPF at CSMUH

Docetaxel 3mgm? iv d1,8
Cizplatin 75 mgim2 iv dl
3FU 730 mg/m/d eivi d14
Q3w x 34 cycles

Vesmorken JB et l. Cisplatin, fluorouracil, and docetaxel in uaresectable head and neck cancer. N Eng ] Med 2007; 357:1693.

Modified TP+Ufur

Docetaxel 30 mg/m? v d1,8
Cizplatin 30 mgim2 iv dl
UFUR 400 mg/m2/d civi di-4
Quwx 6 cycles

Cisplatin, fluorouracil, and docetaxe] in unresectable head and neck cancer. N Engl I Med. 2007 Oct 23;337(17):1693-704.

Clinieal Guideline 2025 version 19.0¢

Adjovant treatment:

Chung Shan Medical University Hospital OpERBEE (Clinical Guideline 2026 version 20.0¢

W AGRR
Neoadjuvant chemotherapy+

Mudified TPF
Docetaxel 20 mg/m? iv dL, §
Cisplatin 30 mgn? v dl
MU 400 mgim2/d civi dl
MU 1200 mg/m2/d 4648 b
Q2w 3 eycles
Cisplatin, flvorouraci], and docetaxe] in unresectable head and neck cancer. N Engl T Med. 2007 Oct 23;337(17):1603-704.
Modified TP+Ufur
Docetaxel 0 mgmd iv dl
Cisplatin 30 mgm? v dl
UFUR 400 mgm2/d PO Daily
Qwx 6 eycles
Cisplatin, flvorouraci), and docetexe] in unresectable head and neck cancer. N Engl  Med. 2007 Oct 23;357(17):1603-704.
KEYNOTE 689
Neoadjuvant treatment:

Pembrolizumab 200 mg infusion administered on Day 1of a2l-day cycle for Zeyele(up to 6 weeks) prior to surgery.

Following surgical resection pembrolizumah 200 mg IV infusion, on Day 1 of a 21-day cycle for 13 eyele (up to 43weeks) plus
Tnvestipator s choice of SOC treatment regimen consisting of radiotherapy, with of without cisplatin 30 mo/m"2 weekly for upto Oweeks

A
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EPT
Cefirimab 250 mgfm? o dl
Cisplatin 30 mg/md iv dl
Paclitae] 60-80 mg'm2 iv dl
Qv

Cisplatin, fluorouraci], and docetael in unresectable head and neck cancer. N Engl T Med, 2007 Oct 23337(17):1693-704,

Cisplatn

Concurrent chemoradiation”

Cisplatin

W mglmd v

Qw

toe > 20 me/n

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekdy cisplatin for locally advanced head and neck cancer. Head

Neck 2005,27:36.

Cisplatn

Cisplatin

100 mg/m? v

Qiw

toe > 20 mef

Beckmann GK et al. Hyperfractionated accelersted radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer, Head

Neck 2003.27:36.

(Chung Shan Medical University Hozpitsl U}Eﬁ ﬁ?&, [ﬁﬁ (lnie] Guideling 2025 version 191

Concurrent chemoradiation:

Ciplatn

Cisplatin 3033 memd iv Qw

fotal > 200 mp'm2

Beckmann G et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005:2736:

Cisplatin

Casplatn 100 mgm 1v Qw

total > 200 mp'm2

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

Cetuximah

Cefuximab loading dose 400 mgim? iv, then 230 mg'md v g

Cetsimab loading dose 400 mg'm? iv, then 300 mgm? v gJw

Bonner JA et al. Radiotherapy plus cetuximab for squamous cellcarcinoma of the head and neck N Eagl ] Med 2006; 354:367.

Clinical Guideline 2026 version 20.0




¥ Chung Shan Medical University Hospital v R R g 5l Clinical Guideline 2026 version 20.0
36 BBEES
Chung Shan Medical University Hozpital o BRI Climical Guideline 2025 version 19.0
Chung Shan Medieal University Hoepital Uﬁ% i’;\f"%«fﬁi Climcal Cuideline 2025 verzion 190

Cetuximah

Cetuximab loading dose 400 mg/m? iv, then 230 mg/m2 iv qw

Cetuximab loading dose 400 mg/m2 1v, then 300 mg/m2 iv dw

Bonner JA et al. Radiotherapy plus cetuximab for squamous cell carcinoma of the head and neck. N Engl T Med 2006; 334:367.

