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1. EImESMUAERhlkioligometastatic
disease ~ widely metastasis with good
PS(0-2) ~ widely metastasis with poor

PS(3 4) Eﬁnj‘nﬁﬂ °

3. Recurrent, Unresectable, Metastatic
Disease ij][[;‘éﬂ? Cisplatin/Gemcitabine
+ PD-1 inhibitor (eg, Pembrolizumab or
Nivolumab)

1. % [Clinical staging ] T1- T2, N1, M0 or T3,NO, M0 FY& 47 3%
5 TO(EBV+)- T2, N1, MO or T3,NO, M0 » {CCRT
JEEINEL 537 [Clinical T3-4,N1-3,MO0 or any T,N2-3MO0] = fi
CCRTHYJEE V‘i‘)@ titcategory 3FEFE] category 2B » {H{/5HE
TEfi 1%

3. G R R i R 6- 7 E R 7-8 78

4. fFrecurrentZpersistent disease with distant metastasesiig A\ iEiE
fINGS genomic profiling

5. M1 ECOG PS 3 {J5 \JGHREEIH - Single-agent systemic
therapy




National . . .
Con'qp,ehenswe NCCN Guidelines Version 1.2022
h(eleivl Cancer

NCCN Guidelines Index
Table of Contents

Notwork® Cancer of the Nasopharynx Discussion
CLINICAL TREATMENT OF PRIMARY AND NECK! FOLLOW-UP
STAGING
Definitive RT to Ses Post
T1,NO,MO —— |nasopharynx and ]
elective RT) to neck Systemic
_, |Therapy/RT
or RT Neck
) Evaluation
T2NOMO ——» Definitive RTI * concurrent systemic therapy if high-risk features! ——» (FOLL-A, 2 0f2)

Recurrent or
persistent

T1-2,N1,M0 Concurrent systemic therapy/RTH disease
or = |+ Consider induction or adjuvant chemotherapy¥ | —— & (See ADV-3)
T3,NO,MO if high-risk features!
See Post
Clinical trials (preferred) Systemic
inical trials (preferre

o i . — e
T3-4.N1-3.M0 Induction t:hem{:therapy"'m followed by systemic therapyrRTJ"‘ Evaluation
or ' ! Lprreferred] (category 1) . [FoiLL-A 2 of 2
Any T,N2-3,M0 Concurrent systemic therapy/RTK followed by adjuvant chemotherapyk

or 7

Concurrent systemic therapy/RT/¥ (category 3)

National

i The recommendations are based on clinical trial data for those with EBV-associated nasopharynx cancer.
i See Principles of Radiation Therapy (NASO-A).

¥ See Systemic Therapy for Nasopharyngeal Cancers (NASO-B).

'High risk features include bulky tumer volume, high serum EBY DNA copy number.

m See Discussion on induction chemotherapy.

Comprehensive NCCN Guidelines Version 1.2023

I'(o{®vll Cancer
Network®

Cancer of the Nasopharynx

NCCN Guidelines Index

Table of Contents
Discussion

TREATMENT OF PRIMARY AND NECK!

Definitive RT to

FOLLOW-UP

——+ |nasopharynx and -
elective RT! to neck

—— Definitive RTJ = concurrent systemic therapy® if high-risk features! ——»

"Olglﬂll recommendallons are category 2A unless otherwise InﬂiG?IEd. ) } o } o . ) g]I:IAr:;!FNAé—
Compared 2023 to 2022 T
I TI-T2, NI, MO or TANOMO HUifsysl
#hV TOEBV+)- T2, N1, MO or T3,N0,
MOf#CCRT > high riskJIf#ICEadjuvant [+

CT ;E.NLMU

Concurrent systemic therapy/RTH

T ™ |* Consider induction Ic»r adjuvant chemotherapyk
T3,NO,MO if high-risk features
VAN =iy > y >
2 G G R ] FH6- TR LU Ry 7-87E
Clinical trials (preferred)
or -
T3-4,N1-3,M0 Induction chemotherapy®™ followed by systemic therapy/RTH¥

or
Any T,N2-3,M0

(preferred) (category 1)

or _

Concurrent systemic therapy/RTH followed by adjuvant chemotherapy®
or

Concurrent systemic therapy/RT/¥ (category 2B)

