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1. #[Clinical staging ] T1- T2, N1, MO or Global Changes
T3,NO, MO 3R & 24 & = TO(EBV+)- o s e e g :
T2 N1. MO or T3 NB K;O , fé,i(CCRT) 1. 2§ =+ o dnmit . Proton therapy may be considered
2. ,% mg,; N i:-%—[C’IiniE:aI T3-4 N1-3. MO when photon-based therapy causes compromise of
orény T,N2-3MO] = #.CCRT etz 4% % » | Standard radiation dosing to tumor or postoperative
jécategory 34 < ¥ category 2B » fe i3 | volumes
ol 2. 34ris 7o & Image-guided (US or CT) needle bi f
[ sk 7.0 7iHriz ez ilmage—guided (US or CT) needle biopsy o
i' ;{§'¢’f'%}‘;£i%ﬁé&tﬂ ?(17_&’{ " 7,[3‘% cystic neck nodes #i+cr For unresectable or metastatic
- recurrent e persisten 'f.?‘},se Wi disease where there is a plan for systemic therapy, a
distant metastases;s 4 2= 3% A NGS : . . .
) ASESTR ¥ core biopsy would allow for ancillary immune-genomic
genomic profiling test]
5. MLECOG PS 3 e 4 iis i 37 e COLHIE:

Single-agent systemic therapy

3.0ral UFUR(2#BID or 1#TID)¥ i% & B~iXiv-formed 5-FUz
R E

4.Nutrition support/& g+t % g% ig ¥ % (NG, PEG)
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#-[Clinical staging ] T1- T2, N1, MO or
T3,NO, MO =13k 4 3 & = TO(EBV+)-
T2, N1, MO or T3,NO, MO » #CCRT
7o R 3R & #- [Clinical T3-4,N1-3,M0
or any T,N2-3MO0] ¥ # CCRT 7 45 & &
J€ category 3# = ¥ category 2B > i 7
EENe

AR E R PER D 6-7ik 2 5 7-8i%
frecurrentz" persistent disease with
distant metastases: 1= 3% #taNGS
genomic profiling

M1 ECOG PS 3 & A i i8 7 4
Single-agent systemic therapy

NASO-B

. 4% ~ g2 2 @ EH T RGN R - S WA B
Cisplatin/gemcité&ine + PD-1 inhibitor (eg,
pembrolizumab or nivolumab) =i F#




Nasopharyngeal cancer
Clinical staging AJCC 8th

Nasopharyngeal cancer TNM staging AJCC UICC 8th edition

primaw tumor (T} rognostic stage groups
fhen T is... And N is... And M is... Then the stage group is...
T category T criteria Tis NO Mo 0
. Tl NO MO 1
T Primary tumor cannot be assessed - " o H
TO No tumor identified, but EBV-positive cervical node(s) involvement T2 NO Mo b
) T2 N1 MO i
Tis Tumor in situ 1,70 N2 O .
T1 Tumeor confined to nasopharynx, or extension to oropharynx and/or nasal cavity without i N2 Mo m
parapharyngeal involvement ” no Mo m
T3 N1 MO 1
T2 Tumor with extension to parapharyngeal space, and/or adjacent soft tissue involvement (medial T3 N2 Mo m
pterygoid, lateral pterygoid, prevertebreal muscles) T4 NO Mo VA
. . . . . T4 N1 MO VA
T3 Tumor with infiltration of bony structures at skull base, cervical vertebra, pterygoid structures, m 2 o e
and/or paranasal sinuses anyT e o e
T4 Tumeor with intracranial extension, involvement of cranial nerves, hypopharynx, orbit, parotid Any T Any N M1 VB
gland, and/or extensive soft tissue infiltration beyond the lateral surface of the lateral pterygoid tumor, node, metastasis; AJCC: American Joint Committee on Cancer; UICC: Union for International Cancer Control; EBV: Epstein-
virus.
muscle

"with permission of the American College of Surgeons, Chicago, Tllinois. The original source for this information is the AJCC Cancer
ing Manual, Eighth Edition (2017) published by Springer International Publishing. Corrected at 4th printing, 2018.