Adjuvant chemotherapy<

Cisplatin

Cisplatin 30 mg/ml iv

Quw, fotal > 200 mg/m?

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2003:27:36.

Cisplatin

Cisplatin 100 mg/tnd iv

Q3w total > 200 mg/m?

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2003:27:36.

UFT

Uracil-tegafur 400 mg/day po Iyear

T daysiweek

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

Adjuvant chemotherapy

Cisplatin

Cisplatin 30-33mg/m? iv

Qw, total > 200 mg/m)

Beckmann GK et al. Hyperfractionated accelerated radiotherapy in combination with weekly cisplatin for locally advanced head and neck cancer. Head
Neck 2005:27:38

Cisplatin

Cisplatin 100 mg/m? v

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 2005:27:368
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UFT

Chung Shan Medical University Hospital

B Clinical Guidelne 2025 verion 190+

Maintenance chemotherapy <

Uracil-tegafur

400 mg/day po

Iyear

7 daysweek

T5-1

Yuzurn Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or T8-1 for T2NO Glottic Cancer in Japan. Anticancer Res 2007:27-3497.

T&1

0mg/m? po

Iyear

Tdayshweek dwksonukoff or Jwls/lukoff

PF

Yuzuru Nibe et al. Effectrveness of Concurrent Radtation Therapy with UFT or T8-1 for T2NO Glottic Cancer i Japan. Anticancer Res 2007,27:3497.

Recurrent /matastasis chemotherapy

Cisplatin
i
MR

Leucovorin

0 mgm? v

400 mg/mid
1200 mg'm2/d

200 mg'm2

4648k

d

il

Qw

Forastiere A et al. Randomized comparison of cisplatin plus fvorouracil and carboplatin phus fluorouracil versus methotrexate in advanced
squamous-cell carcinoma of the head and neck. ] Clin Oncol 1992; 10:1243:

UFT

Muintenance chemotherapy

Uracil-tegafur 400 mg/day po

Lyear

T daysweek

Yuzura Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or TS-1 for TIND Glottic Cancer in Japan. Anticancer Res 2007273497

T81

T8 $0mg'm? po

Iyear

Tdaysweek dwksondwkoff or Jwkylukoff

Yuzure Nibe et al. Effectiveness of Concurrent Radiation Therapy with UFT or TS-1 for TIND Glottic Cancer in Japan. Anticancer Res 2007273497,

Recurrent /matastasis chemotherapy

EFF
Cetuimab 250 mg/m? v dl
Cisplatin Hmg/ml iv dl
U 400 mp/m2d civi il
U 1200 mg/mdid 48 b
Qlw

Cisplatin, fluorouracil, and docetaxe! in uaresectable head and neck cancer. N Engl ] Med. 2007 Oct 23,337(17):1693-704.
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EPF
Cefueimab 130 mgimd iv dl
Ciplatin N mgmd iv dl
MU
Qbw

Csplatin, fooroureeil, and docetaxel in unresectzble head and neck cancer. N Engl ] Med. 2007 Qct 23357(17):1693-T04:

PembrotPF

Keytruda Wlemg fix or 100mg (selfpay) N/S230ml VD thowr

Ciplatin 0 mgmd iv dl

Al 400 mgmld eivi dl

Al 1200 mymd/d eivt dl

Lencovorin 100 mgl? dl
D

Burtess B, Harrington K, Geeil R, ef al: Pesmbrolizumab alone or with chemotherapy versus ceturitmab with chemotheragy for recureent or metastatc
squamous cell carcinoma of the head and neck (KEYNOTE-048): A randomised, open-label, phase 3 study. Lancet 304:1013-1928, 2010,

Pembro alone

Keytruda 00mg fix or 100mg (zelfpay) N/S230mal [VD Thour
Q3w

Burtness B, Harrington K, Geeil R, ef a: Pembrolizumab alone or with chemotherapy versus cetuimab with chemotheragy for recureent or metastatc
squamous el carcinoma of the head and neck (KEVNOTE-(48): A randoised, open-label, phase 3 study. Lancet 394:1913-1928, 2019,

