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1. Workup® r'ﬁMuItidiscipIinary 1. 5% > o 139xEBV-associated NPCz3# > #{Clinical
consultation+c + ¢ 38 B TO(EBV+)- T1, N1-3 or T2-4, any N, MO] e33R 4> 33 &L =
Fertility/reproductive, smoking cessation, (1) [Clinical T2,NO,MO0] #Definitive RT +
ophthalmologic and endocrine evaluation concurrent systemic therapy if high risk features
if indicated (2) [Clinical T1-2,N1,MO0 or T3,NO] & concurrent
2. Clinical staging3 +: TO (EBV+) systemic therapy/RT &£ > ",f 2thigh risk features 4 %
3. [Clinical TO(EBV+)- T1, N1-3 or T2-4, J& induction or adjuvant chemotherapy -
any N, MO] 2R & » & o 4 4o % (3) [Clinical T3-4,N1-3,M0 or any T,N2-3M0] i
CR » #*2 adjuvant C/T induction chemotherapy followed by concurrent
4. [Clinical TI'O(EBV+)— T1, N1-3 or T2-4, systemic therapy/RT i =L (category 1) ;

any N, MO] Primary treatment 2% 4 »
#-induction CT + CCRT or RT i 1 g
F # 1 CCRT £ Adjuvant CT z_ # o

concurrent systemic therapy/RT followed by adjuvant
chemotherapy ; *# #CCRT#: & {2 (category 3) -

B8 A ML 5 45 %) #oligometastatic disease ~ widely
metastasis with good PS(0-2) ~ widely metastasis with poor
PS(3-4) A~ BB 2t o

Recurrent, Unresectable, Metastatic Disease 3 4v /5 %
Cisplatin/Gemcitabine + PD-1 inhibitor (eg, Pembrolizumab or
Nivolumab) -




National
Comprehensive
v(eleicfl Cancer

NCCN Guidelines Version 3.2021

NCCN Guidelines Index
Table of Contents

Notwork® Cancer of the Nasopharynx Discussion
CLINICAL TREATMENT OF PRIMARY AND NECK FOLLOW-UP
STAGING
Definitive RT to
T1,NO,M0 ——» [nasopharynx and , See Post Systemic Therapy/RT or
elective RT! to neck RT Neck Evaluation (FOLL-A, 2 of 2)

Clinical trials (preferred)

or

Induction chemotherapy!* followed
by systemic therapy/RT"

or See Post Systemic Therapy/RT or

TO (EBV4)-T1, N1-3; |

. Wol—
T2-T4.NO-3 Concurrent systemic therapy/RT"

RT Neck Evaluation (FOLL-A. 2 0f2)

followed by adjuvant chemotherapy'
or

Concurrent systemic therapy/

RT! not followed by adjuvant
chemotherapy (category 2B)

RT'

or

or Concurrent systemic therapy/
RTH as clinically indicated

Clinical trials (preferred)

T1-4,N0-3,M1 ———»
Platinum-based combination __
chemotherapy'

Locoregional treatment to
cligometastatic sites"!
or

Observation

E See Discussion on induction chemotherapy.
! Can be used for select patients with distant meta
or for patients with symptoms in the primary or a

' See Principles of Radiation Therapy (NASO-A).
i -
(NASO-B).

Note: All recommendations are category 2A unless otherwise indicated.
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Compared 2022 to 2021

1. T2NO *3r#¢ 52 definitive RT
or CCRT

T1-2,N1, M0 or T3, N0, MO
B ¥ CCRT

Advanced stage &3k [C+
CCRT (category 1);

CCRT only (category 3)

2.

and —

Recurrent or
persistent
disease

(See ADV-3

Follow-up

(See FOLL-A
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elective RT! to neck Systemic
Therapy/RT
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Evaluation
T2NOM0O ———» Definitive RT! £ concurrent systemic therapy® if high-risk features! ——» (FOLL-A. 2 0of 2)
Recurrent or
| , |persistent
P ik disease
T1-2,N1,M0 Concurrent systemic therapy/RT"
or —— |* Consider induction or adjuvant chemotherapyk _——» See ADV-3/
T3,NO,MO if high-risk features!
See Post
Systemic
Clinical trials (preferred) Therapy/RT
or " or RT Neck
T3—4.N1—-3 M0 Induction chemotherapy®™ followed by systemic therapy/RTIK Evaluation
or ! - (DPrreferred} (category 1) . (FOLL-A, 2 0f2)
Any T.N2-3,M0 Concurrent systemic therapy/RTK followed by adjuvant chemotherapy®
or i
Concurrent systemic therapyiRTl!k (category 3)
1 The recommendations are based on clinical frial data for those with EBV-associated nasopharynx cancer.
i See Principles of Radiation Therapy (NASO-A).
k See Systemic Therapy for Nasopharyngeal Cancers (NASO-B).
! High risk features include bulky tumor volume, high serum EBY DNA copy number.
m See Discussion on induction chemotherapy.
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged_
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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