Regional lymph nodes (N)

N category N criteria
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Unilateral metastasis in cervical lymph node(s) and/or unilateral or bilateral metastasis in

retropharyngeal lymph node(s), & cm or smaller in greatest dimension, above the caudal border of
cricoid cartilage

N2 Bilateral metastasis in cervical lymph node(s), 6 cm or smaller in greatest dimension, above the
caudal border of cricoid cartilage

N3 Unilateral or bilateral metastasis in cervical lymph node(s), larger than 6 cm in greatest dimension,
and/or extension below the caudal border of cricoid cartilage

Distant metastasis (M)

M category M criteria
MO No distant metastasis
M1 Distant metastasis
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WORK-UP

* History & PE & NP scopy

* NP biopsy + Neck FNA

* Image

- MRI* or CT* of H&N or PET/CT

- Chest X-ray * (if PET/CT not done )
- Bone scan * (if PET/CT not done)
- Abd. Sono *

- T PET scan + Chest CT

« EBV status: viral load, £ EB-EA/NA,
t+ EB-VCA IgG/IgA

* Dental evaluation

- Panorex = teeth extraction

» Hearing evaluation

- PTA, tympanogram

» Multidisciplinary consultation

(X Fertility/reproductive, smoking
cessation, ophthalmologic,

nutrition,speech, swallowng and
endocrine evaluation if indicated)

« Screening for HBV/HCV
(* BARIZ AR < E 2R E)

STAGING &
TREATMENT

e [cT1,NO,MO]
. Page 2

« [cT2,NO,MO]
&+ . Page 2

* [cTO(EBV+)-2, N1, MO
or cT3, NO, MO]
&F 7, Page 3

*[T3, N1, MO or T4, NO-1,

MO, Any T, N2-3, MO]
&t Page 4

[M1]
152 Page 5

FOLLOW-UP

« [Post-Tx within 6 months]

—->Post-Tx baseline MRI and/or CT,
EBV viral load,

—>Every 2-3 months: PE, NP
scopyt Neck Sono

* [0.5-3 years]

—~>Every 3-4 months: PE, NP
scopy+/- EBV viral load,

—>Every 1 yr: £ EB-EA/NA * EB-
VCA IgG/IgA, MRI and/or CT, CxR,

WBBS & Abd. Sono as indicated,
+TSH, free T4*

[ 3-5 years] = Every 4-6 months:
PE, NP scopy

* [ 5 years later]

- Every 6-12 months: PE, NP
scopy

(*if RT, 6-12 months)

(AM cortisol, GH, free T4,
prolactin, IGF-2, LH, FSH, ACTH,

TSH, testosterone levels if RT to
the skull base)
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Clinical T1,NO,MO

Primary treatment

Definitive RT to nasopharynx

Follow-up

and elective RT to neck

Clinical T2,NO,MO

Primary treatment

Definitive RT £ concurrent
systemic therapy if high-risk Follow-up
features @

@Bulky tumor volume, high serum EBV DNA copy number
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Clinical TO(EBV+)-2, N1,
MO or T3, NO, MO

Primary treatment Response and salvage treatment
+ - - - %1_3 - j )
EiCETrigkl?ed;[ctrlgSn@or adjuvant CT=13if Complete clinical Follow-up
J N response
5 H¥T1cycle H B2 CCRT g/ N iy 2weeks » 7 &CCRT only
Residual disease Surgery if
~1 or clinically operable* #

suspicious residue

Adjuvant CT
513

@Bulky tumor volume, high serum EBV DNA copy number
#Salvage neck dissection is indicated if residual neck disease.
*Salvage nasopharyngectomy is indicated for operable residual primary tumor
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Clinical T3, N1, MO or T4, NO-1,
MO, Any T, N2-3, MO

Primary treatment Response and salvage treatment
Clinical trials Complete clinical 5| Follow-up
response

Induction CT+CCRT &1-3

# H¥T1cycle H Bz CCRTFR/ N 2weeks » 17 B CCRT only

>l Residual disease

CCRT * Adjuvant CT #1-3 or clinically = .
High risk for distant failure (ex. cT4 or cN3 or #fEEs%) [| | SUSPICIOUS residue urgery I* .
##E1#T 2-3 cycles of adjuvant CT o operable

st _
RT = — Adjuvant CT
Poor medical condition or patient’s preference - 213

#Salvage neck dissection is indicated if residual neck disease.
*Salvage nasopharyngectomy is indicated for operable residual primary tumor
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M1 Primary treatment Adjuvant treatment
o~ : .| Induction chemotherapy Complete — | Follow-up
: |g0metastat|c (PS 0_1) + CCRT/RTéjzl-B clinical
disease ) | - response Palliative CT &3
T treatment to OllgometaStaUC sites
| Palliati 1
| CCRT (PS 0-1)i#12 Residual | [ 7 Paliative RT
disease [ Best supportive care
"| Systemic therapy .| Observation
(PS 0-2)3#3
: : CR or - -
Widely metastatic | PR *| RT o primary. egional
. noaesx o Igometastatlc
and Good PS (0-2) Systemic therapy sites or systemic tx
(PS 0-2) » SD or
PD —> Systemic
therapy