Chung Shan Medieal University Hospital i3

Recurrent /matastasis chemotherapy

PembrotPF

Keytruda 200mg fix or 100mg (self pay) NS230m IVD lhour 41

Cisplatin 0 memd v dl

U 400 mg/m2d eivi dl

U 1200 mg'm d eivi d1

Lencovorin 200 mgm2 dl
Ty

Clinical Guideline 2025 version 194+

Buritiess B, Harrington K, Greil R, ef al: Pembrolizumab alone or with chemotherapy versus cefuximab with chemotherapy for recurrent or mefastatic
squamous cell earcinoma of the head and neck (KEYNOTE-048): A randomised, open-label, phase 3 study. Lancet 394:1913-1928, 2010,

Pembro alone

Keytruda

200mg fix or 100mg (se1f pay) N/S230ml [VD Thour

Q3

Buritiess B, Harrington K, Greil R, ef al: Pembrolizumab alone or with chemotherapy versus cetuxitma with chemotherapy for recurrent or mefastatic
squamous cell earcinoma of the head and neck (KEYNOTE-048): A randomised, open-label, phase 3 study. Lancet 394:1913-1928, 2010,

Nivolumah

Nivolumah

200mg fix or 100mg (self pay) N/8230m1 IVD Ihour

QI

Fermis RL, Blumenschein GTr, Fayette J, et &l. Nivolumab for Recurrent Squamous-Cell Careinoma of the Head and Neck. N Engl TMed

2016;373:1836-67.
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(Chung Shan Medical University Hoepital B (Climieal Guideline 2025 version 190+

Nivolumab
Nivolunsah 00emg fix or 100z (selfpay) /8230l IVD Jhour
QI
Fenis RL, Blumenschein Gy, Fayete |, etal. Nivolomab for Recurrent Squamous-Cell Carcinoma of the Head and Neck. N Engl [ Med
NIE3TE183647.
MEMOCLUB
Methotrexate H mgmd il
Epirubicin W mgmd l
MitomyeinC dmg? i
Vicristin | g/l d
Cisplatin 1imgn) i
Lewcovarin 120 mg/md i
$fluorouraci 1000 memd i
Bleomyei JUET4i i

D

Tin-Ching Lin et al. Experience of cetuxinuab in the salvage treatment for recurventmefastatc oral squamous cell carcinoma. 2012 ASCO Ansal

Meeting. Abstract 16006

Methotrexate

Methonete gl

il

Q“.

Forasfiere AA e al. Randomized comparison of cisplatin phs fhoorouracil and carboplatn phus fluorouracil versts methotrexate in advanced

sqpamous-cell carcinoma of the head and neck. ] Clin hncol 1992; 10:1243

Chung Shan Medical University Hozpital i3 & Cliical Guidaling 2025 version 19.0¢

MEMOCLUB

Methotrexate 30 mgtnl dl
Epirbicin 30 mg/md dl
Mitoryein-C dmgim) i
Vincristin 1 mgm2 a8
Cisplatin 1 mgm] d8
Lencovorin 120 mg'm? d8
3-fuorouracil 1000 mg/m? &
Bleomycin 10 mg/m? d8

I

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

Mesting. Abstract e16006

Methotrexate

Methotrexate

30 mg'md

dl

Q“.

Forastiere AA et al. Randomized comparison of cisplatin plus fluorouracil and carboplatin plos fluorouracil versus methotrexate in advanced
squamous-cell careinoma of the head and neck. ] Clin Oncol 1992; 10:1243

EFT
Cefuimab B0 mgml v dl
Cisplatin 0 mg/ml v il
Paclitaxe] 60-80 mgld iv dl
ow

Ciplatin, flucrouracil, and docetaxel in unresectable head and neck cancer. N Engl T Med. 2007 Oct 23;357(17):1693-104.
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EPT
Cefuimah B mgmd iv il
Cizpletin WM mgmd iv dl
Paclfase] 8080 mg'md v il
O

Cisplatin, forouraei], and docetexel in uaresectable head and neck cancer. N Engl TMed, 2007 Qct 23,357(17):1693-T04.

I
Cipletin W mgmd iv dl
Pacltaxe] §0-80 gl i il
o

PRV € § T3
Radiotherapy

Cisplatin, forouraei], and docetexel in uaresectable head and neck cancer. N Engl TMed, 2007 Qct 23,357(17):1693-T04.

(hung Shan Medical University Hoepital 0 Hiﬁ 3;9\‘5 } : [E a (limieal Guideline 2025 version 190
IT
Cisplatin Nmgmdiv dl
Paclitael 60-80 mgm? v il
Q“.