—_— —

See Post

Systemic
Therapy/RT
or RT Neck

Evaluation

See Post
Systemic

Therapy/RT
™™ |orRT Neck

Evaluation

(FOLL-A.2 0of2)

Recurrent or
persistent
disease

(See ADV-3)




Nasopharyngeal cancer
Clinical staging AJCC 8th

Nasopharyngeal cancer TNM staging AJCC UICC 8th edition

Primary tumor (T} rognostic stage groups
'hen T is... And N is... And Mis... Then the stage group is...
T category T criteria Tis NO Mo 0
. T1 NO Mo 1
TX Primary tumor cannot be assessed
T1,T0 N1 MO 1I
TO No tumaor identified, but EBV-positive cervical node(s) invalvement T2 NO Mo I
) T2 N1 Mo 1I
Tis Tumor i situ 1,70 Nz o o
T1 Tumor confined to nasopharynx, or extension to oropharynx and/or nasal cavity without 2 Nz Mo u
parapharyngeal involvement = o Mo m
T3 N1 MO jisg
T2 Tumor with extension to parapharyngeal space, and/or adjacent soft tissue involvement (meadial RE] N2 MO I
pterygoid, lateral pterygoid, prevertebreal muscles) T4 NO Mo VA
. . . . . T4 N1 Mo A
T3 Tumor with infiltration of bony structures at skull base, cervical vertebra, pterygoid structures, T 2 o a
and/or paranasal sinuses
Any T N3 MO VA
T4 Tumor with intracranial extension, involvement of cranial nerves, hypopharynx, orbit, parotid Any T Any N M1 V8
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, Tlinois. The original source for this information is the AJCC Cancer
R . I I h d (N } ng Manual, Eighth Edition (2017) published by Springer International Publishing. Corrected at 4th printing, 2018.
egional lymph nodes
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), & 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




Carcinoma of Nasopharynx

SR AR B BEPRE2fE5 | Ver. 1 {25T1)02023.03.02  Page 1 (Ref. 1-2)

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 *

- = PET scan £ ChestCT

« EBV status: viral load, £+ EB-EA/NA,
+ 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)

(* BRI Z AHEE < 2R )

STAGING &
TREATMENT

FOLLOW-UP

* [cT1,N0O,MO]
s, Page 2

- [cT2,NO.MO]
= . Page 2

* [cTO(EBV+)-2, N1, MO or
cT3, N0, MO]

w1t Page 3

« [T3, N1, MO or T4, N0O-1,
MO, Any T, N2-3,_ MO]

= 54, Page 4

*[M1]
FFH Page 5

* [Post-Tx within 6 months]

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

—~>Every 2-3 months: PE, NP
scopy* 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)
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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
features @

Follow-up

@Bulky tumor volume, high serum EBV DNA copy number



Carcinoma of Nasopharynx
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Clinical TO(EBV+)-2, N1,
MO or T3, NO, MO

Primary treatment Response and salvage treatment
+ i . . r13 —
ﬁicﬁ-l;i;kl?eda:c:;osn@ or adjuvant CT=13f | Complete clinical | Follow-up
9 u response
= H ¥ 1cycle H E1£ 4 CCRTHE &/ Ny 2weeks » 17 &CCRT only
R Residual disease S Surgery if
or clinically operable* #
suspicious residue
>|Adjuvant CT
53

@Bulky tumor volume, high serum EBV DNA copy number
#Salvage neck dissection is indicated if residual neck disease. 7
*Salvage nasopharyngectomy is indicated for operable residual primary tumor



Carcinoma of Nasopharynx

SR AR b BEPREZ2 a5 ] Ver 1 (25T122022.03.02 Page 4 (Ref. 1-2)

Clinical T3, N1, MO or T4, NO-1,

MO0, Any T, N2-3, MO

Primary treatment

Response and salvage treatment

Clinical trials

Induction CT+CCRT #1-3

= H¥ T 1cycle B Bl @ CCRTEIFE/ N 2weeks » 71 CCRT only

CCRT % Adjuvant CT '3

High risk for distant failure (ex. cT4 or cN3 or #JFE{EER)
#ENFT 2-3 cycles of adjuvant CT -

RT =1

Poor medical condition or patient’s preference -

#Salvage neck dissection is indicated if residual neck disease.