Widely metastatic

and Poor PS (3-4) Best supportive

A 4

care

@ fErecurrent or persistent disease with distant metastasesypi A iEZ#HINGS genomic profiling
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Principles of Radiotherapy

Definitive Radiotherapy
*Primary and gross adenopathy : 66 - 74 Gy (2.0-2.2 Gyl/fraction)(in 7-8 weeks)
*Neck uninvolved nodal stations :

-Low risk-44-54 Gy (2 Gyl/fraction)

-Intermediate risk: 54-63 Gy (1.6-2.0 Gy/fraction)
*Suspicious Neck lymph nodes : 58.8-63.8Gy (2.2 Gyl/fractions) (optional)
«Adaptive radiotherapy : direct CCRT, BW change more than 3-5 kg, high initial
stage etc.(optional)

CCRT or RT
*RT alone if : Old age, Impaired renal function, Poor condition

Palliative RT
Indicated in : Relieve local symptoms, Prevent debilitation such as spinal cord
compression and pathological fracture, Achieve durable loco-regional control.
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Principles of Chemotherapy Concurrent with RT

Regimen 1: g3w CDDP t Cetuximab + RT &5

*Cisplatin (80-100mg/ m?) q3w during R/T

«Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?)
maintain dose D1 + Cisplatin (80-100mg/ m?) g3w D2 during R/T

Regimen 2: Weekly CDDP * Cetuximab + RT #5

*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 £ Cetuximab + RT #5

«Carboplatin (AUC x 5mg) g3w 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 + RT #5
*Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?)
maintain dose during RT

11
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Regimens of Chemotherapy Induction or adjuvant, #3#2-3cycles

Regimen 1: gq3w G P
*Gemcitabine (1000mg/ m?) D1, 8
+Cisplatin (80mg/ m?) D1

Regimen 2 : g3w G5 Carboplatin
*Gemcitabine (1000mg/ m?) D1, 8
«Carboplatin (AUC x 5mg) D1

Regimen 3: g3-4 weeks T + P £ F (5-FU or UFUR) * weekly Cetuximab>

*Taxotere(60 mg/ m?2) D1 &5

+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 4 : q3-4 weeks T + Carboplatin = F (5-FU or UFUR) + weekly Cetuximab#t5
*Taxotere(60 mg/ m?2) D1 5

«Carboplatin (AUC x 5mg) D1

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

«Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?) maintain dose
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Regimens of Chemotherapy Induction or adjuvant, #3#2-3cycles

Regimen 5: q3-4 weeks CDDP * F (5-FU or UFUR) * weekly Cetuximab #5
*Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5

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

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

Regimen 6: g3-4 weeks Carboplatin = F (5-FU or UFUR) + weekly Cetuximab 5
«Carboplatin (AUC x 5mg) D1

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

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

Regimen 7: oral Fluorouracil
*Ufur cap (tegafur 100mg+uracil 224mg) 2# BID-TID
(TE R EUAC IV form 5-FUZ (T EEY))

13
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Regimens of Chemotherapy

Recurrent or metastatic disease

Regimen 1 (First line): g3w G5+ P
*Gemcitabine (1000mg/ m?) D1, 8
«Cisplatin (80mg/ m?) D1

Regimen 2: q3w Gt P + Pembrolizumab / Nivolumab(g2w) 3132 &5
*Gemcitabine (1000mg/ m?) D1, 8

«Cisplatin (80mg/ m?) D1

*Pembrolizumab(200mg) D1/ Nivolumab(3mg/kg) D1

Regimen 3: g4w GGG 1P
*Gemcitabine (1000mg/ m?) D1, 8, 15
«Cisplatin (560-60mg/ m?) D22

Regimen 4: g3w G5t Carboplatin
*Gemcitabine (1000mg/ m?) D1, 8
«Carboplatin (AUC x 5mg) D1

14
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Regimens of Chemotherapy | Recurrent or metastatic disease

Regimen 5: g3-4 weeks Pt F
Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5
*Fluorouracil (5-FU) (600-1000 mg/m2) D2-D5

Regimen 6: g3-4 weeks Carboplatin £ F
«Carboplatin (AUC x 5mg) D1
*Fluorouracil (5-FU) (1000mg/ m?) D2-D5

Regimen 7: q3-4 weeks Tt P
*Taxotere(60 mg/ m2) D1 #5
«Cisplatin(60-75 mg/ m?) D1

Regimen 8: g3-4 weeks T + Carboplatin
*Taxotere(60 mg/ m2) D1 #5
«Carboplatin (AUC x 5mg) D1

15
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Regimens of Chemotherapy | Recurrent or metastatic disease

Regimen 9: g3-4 weeks Carboplatin = weekly Cetuximab #5
«Carboplatin (AUC x 5mg) D1

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

Regimen 10: weekly Methotrexate
*Methotrexate (40-60mg/ m?)