Cisplatin, fuorouracil, and docetaxel in unresectable head and neck cancer. N Engl T Med. 2007 Oct 23,337(17):1693-T04.

3 BaghR
Radtotherapy

Adjuvant CCRT or RT<

Radiotherapy + RT 2 60GY to tumor bed’

Definitive CCRT or RT<

Radiotherapy + RTZT0GY to GTV¢

Adjuvant CCRT or RT¢

Radiotherapy  RT260GV to fumor bed’

Defitive CCRT or RT¢

Raduotherapy - RT270GY to GTV¢

Favor of IVRT Technique.

Favor of IMRT Technique.
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TaME~ ]2 R FIHT B2 EHBE > MPlEgaES2 3 & ¢
Tis Rk =%
T1: R
T2:  RwE;

Bibo X D=2 24 &P iF & <5mm
Bde s [Z52 A4 S4 24 F BPFEAESIOMM & RFEHER A L2 24 0 R EA>E mm=10mm
T3: }ﬁéﬁﬂﬁ%’&-’:i“'vZ MR SA DAY B ERS10 MM & R R b L S A A T 2R <10 mm
Tda: R fEd < 554 20 2 B FEA>I0m & R EE R AT e R(FEALTE & P BT IORIAR)
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NO: RFEIHT SEH
N1: Ak Rld - 3B ap= 22 X <324 &% H = ue ¥ (ENE, extracapsular nodal extension)
N2a: e ild 8- Sp@# e 27 52803 2 n =<6 o4~ > F & F ik = e # (ENE, extracapsular nodal
extension)
N2b: el il S3p#EM ™ B2 B~ j2<6 24 > 2 & & *h ¥ u # (ENE, extracapsular nodal extension)
N2c: AR a R35F - & SIp@EM k™ B0 B [2<6 24 > ® & & kT s # (ENE, extracapsular nodal
extension)
N3a: FOEIE>6 A4z wH T 0 ¥ om F ke Bas @ (ENE, extracapsular nodal extension)
N3b: . . Lag s -
ERESHT B RE T BN H T B @ (ENE, extracapsular nodal extension)
MO: &R EH
Ml: 7 igsh#EH
VR =T
Stage T N M
0 Tis NO MO
I T1 NO MO
I T2 NO MO
Il 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

3
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
T No Adverse Features Follow up
TN
*  History and PE :
. Biops;l Preferred: Resection of Adjuvant RT
- : : (=60 Gy)
. CXR primary + unilateral or bilateral One Minor ¢ Risk
. : : or
e  MRICT selective neck. dlSSG?th.Il
. Abd sono * Reconstructruction as indicated Follow up
. One Major® Risk
Dental consult ne Major * Kis Adjuvant CCRT ¢
(before RT) T1-2. NO Or or
TR Two Minor ¢ Risk
A Wo Vimor— s Re-operation
e PET-CT
e Whole bod ' '
y EBRT =70 Gy * Brachytherapy No residual disease Follow up
bone scan © o © 50 Gyt L 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 Jf/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)
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Clinical/Pathologic Findings

Adjuvant Treatment

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) T3 NO; Bilateral comprehensive neck
B — %}‘;132’1;\1 11113 : dissection + Reconstruction
- PET-CT Y as indicated
«  Whole body
bone scan
+ Upper G-I next page
panendoscopy

/2

AL
No Adverse Features _?g%\(])ag[}})u“ S

One Minor ¢ Risk Adjuvant RT Follow up or

>
(=60 Gy) "
Maintenance
One Major® Risk Adjuvant CCRT ¢ treatment
Or or
Two Minor¢Risk Re-operation

