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Clinical Findings

Compelet response

Work-up Clinical Staging Primary Treatment
Hist d PE -
e TINOMO Definitive RT alone
+  Biopsy
MRI /CT of H&N
CXR Definitive RT*
* Abdominal sonography T2NOMO —>] or
* EBV DNA PCR CCRTY( if high risk features)
« Dental consultation
T AR e E (S B C
) TO (EBV+) * CCRT#+ adjuvant C/T
Whole body bone scan - 2.N1,M0 * Induction C/T+ CCRT
g:;f;— # PET scan 8] ] % %% bone o LadjiNaCIT
Optional TINOMO (3% : Consider induction or
* Audiometry adjuvant chemotherapy
PET scan

Thyroid hormone (T4, TSH)/Cortisol,
LH, Prolactin

* (Rehabilitation & psychiatric
consultation)
(Quality of life study QoL, Exercise

instruction)
Nutritional evaluation

if high-risk features)

Residual disease

v

T3-4,N1-3,M0,
or

Any T,N2-3,M0

T

¢ Induction C/T—=CCRT

» CCRT*+ adjuvant C/T
« CCRT

|

Resection of residual
Primary and/or neck
dissection
Or
Systemic therapy

Follow up or
+
Maintenance

treatment

Follow up « Physical and ENT examination every 1-3 months for 3 years , then every 6 months.

» MRI of head and neck 1~3 months after radiotherapy,then every 1 year x 3.

* PET scan (> 3 months after RT) if evaluation results are equivocal.

» CXR every 12months.
**0Oral UFUR

+High risk features include bulky tumor volume, high serum EBV DNA copy number.
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Work-up Clinical Staging Treatment Of Primary and Neck
« History and PE
- Biopsy Oligometastatic disease
« MRI/CTof H&N = Induction C/T + follow by R/T or CCRT(Gf
. CX(? 1 ECOG 0-1)
- Abdominal sonography . . ) 5 i o
. EBV DNA PCR Systemic thel-apy(lf ECOG 0-2)
. Tiefifal sofisultation « Concurrent cisplatin + RT (ECOG 0-1)
o fIEREE > R AR RF(E B
C #f)
Whole body bone scan ] ,
(3£ 4 # PET scan 2= % v bone . Widely metastatic and Good ECOG (0-2)
scail) T1-4,N0-3.M1 - Systemic therapy—Consider RT if CR
Optional ’ or near CR after systemic therapy
+ Audiometry
« PET scan

» Thyroid hormone (T4,
TSH)/Cortisol, LH, Prolactin

+ (Rehabilitation & psychiatric
consultation)
+  (Quality of life study Qol, Exercise

instruction)
« Nutritional evaluations

Widely metastatic and Poor ECOG (3-4)
« Best supportive care ~ Hospice care

Follow up

Follow up * Physical and ENT examination every 1-3 months for 3 years , then every 6 months.

- MRI of head and neck 1~3 months after radiotherapy,then every 1 year x 3.

- PET scan ( > 3 months after RT) if evaluation results are equivocal.

» CXR every 12months.
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Concurrent chemoradiation therapy

Cisplatin

Cisplatin 30-35 mg/m?2 iv dl1

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.

UFT

Uracil-tegafur 250 — 300 mg/m2 po QD

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.

Concurrent targeted-radiation therapy

Cetuximab

Cetuximab loading dose 400 mg/m?2 iv, then 250 mg/m?2 iv qw
Cetuximab loading dose 400 mg/m2 iv, then 500 mg/m?2 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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Neoadjuvant chemotherapy

Modified TPF at CSMUH

Docetaxel (Optional) 33 mg/m2 iv dl, 8
Cisplatin 75 mg/m2 iv dl
5-FU 750 mg/m2/d civi d1-4
Q3w x 3-4 cycles

Vermorken JB et al. Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Eng J Med 2007; 357:1695.

PF

Cisplatin 70 - 80 mg/m2 iv dl
5-FU 800 - 1000 mg/m2/d civi d1-4
Q3w x 3-4 cycles

Al-Sarraf et al. Chemoradiotherapy versus radiotherapy in patients with advanced nasopharyngeal cancer: Phase Il randomized
intergroup study 0099. J Clin Oncol 1998; 16:1310.

Gemcitabine+Cisplatin

Gemcitabine 1000 mg/m2 iv d1,8,15
Cisplatin 50-75 mg/m2/d civi d1

Q4w x 3-4 cycles

Zhang L et al. Phase II 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.
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Gemcitabine
Gemcitabine 1000 mg/m2 iv d1,8,15

Q4w x 3-4 cycles

Zhang L et al. Phase II 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.

Adjuvant chemotherapy

UFT

Uracil-tegafur 400 mg till PD

5 days/week

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

Recurrent /matastasis chemotherapy

PF

Cisplatin 70 - 100 mg/m2 iv dl
5-FU 800 - 1000 mg/m2/d civi d1-4
Q3w

Al-Sarraf et al. Chemoradiotherapy versus radiotherapy in patients with advanced nasopharyngeal cancer: Phase Il randomized
intergroup study 0099. J Clin Oncol 1998; 16:1310.

10
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Modified PFL at CSMUH

Cisplatin 50 mg/m2 iv di1
5-FU 2400 - 3000 mg/m2/d civi di1
Leucovorin 200 mg/m2 dl1
Q2w

Clinical Guideline 2025 version 17.0

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.