Regimen 11: g3 weeks Pembrolizumab
*Pembrolizumab(200mg) D1

Regimen 12: g2 weeks Nivolumab
*Nivolumab(3mg/kg) D1

Regimen 13: weekly Cetuximab 5
Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/
m?) maintain dose

16
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Regimens of Chemotherapy | Recurrent or metastatic disease

Regimen 14: oral Fluorouracil
*Ufur cap (tegafur 100mg+uracil 224mgq) 2# BID-TID

(TE B HU IV form 5-FU 2 X 2E47))

Regimen 15: FL
*Leucovorin (250 mg/ m2) D1
*Fluorouracil (5-FU) (2500 mg/ m?) D1

Regimen 16: P-FL

Cisplatin (60mg/ m?) week 1, 3,5, 7

* Fluorouracil (5-FU)(2500mg/ m?) + Leucovorin (250mg/ m?) mixed
week 2, 4, 6, 8

17
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~ Taxotere
« JHSEENE o BB e St H B Mt st > DESAE Sk R al pe B A T ila ke -
- HiCisplatin (5-FU §fH » {E &R RIS [E 65 » FR{EH VIERFE -

Cetuximab

o PRELFFBUR SRR A S O I R Bl 2 IR ~ MRS Sl B (S HARRAE DL
P78 KT Ry EIR - TR FERIEEXAERMEH -

e MEREZ— -

15285 = 70 5%

2.Ccr <50ml/min

3.HE et (FE /IRt E ¥ /5500Hz ~ 1000Hz ~ 2000Hz LS55 K125 77 H)
4 4541z platinum-based {BE2)65 -

o (R A7 [ E0 G 2 1858 R/ BHERS M UESH SN SRR ARt > H R 2 R ¥R cetuximab
CIRE o BEENEERE R YRS BIE - FOEHRE— X
TR E LB TS EM H - (106/4/1)

Carboplatin
* [REZEEAE (CCr < 60) B¢ ERE ML LB VIR Z e iEE B A -

18
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BE HRSS FAR

Pembrolizumab ~ Nivolumab

— R SEHIR Y B 2 B AR H A TFilr VIR 2 18 38 MR M (55 = HA S EE VU HA) SRS AR 66K
e RN B ) (2 S (CPS=20)

s 4RI platinum ERE SRR IR - XOH R S LRI 38 BeEA 14 (55 — I I
HA)SHSHE SN AR e i N B (R =2 2R E) -

< ARHEE LB cetuximab fEREFE (R - HIGR AR MR~ u] A -

- frE NAIRAE

198 N B #GIR R 4F(ECOG =1)

2.NYHA (the New York Heart Association) Functional Class | 2, I
3.GOT<60U/L fzGPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL >
H eGFR>60mL/min/1.73m2

4.PD-L1 £ E—47:CPS=20; —4%:TPS=50%, TC=10%

* PR AL FHIR - R LU NER | mlsdieea s - YO (PD-LL)RIER
A~ H A S RHIR B4F(ECOG = 1) fuDATEATE DiRE Z 5L &R ~ 7715 I-RECIST E&R Z s/ 8 & Sl
(L Gied 2 ST HEA BFEPET) ~ SeRICR2 B 2 e RBIse B S8 E0k]  ( F S et R
e E1EE (treatment protocol) ©

‘FHEER S 12 HFFE—2K > DLI-RECIST ¢ mRECIST #EAERTE K HE » (R NAIFRIGER

| AR EE (PR f CR{GHEEH

. BRI A L(PD) S R  ~ B EfE R A i B2 RS MERT - FE(S IE(ERT S

1. i 2R EIRREE (SD) » RIRFEF EE 4 H » W 4 B EIGEHE - EHEIGEHEE R PR CR % - 19/
B4ETH 12 8 - =155 SD 5. PD & - JE{ZILEH -
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FELE T VTR S

|

Gemcitabine

FRARS

1. HA e A A R 2 FE/ N R R S B i s 12

2 WRHARS R RS AR -

3.Gemcitabine&ipaclitaxelfffFH » TI{ A & &K (5 F ianthracycline ” [ {8 28 H 5 F o Uk
SRS M A SR R o

4@@% L A & $aHEEY) (platinum-based) J& %182 H MR E/D6(E H Z ONEE » fERFE
aRIETE o

5.4 A TV FREce HAEE 28 2~ i iEym (S T AIEE )k & -

et - HSHE LSRR B g Orsa T
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