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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Work-up Clinical Staging Primary Clinical/Pathologic Adjuvant Treatment
Treatment Findings
THgE No residual
. >
+ History and tumor Refuse or
Y N | Salvage C/T or CCRT*
PE !l 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 RT or i
T3 NO: No residual tumor —
(before RT) 3 T1-3,N1-3: [ —>  CR CCRT®
EEV RS T4a any N
Refuse CCRT= Follow u
« PET-CT : p
Induction PR suggest
L] Or
Whole body C/Tfx surgery *
bone scan 2 or best
2~4cycles sureery and :
« Upper G-I support Agree N g I"Y ‘ x
] care i
panendoscopy — <RP Neck dissection Maintena
| nce
2 Bronchoscopy/Panendoscopy/Whole Body Bone Scan/PET/Thyroid Funtion/ENT consult/ Nutritional evaluations/speech No Adverse iAdjuvant RT treatment
and swallowing evaluations/Audiometry/E@ B ~ C ff-/Chest CT(with or without contrast) as advanced status = 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 = 'S One Minor € Risk A(diuggré R)T
= y
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¢ N
fInduction chemotherapy with Taxotere/ Cisplatin/ 5-FU *QOral UFUR QI‘ .
Two MinorcRisk
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
Clinical trials
T —> #** 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 ) T4
R ECOG 3 Best supportive care
PET-CT :
Whole bod Or Palliative RT or tr?eftgl)égir;%:;?o?ll:e
ofe body Single-agent systemic therapy re-evaluation then.
bone scan plan further
Upper G-I Metastatic Clinical trials managements
anendosco
P 24 (M) 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/Eg B ~ C ff/Chest CT(with or without contrast)
as advanced status

®Optional for Single distant metastasis lesion

**k 23 Pagell & )5k tpalm e
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2. AgEst ”%‘Ifi?fr(humanpapillomavirus SHPVIR 4 o ‘s/m 3 H i d A 5gst ,.\;};34,, AECERR o ST~ ~E Bl e 2
voEMR o ¥R AU { LR r+ s iR B BUAE o

S EABLEBBEREFTY 2L ¥4 34840 BfcaE & A); 3 A EiEs R -

2ERFRLR S LT LY
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v FlR A B B R £ @qupyyg%%% ¢ (AJCC) % 8'RenTNM A # 5 245 °
T 4 rs ] 2 =% SEHSHT B2 BET, MBSESZ T EGE LA F g )

B 5 U FPRA B A TNM iRy o
Non-Human Papillomavirus-Associated(p16-Negative):

Tis:
T1:
T2:
T3:

T4a:
T4b:

NO:
N1:

NZ2a:
N2b:
N2c:
N3a:
N3b:

MO:

B =R

R REER X JES2 0k

R R R S E02 A =4 2 A

R g E S JSO4 2 A Rt W3] ¢ REPE Rl W

2 e BRAT e s (ﬁr':"li‘:—, B oeheu; Pk AR TR

e AR Jw(ar:vmnxzc b FAE S RIFIR AR A S ¢ R ER)

BIPIHT BREH

e RISERR— $EH T ZEMS P < 3cm s & & ohpk T 2t @ (ENE, extracapsular nodal extension)
ISR - $E T A T >3cm i = 6cm o & h T i W (ENE, extracapsular nodal extension)
FRlZEsn 2 3p 0 = SEH < 6cm > & F ik ® B4t ¥ (ENE, extracapsular nodal extension)

B RN RIFENHT BES LS 6cm & F T Bat @ (ENE, extracapsular nodal extension)

T BES T >6cm o & F hik T But @ (ENE, extracapsular nodal extension)
ERESHT D R EF\:%)% ¥ bk = %2t © (ENE, extracapsular nodal extension)
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T F M~ ¥ (p16-Negative) :

3 T3 ErE

Stage T N M
0 Tis NO MO
I T1 NO MO
II 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

Human Papillomavirus-Associated(p16- Positive ):

TO: & R#"E%

Tl REHREESEZ2 04

T2: REHEEE S EO2 A =4 28

T3 REERERA IO AR P § RGOS BB
T4:  ZlE T e (derg s Fohves Fkves e T 48 )
NO: &FEINH~ @

N1: - B& 5 BRPIFENHT SHESE = 6cm

N2: ¥l ERIFEINHT S8 2 = 6cm

N3: #¥ 2#H>6cm

MO: RBHEH

Ml: 7 2 #EH

14
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v *F R 4 8P (p16-Positive) :

Stage T N M
I T0-2 NO-1 MO
II T0-2/T3 N2/NO-2 MO
I T0-3/T4 N3/NO-3 MO
v Any T Any N M1

235K s %ok &

(1) E Vs e
CFPR R T OEMR R AR I 0 Bt e RS RIHE o SRR AL PSR R R R PR R R B
JEA T AR @ ’Zﬁﬂ:,&ﬁ FIGRFHM T S A WIRER P S g NIRRT R R 2@ AIAE e
7 M ? PFH I R R 0 G S%IS% T FVR A R R ARF F R S
rRRRAIY- B ) OF- fj@\ﬁi,ﬁ.};,%ﬁ(ﬂ ﬁvf;,fﬂ)rl‘zﬁg&{@”ﬁ CEYR o F AR Ae T
. FERER o
BERR e
5 ek FIEL ~ ehoR 5 ovf o
N RO L I
B (EHMRF) -
B o
THERFE HT%TR o
TF 2N B, o