Carcinoma of Nasopharynx

= ESR
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 £ Chest CT

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

» Dental evaluation*

- Panorex * teeth extraction

* Hearing evaluation

- PTA, tympanogram

» Multidisciplinary consultation

(£ Fertility/reproductive, smoking

cessation, ophthalmologic and
endocrine evaluation if indicated)

(* BRI 2 AHRE 2 £ i)

STAGING &
TREATMENT

e [cT1,NO,MO]

iF H Page 2

 [cT2,NO,MO]
iE R Page 2

*[cT1-2, N1, MO or cT3,

NO, MO]
= H Page 3

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

MO, Any T, N2-3, MO]
:FH Page 4

[M1]
.52 Page 5

daBshE BEPREZ R eS| Verl {25])22022.03.02 Page 1 (Ref. 1-2)

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 1yr: Z 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 S

(*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 > Follow-up
features @

@Bulky tumor volume, high serum EBV DNA copy number
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Clinical T1-2, N1, MO or

13, NO, MO
Primary treatment Response and salvage treatment
+ | ' ' i —
CCRT % induction or adjuvant CT Complete clinical ———
13 if high risk features @ > P
2-3-eycles—forlocoregionaladvanced-disease- 75 H4T1 cycle HEif%g response
ECCRTHEFR/INY 2 weeks » 17 FCCRT only »
Residual disease
~| or clinically Surgery if
suspicious residue operable* #
Adjuvant CT
513

@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
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MO, Any T, N2-3, MO

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

22022.03.02 Page 4 (Ref. 1-2)

Primary treatment

Response and salvage treatment

Clinical trials

Induction CT + CCRT =13

I I . i T4 N3 or ELpE
: ' 5 H R
cycle E@{QZECCRTFE%WJ\EA 2 Weeks » $1 BCCRT only -

Complete clinical 5| Follow-up

response

| Residual disease

CCRT x Adjuvant CT =13
High risk for distant failure (ex. cT4 or cN3 or #FEEEK)
#FenFT 2-3 cycles of adjuvant CT -

or clinically

suspicious residue

Definitive RT &1

Poor medical condition or patient’s preference -

#Salvage neck dissection is indicated if residual neck disease.

*Salvage nasopharyngectomy is |nd|cated for operable reS|duaI prlmary tumor

Surgery if
operable* #

Adjuvant CT
513
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S 4B

T S—

Primary treatment

Adjuvant treatment

Systemic therapy(PS 0-1)

Oligometastatic
disease

\ 4

+ CCRT/RTL3 £ treatment

to oligometastatic sites

\ 4

Systemic therapy(PS 0-2)
513

Complete
clinical
response

A

- | Follow-up

Widely

\ 4

CCRT (PS 0-1)##1-3

Palliative CT 3

Wldely v >

metastatic and |, | Systemic therapy | N Residual
_2):k3 ;

Good PS (0_2) (PS 0-2)#:3 £ CCRT/RT disease N

metastatic and
Poor PS (3-4)

Palliative RT &1

Best supportive
care

Observation
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Principles of Radiotherapy

Definitive Radiotherapy

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

*Neck uninvolved nodal stations : 44 - 58 Gy (1.6-2.0 Gyl/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.

10
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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?) 11
maintain dose during RT




Carcinoma of Nasopharynx

13 |E R RARERET BRI 5| Ver 1 {£5T)£2022.03.02 Page 8 (Ref. 5-8)

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 + weekly Cetuximab#t>

*Taxotere(60 mg/ m?2) 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 : 93-4 weeks T + Carboplatin + F + weekly Cetuximab>

*Taxotere(60 mg/ m2) 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, #3#2-3cycles

Regimen 5: g3-4 weeks CDDP t 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 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: g4w GGG 1P
«Gemcitabine (1000mg/ m?) D1, 8, 15
Cisplatin (50-60mg/ m?) D22