*Salvage nasopharyngectomy is indicated for operable residual primary tumor

s Complete clinical | Follow-up
response
°|Residual disease
or clinically _
suspicious residue | Surgery if
operable* #
>|Adjuvant CT
53
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SR AR RS B BEPRE2 a5 ] Ver. 1 {25T102023.03.02 Page 5 (Ref. 1-2)

M1 Primary treatment Adjuvant treatment
Oli . »| Induction chemotherapy Complete — |Follow-up
: igometastatic (PS 0-1) + CCRT/RTi1- clinical
disease response Palliative CT 3
* treatment to oligometastatic sites
- igti ==
> CCRT (PS 0-1)#1 Residual | [ |~aliative RT
disease " Best supportive care
Systemic therapy _,|Observation
(PS 0-2)3
CRorPR|
Wldely metastatic T ”| RT to primary, regional
Lo :
and Good PS (0_2) Systemic therapy Q?tc;zs_ oligometastatic
(PS 0-2)% »SDorPDL_,
Systemic
therapy
Widely metastatic ABest subportive
and Poor PS (3-4) [[7] -~ PP

@ fErecurrent or persistent disease with distant metastasesji A 2= HINGS genomic profiling
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Principles of Radiotherapy

Definitive Radiotherapy

*Primary and gross adenopathy : 66 - 74 Gy (2.0-2.2 Gy/fraction)(in 7-8 weeks)
*Neck uninvolved nodal stations : 44 - 58 Gy (1.6-2.0 Gy/fractions)

*Suspicious Neck lymph nodes : 59.4 Gy (2.2 Gy/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: q3w CDDP * 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: q3w Carboplatin £ Cetuximab + 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 + RT #°
*Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) 14
maintain dose during RT
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Regimens of Chemotherapy |induction or adjuvant, #:2-3cycles

Regimen 1 : q3w G#5P
*Gemcitabine (1000mg/ m?) D1, 8
Cisplatin (80mg/ m?) D1

Regimen 2 : q3w G=5 Carboplatin
*Gemcitabine (1000mg/ m?) D1, 8
«Carboplatin (AUC x 5mg) D1

Regimen 3 : q3-4 weeks T + P + F + weekly Cetuximab>

*Taxotere(60 mg/ m?) D1 #5

Cisplatin(60-75 mg/ m?) D1

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

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

Regimen 4 : q3-4 weeks T + Carboplatin + F + weekly Cetuximab>

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

«Carboplatin (AUC x 5mg) D1

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

*Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?) maintain dose
12
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Regimens of Chemotherapy |induction or adjuvant, #:2-3cycles

Regimen 5: q3-4 weeks CDDP + F * weekly Cetuximab 5

Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5

*Fluorouracil (5-FU) (1000mg/ m?) D1-D5

*Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)
Regimen 6: q3-4 weeks Carboplatin + F * weekly Cetuximab 5

«Carboplatin (AUC x 5mg) D1

*Fluorouracil (5-FU) (1000mg/ m?) D2-D5
*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 BB IV form 5-FU 2 5 LEE1))

13
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Regimens of Chemotherapy Recurrent or metastatic disease

Regimen 1 (First line): q3w G+ P
*Gemcitabine (1000mg/ m?) D1, 8
Cisplatin (80mg/ m?) D1

Regimen 2: q4w GGG*°+P
*Gemcitabine (1000mg/ m?) D1, 8, 15
Cisplatin (50-60mg/ m?) D22

Regimen 3: q3w G*°* Carboplatin
*Gemcitabine (1000mg/ m?) D1, 8
«Carboplatin (AUC x 5mg) D1

Regimen 4: q3-4 weeks P = F
Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5
*Fluorouracil (5-FU) (600-1000 mg/m2) D2-D5

14
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Regimens of Chemotherapy Recurrent or metastatic disease

Regimen 5: q3-4 weeks Carboplatin + F
«Carboplatin (AUC x 5mg) D1
*Fluorouracil (5-FU) (1000mg/ m?) D2-D5

Regimen 6: q3-4 weeks T * P
*Taxotere(60 mg/ m?) D1 =5
*Cisplatin(60-75 mg/ m?) D1