X NN h W=
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¥ +» % (marginal or segmental mandibulectomy)&= ;% » # 3 &
1 fe i P A 5 e "fqﬁ“’ﬁ?} » LR R X 0 B L % 1 hE
ST {S BT A SR 0 AL 2 B F e S IR o

FedE I % (partial maxillectomy) -
SR~ RIFIEEE i 0 de d FIRRRGRS T i &

/

¥ e }%‘ (organ preservatmn

d 30U A Fp TSR AR T o A P Vo Y > R RET T
FEES S b F I P A 490k B R B MR R

treatment) & v *FVR T FIARE B A inh B R o SHES DT FRLY 0 L
TR T B A sk

HWRP o R e P FR o FTRAL AT BAEBRE > P D AR NAR E T A
- fiE AT "ﬁ% e NS R 'I“iﬁﬂ’?w/TmJ,%: 2o i Bkt s % (adjuvant radiotherapy or adjuvant
chemoradiation) ° ¥ — fAR|E 2 &4 i F2xsd/o8 5 2 (concurrent chemoradiation) - % = &&= Hi2
iv #5% (induction chemotherapy)4c e # $£ 1% & 34755 (concurrent chemoradiation) & 3cst;s R
(radiotherapy)
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
A ) - No risk factors
FHEInE 5 Surgéry.Resectlon No residual tumor Follow up
e  History, PE of primary +
*  Fiberoptic exam T1-2, ipsilateral or
*  Biopsy NO-1 bilateral neck
* CXR dissection CCRT or R ;
RlSk faCtObe Oor Ke-resection
e MRI/CT
or RT
e Abd sono P16
*  Panendoscopy negative
*  Dental consult oo
Definitive RT
(before RT) | Follow up
. ’ Complete Response
\Eﬁgzgmg For T1-2,
RIS 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 #/Audiogram/Chest CT(with or without contrast)

as advanced status

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

CAdjuvant CCRT: RT =

60 Gy ; C/T : Platinum-based chemotherapy or Erbitux

20
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
TEmE
. i Complete Response

Eﬁtow’ PE Induction C/T x 2~4 P P
* t

1. Croplic examm cycles followed by RT Surgery or
. (]élopsy or CCRT¢ Non-surgical treatment
. XR . c
Residual tumor | (C/T /RT/CCRT)
*  MRICT Or Best supportive care
* Abdsono Pl6 .
*  Panendoscopy ; Induction C/T x
negative ~

e Dental consult | —> g 2~4 cycles No adverse factors RT

HPV . T3‘4a, \l/
* test
SR Ol
= e Surgery for primary Risk factors® CCRT® or RT
* 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< 5Smm ;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

Follow up
+
*Maintenance

treatment
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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 Is’lrliﬁzry:and Heck - 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® | g PR | UEe

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
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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¢
FEBE —> T1-2)Nl B Induction C/T
; (single node<3 Surgery or
) H1story, PE cm) followed by RT or Residual tumor Non-surgical treatment
*  Fiberoptic systemic therapy /RT (C/T /RT /CCRTC) or
exam Best supportive care
* Biops K Definitive RT
PSy :
T1-2.N1 No risk factors
* CXR ’ N vl Follow up
(single node>3 . : o residual tumor
e MRUCT Pl6 —| Surgery:Resection of
cm,or 2 or more i +
*  Abd sono positive J Prmay =
ipsilateral nodes 1 inqi ; .
e Panendoscopy ipsilateral or bilateral . i CCRT¢or RT or
<6cm) ) Risk factors .
*  Dental consult : Re-resection BN
e HPV testing > I;‘i“‘c’;l;r;f/ Tx (for T1-2,NO-Isingle 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 | cyeles 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
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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