Regimen 3: g3w G5+ Carboplatin
*Gemcitabine (1000mg/ m?) D1, 8
«Carboplatin (AUC x 5mg) D1

Regimen 4: q3-4 weeks Pt 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: g3-4 weeks Carboplatin £ F
«Carboplatin (AUC x 5mg) D1
Fluorouracil (5-FU) (1000mg/ m?) D2-D5

Regimen 6: g3-4 weeks TP
*Taxotere(60 mg/ m2) D1 5
*Cisplatin(60-75 mg/ m?) D1

Regimen 7: g3-4 weeks T + Carboplatin
*Taxotere(60 mg/ m2) D1 5
«Carboplatin (AUC x 5mg) D1

Regimen 8: q3-4 weeks Carboplatin £ weekly Cetuximab 5

«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) 3132, &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/ m2) loading dose first week, then Cetuximab (250mg/
m2) 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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‘#fﬂi’* FREFEHRT \

Taxotere

* SHEEENE - (RIS H fesmisiis 2 S S R AR H A o UIkR= -
- BiCisplatin 55-FU {it[ - {ERRETER RIS (a8 IREEFVUE R -

Cetuximab

o [REACHT 4R A E OHE AN BRI HA 2 IR ~ MR K B 5 - (8 AR DA
28 Nt Ry LR - B EFIBEEMLAEREN -

& MREZ— -

1.5F85 = 70 5%

2.Ccr <50ml/min

3.0 yfEkEE (FE )& E # f&500Hz ~ 1000Hz - 2000Hz 98£I K225 73 H)
4 4541z platinum-based {BE2)65 -

o [RAEEESBEZ B G 1588 N /BB M UHSH SR BRI 4IRS > H AR HR ¥R cetuximab
ZIREH - R ERIE A AR o (FRHAERELL8HE KR - FOEHEE— XK
LB T EEEE H - (106/4/1)

Carboplatin

* [REFZhAE A (CCr < 60) B F RISl BB UIER 2 SR R (A 18
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Rt B L AR
Pembrolizumab -~ Nivolumab
 SERTTE A platinum B EEBRAIE - OB EHE A LAVE S5 BB RS M4 DR SA 0 S TR A E e
AN o AHHEELEL cetuximab (EFEFE—EH - HIBHAMIF Al 5k -

- frE NAIRAE

1. JWAFEGIRIL E4F(ECOG=1)

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

3. GOT<60U/LzGPT<60U/L - HT-bilirubin<1.5mg/dL ; Creatinine<l.5mg/dL -
H eGFR>60mL/min/1.73m2

4. PD-L1 FEHE TPS=50%

* M)W EHFFLAL2 B RIR - HEER BRI L N &R iR A i - A VREC(PD-LL) R 2%
A ~ WA S IIR BAF(ECOG = 1) Fu Ui EARF B ThRE Z s &R ~ 755 I-RECIST EF Z G0 & f il
2 AR 2 A TR R BHEPET) ~ SoRIT il 2GR ese BBkt [ I S e b s B
CepEETE= (treatment protocol) ©

- FgEt&H 12 #EaFA5—2K > LLI-RECIST B¢ mRECIST #2AERVE SE - (K NFIRAKG R -

| HFEEE (PR & CR)fFAEEEH

Il RGO EL(PD) SR T ~ EEEE K A Z 28V RS ERY - JE(EIEfEA

. 9 2 A8 EIRREE (SD) - AIFFE A FHEE 4 78 > TR 4 BREREHE - EHEREHEE~H PR CR & » 156
s 12 28 - 51{3 /% SD 52 PD 3 > JE(EIE6EMA - 19
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Rt B L AR
Gemcitabine
FEAT
1. B HA B A i VIR 2 FE /NPT e R 8 it e s 28
2 B HARS RS 2R -
3.Gemcitabinefipaclitaxel R - AJ{# F A & &5 A i#anthracycline 7 J& 3 8 £& H 884 Filr Uk
SVHERS M 2 LR R
45@3‘%é@%ﬁﬁ%ﬁﬂéﬁﬁ%@(plaﬂnum-based) ek EZ HERZE/ V6 H Z ONEE > (ERE
gv 51:1‘/\ °
5.4 Ao UIFR B HAEE 28 Z B (S NIEE )R E -
et @ TESHE LSRR H i ORaa T

20



Carcinoma of Nasopharynx

=R ERAE RS e BRIRE2 a5 | Ver 1 85]22022.03.02 Page 17

References

=

10.