Regimen 7: q3-4 weeks T * Carboplatin
*Taxotere(60 mg/ m?) D1 &5
«Carboplatin (AUC x 5mg) D1

Regimen 8: q3-4 weeks Carboplatin * weekly Cetuximab =°
«Carboplatin (AUC x 5mg) D1
*Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)

15
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Regimens of Chemotherapy Recurrent or metastatic disease

Regimen 9: q3w G P + Pembrolizumab / Nivolumab(g2w) 31, 32 &5
*Gemcitabine (1000mg/ m?) D1, 8

Cisplatin (80mg/ m?) D1

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

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

Regimen 11: q3 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 224mg) 2# BID-TID

((EBEE IV form 5-FU7 &5t g&py))

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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TR HZE (R RGG (I AR E

Taxotere
- DRSHENEE > PR/ EMRIA B Ay s 2 VSRRl e R B A FirtIbRg -
- HACisplatin ;25-FU §fH - {E R G RTHYS B e - PR FHVO{EEE -

Cetuximab
o [REL S AR A S O RIS S 2 CI0RE ~ TR K iede B o (HRI4REIE DL
P28 KimFE Ry LR - TR EFIEEX AR -
e MlEEs— -
1.8 = 70 3%

2.Ccr <50ml/min

3.HETIIEREE (FE ) [EREE 25 F500Hz ~ 1000Hz ~ 2000Hz ~EH9HE 7455 K225
7 H)

4 41,457 platinum-based [LE) G5 -
» (R4 AFE 2 EEh G 2 18 5% K/ BB M TESHEN SR A RE S - H R & FH#l cetuximab
ZIREEA - TFEEFREEZARMEN - (EHEFELI8HE IR - FOFEHH— X
iR LEE TS EEE FH - (106/4/1)

Carboplatin 18
e [HEXTHEE I/ (CCr < RN =0 //EBE AV N F EXHTIRS —7 T/ B eg 58 2 fth FH o



Carcinoma of Nasopharynx

sx5 | EHEREHEEDE MRS FTES | Ver. 1 (257/22022.03.02 Page 15

RIR FH BB ORES (TR E

Pembrolizumab -~ Nivolumab_
SR A Aplatinum S LEERIH % - R PRI LR S S M R A A
AN B o AEEE T cetuximab fEREIE R - HUAMRAIUS R A ik -

© e NYIRA
LI A S RSIRST B4 (ECOGE1)
2.NYHA (the New York Heart Association) Functional Class | 5l
3.GOT<60U/L 5z GPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL - HeGFR>60mL/min/1.73m2
4.PD-L1 FiH = TPS>50%

« WMIXEEELA12  BIR - FHEEIGFEIRMT DL N &R s E e - AL (PD-L) R B
A ~ WA SRS BAF(ECOGEN ) Fu LA AT B Dhge 2 sHE &R} ~ 71&I-RECIST E R Z 2 Bind Ko & (
itz Gt E 2 SETHIEAAEIEPET) ~ JopiCiziE 2 )G Bl e S S E R - (5 H R E RIS 2 a4
=1= (treatment protocol) °

* FgER 812 S —K > DU-RECIST BimRECIST £EREREE S E » K FFIFEAISE ST
| FRSEE (PR RCRIGES(EA
. IR E(E(PD) i B T ~ EEREEE b Ay 2 BEY) A R IR » JE(E IR(EHA]
. PR EFREARREE(SD) > AIFRFEF FHEE4 #H - W4 B E R - E&FEIGEHEE /PR - CR % > GHE
A2 - 51{3/7%SD EPD & - [EEILEA -
19
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Bk EE (R ARG TR E
Gemcitabine
FRATIS -
1 B HAEE Ao UIER 2 FE/ N R e B R e 95 & o
2 W HAE R 2 -
3.GemcitabineEidpaclitaxel Gt - B {5 A & 4L 5 HiEanthracycline ” f&E) {8 5% H #8A FioU) kx
SR M AT R o
4.?;5@Z‘“@ﬁﬁéﬁﬁ*ﬁﬁé%(platmum based) 5 & %18 5% HiElgZ2/Do(E H Z UN &S - E RS 4

5 ATl DIFR B EE 55 2 IR EFE (BT IR E) i &
fst © BHSERE BLIAAE H mrisfEira (o

20
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