cxam RT(C/T / Targeted therapy) —>
. i ECOG 0-1

Biopsy T4b any N
* CXR Tnduct 0 " Recurrent
e  MRICT 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 /%3 BC ff
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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
IvVC Any T Any N M1
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
T Surgery: No Risl? factors Follow up
«  History, PE Tumor excision Partial No Residual tumor
*  Fiberoptic exam laryngopharyngectomy
«  Biopsy (open or endoscope) One Minor® Risk Adjuvant RT
e CXR + ipsilateral or selective (=60 Gy)
e  MRI/CT E?lrly cancer bilateral neck dissection
* Abdsono with normal atrisk n & One Major® Risk
*  Panendoscopy —> 1aryngea1 hemithyroidectomy, Or Adjuvant CCRT ¢
*  Dental consult function and pretracheal and Two Minor ¢ Risk
e«  HPV testing TINO or ipsilateral paratracheal
BV selected T2NO lvmph node dissection
e  PET-CT No residual disease 5 Follow up
*  Whole body bone ..
Definitive RT |
scan
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/E@ BC B
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Work-up Clinical Staging Primary Clinical/Pathologi Adjuvant Treatment
Treatment ¢ Findings
AN
TERE No residual
*  History, PE tumor Refuse or Salvage C/T or CCRT¢
*  Fiberoptic | CCRT® 7T Inoperable ~
—>
exam .
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 5l R
e Dental consult T4a, any N residual Salvage
. HPV testing ' tumor surgerv
. " Induction suooest
HEEEM T C/Tfx PR use No adverse N Adjuvant RT | 5
Surgery b >60G
 PET-CT fact (=60 Gy) Follow u
Whole bod ) 2~4cycles or best B oo P
d ole boay support or
L - b Adjuvant
bone scan <RP care Other risk factors —> C é RT O *
% +
a :PET/Whole body bone scan/ thyroid function /Bronchoscopy/speech and swallowing -
evaluation /Nutritional evaluations /HPV/Eg BC fT/Audiogram/Chest CT(with or l;artlal or total No Adverse iAdjuvant RT Maintena
aryngopharyngectomy + Fact (=60 Gy) _—> nce
without contrast) as advanced status ipsilateral or bilateral > actors =
b ECS i ) selective neck dissection at treatment
: Or positive margins . . . .
risk (cNO), 'Comprehenswe 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 (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 pretrtachlelal la?d ip;i]ate(:lral One Majorb Risk .
*Oral UFUR g?sr:ejico I::a ymph node Or Ad]uvatdlt
Two Minor¢Risk CCRT
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Work-up Clinical Staging Primary Treatment Clinical/Pathologic Findings Adjuvant Treatment
7SN Clinical trials
« History, PE
*  Fiberoptic Systemtreatment+concurrent Follow up
cxam ECOG 0-1 RT(C/T / Targeted therapy) —>
* Biopsy T4b any N )
+ CXR Recurrent
MRUCT Induction chemotherapy
. or
followed by CCRT g : :
+ Abd sono d Resflll)?}nrieegz( giltiease Persistent
+ Panendoscopy ECOG 2 RT =+ concurrent system controlled: Neck disease
+ Dental consult treatment dissection
+ HPV testing
HERE T ECOG 3 Best supportive care Or N 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 dl, 8
Cisplatin 50 mg/m2 iv dil
5-FU 400 mg/m2/d civi dl
5-FU 1200 mg/m2/d 46-48 hrs

Q2w x 3 cycles

Clinical Guideline 2026 version 20.0

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/m?2 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 lof a21-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

34
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Concurrent chemoradiation

Cisplatin

Cisplatin 30-35 mg/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.

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 2w

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/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.
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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.

TS-1

TS-1 80mg/m?2 po lyear

7 days/week 4 wks on/2wk off or 2wks/1wk 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 v 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 d1
5-FU 400 mg/m2/d civi dl
5-FU 1200 mg/m2/d civi dl
Leucovorin 200 mg/m?2 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 lhour

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/m2 d8
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

Clinical Guideline 2026 version 20.0

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 iv 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.
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Radiotherapy

Adjuvant CCRT or RT Definitive CCRT or RT
Radiotherapy : RT=60GY to tumor bed Radiotherapy : RT=70GY to GTV
Favor of IMRT Technique.
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Follow-up Program
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Dental/ENT Panendoscopy
OPD ) CXR CBC/BCS | Abd sono MRI/CT | Bone Scan | T4, TSH PET
consultation
Pre- Tx PS PS P RS RS P © © ©
Post- Tx
IM A A
% 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 © © ©

IR A

© # 5= Optional
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