11.

12.

13.

14.

15.

NCCN Clinical Practice Guidelines in Oncology — Head and Neck Cancers Version 1. 2022
AJCC (American Joint Committee on Cancer) Manual for Staging of Cancer, 8th ed, Amin M, Edge S, Greene F, et al. (Eds), Springer-Verlag,
New York 2017.
Lee SW, Nam SY, Im KC, et al. Prediction of prognosis using standardized uptake value of 2-[(18)F] fluoro-2-deoxy- d-glucose positron emission
tomography for nasopharyngeal carcinomas. Radiother Oncol 2008;87:211-216.
Chan SC, Chang JT, Wang HM, et al. Prediction for distant failure in patients with stage MO nasopharyngeal carcinoma: The role of standardized
uptake value. Oral Oncol 2009;45: 52-58.
Wen-Shan Liu, Ming-Fang Wu, Hsien-Chun Tseng, Jung-Tung Liu, Jui-Hung Weng, Yueh-Chun Lee, Jong-Kang Lee. The role of pre-treatment
FDG PET in nasopharyngeal carcinoma treated with intensity-modulated radiotherapy. Int. J. Radiat. Oncol. Biol. Phys. 2012 82(2): 561-566.
Chua DT, Ma J, Sham JS et al (2005): Long-term survival after cisplatin-based chemotherapy and radiotherapy for nasopharyngeal carcinoma: a
pooled data ananlysis of two phase Ill trialsl J Clin Oncol 23: 1118-1124.
Al-Amro A, Al-Rajhi N, Khafaga Y et al. (2005): Neoadjuvant chemotherapy followed by concurrent chemo-radiation therapy in locally advanced
nasopharyngeal carcinoma. Int J Radiat Oncol Biol Phys 62: 508-513
Chan AT, Ma BB, Lo YM et al. (2004): Phase Il study of neoadjuvant carboplatin and paclitaxel followed by radiotherapy and concurrent cisplatin
in patients with locoregionally advanced nasopharyngeal carcinoma: therapeutic monitoring with plasma Epstein-Barr virus DNA. J Clin Oncol
22:3053-3060
Johnson FM, Garden Asm Oakner HK et ak, (2005): A phase I/ll study of enoadjuvant chemotherapy followed by radiation with boost
chemotherapy for advance T-stage nasopharyngeal carcinoma. Int J Radiat Oncol Biol Phys 63: 717-724
Chan AT, Leung SF, Ngan RK et al. (2005): Overall survival after concurrent cisplatin-radiotherapy compared with radiotherapy alone in
locoregionally advanced nasopharyngeal carcinoma. J natl Cancer Inst 97:536-539
Hong RL, Ting LL, Ko JY, et al. Induction Chemotherapy With Mitomycin, Epirubicin, Cisplatin, Fluorouracil, and Leucovorin Followed by
Radiotherapy in the Treatment of Locoregionally Advanced Nasopharyngeal Carcinoma. J Clin Oncol 19:4305-4313, 2001
Ma BB, Tannock IF, Pond GR, et al. Chemotherapy with gemcitabine-containing regimens for locally recurrent or metastatic nasopharyngeal
carcinoma. Cancer. 2002; 95: 2516—-2523.
Gibson MK, Li Y, Murphy B, et al. Randomized phase Il evaluation of cisplatin plus fluorouracil versus cisplatin plus paclitaxel in advanced head
and neck cancer (E1395): An Intergroup Trial of the Eastern Cooperative Oncology Group. J Clin Oncol 2005;23:3562-3567.
Forastiere AA, Metch B, Schuller DE, et al. Randomized comparison of cisplatin plus flurouracil and carboplatin plus fluorouracil versus
methotrexate in advanced squamous cell carcinoma of the head and neck: A Southwest Oncology Group Study. J Clin Oncol 1992;10:1245-1251.
JinY, Cai XY, Shi YX, et al. Comparison of five cisplatin-based regimens frequently used as the first-line protocols in metastatic nasopharyngeal
carcinoma. J Cancer Res Clin Oncol 2012 Oct;138(10):1717-25.

21



Carcinoma of Nasopharynx

=R ERAE RS B BRIRE2 a5 | Ver.l 85]22022.03.02 Page 18

‘ References \

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Chan AT, Hsu MM, Goh BC, et al. Multicenter, phase Il study of cetuximab in combination with carboplatin in patients with recurrent or metastatic
nasopharyngeal carcinoma. J Clin Oncol 2005;23:3568-3576.

Burtness B, Goldwasser MA, Flood W, et al. Phase 11l randomized trial of cisplatin plus placebo versus cisplatin plus cetuximab in
metastatic/recurrent head and neck cancer: An Eastern Cooperative Oncology Group Study. J Clin Oncol 2005;23:8646-8654.

Jacobs C, Lyman G, Velez-Garcia E, et al. A phase Ill randomized study comparing cisplatin and fluorouracil as single agents and in combination
for advanced squamous cell carcinoma of the head and neck J Clin Oncol 1992;10:257-263.

Al-Sarraf M, Metch B, Kish J, et al. Platinum analogs in recurrent and advanced head and neck cancer: a Southwest Oncology Group and Wayne
State University Study.Cancer Treat Rep 1987;71:732-736.

Catimel G, Verweij J, Mattijssen V, et al. Docetaxel (Taxotere): an active drug for the treatment of patients with advanced squamous cell
carcinoma of the head and neck. EORTC Early Clinical Trials Group. Ann Oncol 1994;5:533-537.

Guardiola E, Peyrade F, Chaigneau L, et al. Results of a randomised phase Il study comparing docetaxel with methotrexate in patients with
recurrent head and neck cancer. Eur J Cancer 2004;40:2071-2076.

Zhang L, Zhang Y, Huang PY, et al. Phase Il clinical study of gemcitabine in the treatment of patients with advanced nasopharyngeal carcinoma
after the failure of platinum-based chemotherapy. Cancer Chemother Pharmacol 2008;61:33-38. Epub 2007 Mar 20.

Al-Sarraf M, Metch B, Kish J, et al. Platinum analogs in recurrent and advanced head and neck cancer: a Southwest Oncology Group and Wayne
State University Study. Cancer Treat Rep. 1987;71:732-736.

Hong RL, Ting LL, Ko JY, et al. Induction chemotherapy with mitomycin, epirubicin, cisplatin, fluorouracil, and leucovorin followed by radiotherapy
in the treatment of locoregionally advanced nasopharyngeal carcinoma. J Clin Oncol. 2001;19(23):4305-13.

Zhang, Y., Chen, L., Hu, , et al. Gemcitabine and Cisplatin Induction Chemotherapy in Nasopharyngeal Carcinoma. New England Journal of
Medicine. 2019 Sep 19;381(12):1124-1135

Zhang, L., Huang, Y. et al(2016). Gemcitabine plus cisplatin versus fluorouracil plus cisplatin in recurrent or metastatic nasopharyngeal
carcinoma: a multicentre, randomised, open-label, phase 3 trial. The Lancet, 388(10054), 1883-1892.

Beldjilali, Combination of gemcitabine and carboplatin chemotherapy for recurrent nasopharyngeal carcinoma. Journal of Clinical Oncology 2010,
28, no. 15_suppl

Ma SX et al, The efficacy of first-line chemotherapy in recurrent or metastatic nasopharyngeal carcinoma: a systematic review and meta-analysis.
Ann Transl Med. 2018 Jun;6(11):201.

Guan J, A meta-analysis comparing cisplatin-based to carboplatin-based chemotherapy in moderate to advanced squamous cell carcinoma of
head and neck (SCCHN). Oncotarget. 2016 Feb 9;7(6):7110-9. doi: 10.18632/oncotarget.6858.

Hong S, Zhang Y, Yu G, et al. Gemcitabine plus cisplatin versus fluorouracil plus cisplatin as first-line therapy for recurrent or metastatic
nasopharyngeal carcinoma: Final overall survival analysis of GEM20110714 phase Il study. J Clin Oncol 2021;39:3273-3282.

22



Carcinoma of Nasopharynx

R AR e BRIRE2 a5 Ver.l 85]22022.03.02 Page 19

References

31. Yang, QusS, LiJ,etal. Camrelizumab versus placebo in combination with gemcitabine and cisplatin as first-line treatment for recurrent or

metastatic nasopharyngeal carcinoma (captain-1st): A multicentre, randomised, double-blind, phase 3 trial. Lancet Oncol 2021;22:1162-1174.

Mai H-Q, Chen Q-Y, Chen D, et al. Toripalimab or placebo plus chemotherapy as first-line treatment in advanced nasopharyngeal carcinoma: A
multicenter randomized phase 3 trial. Nat Med 2021;27:1536-1543.

32.

23