P-HDFL

Cisplatin 30 mg/m2 iv dl1, 8, 15
5-FU 2000 - 2600 mg/m2/d civi d1, 8, 15
Leucovorin 200 mg/m2/d dl, 8, 15
Q4w

Chi K1 et al. Elimination of dose limiting toxicities of cisplatin, 5-fluorouracil, and leucovorin using a weekly 24-hour infusion

schedule for the treatment of patients with nasopharyngeal carcinoma. Cancer 1995;76:2186.

Paclitaxel

Paclitaxel
Q4w

80 mg/m2

dl1, 8, 15

Grau JJ et al. Weekly paclitaxel for platin-resistant stage I'V head and neck cancer patients. Acta Otolaryngol 2009;129:1294.

11
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Modified Paclitaxel + PF at CSMUH

Paclitaxel 80 mg/m2 iv di, 8
Cisplatin 70 — 80 mg/m2 iv dl
5-FU 750 mg/m2/d civi dl-4
Q3w

Hitt R et al. Phase I1I study comparing cisplatin plus fluorouracil to paclitaxel, cisplatin, and fluorouracil induction chemotherapy
followed by chemoradiotherapy in locally advanced head and neck cancer. J Clin Oncol 2005;23:8636.

Docetaxel

Docetaxel 30-40 mg/m?2 dl, 8,15
Q4w

Guardiola E et al. Results of a randomised phase II study comparing docetaxel with methotrexate in patients with recurrent head and
neck cancer. Eur J Cancer 2004;40:2071.

Modified TPF at CSMUH

Docetaxel 33 mg/m2 iv dl, 8
Cisplatin 75 mg/m?2 1v d1
5-FU 750 mg/m2/d civi di-4
Q3w

Vermorken JB et al. Cisplatin, fluorouracil, and docetaxel in unresectable head and neck cancer. N Eng J Med 2007; 357:1695.

12
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Methotrexate +/- Cyclophosphamide

Methotrexate 30 - 40 mg/m2 dl1
Cyclophosphamide 200 mg/m?2 dl
Qw

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

Gemcitabine

Gemecitabine 1000 mg/m2 di, 8, 15
Q4w

Zhang L 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.

MEMOCLUB

Methotrexate 30 mg/m?2 dl
Epirubicin 30 mg/m2 di
Mitomycin-C 4 mg/m2 dg
Vincristin 1 mg/m2 d8
Cisplatin 25 mg/m2 d8
Leucovorin 120 mg/m?2 d8

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

13
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Cetuximab +/- Chemotherapy

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

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

Hitt R et al. Phase I study of combination cetuximab and weekly paclitaxel in patients with metastatic/recurrent squamous cell
carcinoma of head and neck (SCCHN): Spanish Head and Neck Cancer Group (TTCC). 2007 ASCO annual meeting. Abstract 6012.

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-1for T2NO Glottic Cancer in Japan. Anticancer
Res 2007;27:3497.

Recurrent, Unresectable, Oligometastatic, or Metastatic Disease (with no surgery or RT option)

Preferred Regimens

First-Line
- Cisplatin/gemcitabine (category 1)
+ Cisplatin/gemcitabine + PD-1 inhibitor {(eg, pembrolizumab or nivolumab)

Other Recommended Regimens

First-Line
« Combination Therapy
Cisplatin/5-FU
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Cisplatin or carboplatin/docetaxel or paclitaxel
Carboplatin/cetuximab
Gemcitabine/carboplatin
Subsequent-Line
« Immunotherapy
Nivolumab if previously treated, recurrent or metastatic non-keratinizing disease (category 2B)
Pembrolizumab if previously treated, PD-L 1—positive,recurrent or metastatic disease (category 2B)
Single Agents
Cisplatin
Carboplatin
Paclitaxel
Docetaxel
5-FU
Methotrexate
Gemcitabine
Capecitabine
Useful in Certain Circumstances
Subsequent-Line
» Pembrolizumab (for tumor mutational burden-high [TMB-H] tumors [>10 mut/Mb])

+ > B ARG R

Radiotherapy alone Concurrent Chemoradiotherapy

Radiotherapy*, 70-76 Gy to GTV, Radiotherapy*, 70-76 Gy to GTV,
Neck 45-63Gy Neck 45-60Gy
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EIEE s B LS RS 0 o ATEIE BN 6 18 B 18 3# A2 2 5 % (Pomeranz & Brustman, 2005 ; Waldrop & Rinfrette,
2009) o ZfEdhE kBB RS E  BFEBER LS EMAEE CREZFI s R P Hhh 4 # (Palliative
Performance Scale ) /&% 70% ; BB & — H B GBI EH  REESBBRZITHHEZLE FTENEFERER (%
2006) -

L~ B
Follow-up Program
Dental CBC/BCS/f . EBV DNA
OPD _ CXR I Abd sono MRI/CT | Bone Scan | Audiometry PET
consultation (4 BC AT) PCR
Pre- Tx P g > P P P P P © %
Post- T
ost- Tx s ® ¢ ©
1-3 month
% Follow-up H&N MRI/CT regularly at 1" — 3" month after primary treatment is completed.
6" month P © ©
9" month DS ©
12 month = © H P ©
15" month P ©
18" month P © ©
215 month 3% ©
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241 month D3 © ¥ D ©
30™ month P ©
36" month % © P %

MEASTEMIER © # 5~ Optional

+ ~ 25 Rk

1. NCCN Clinical Practice Guidelines in Oncology, v.2.2022.

2.Wen-Shan Liu, Hsiang-Chi Kuo, Jin-Ching Lin, Mao-Chang Su, Jong-Kang Lee, Ming-Jen Chou, Ming-Chih
Chou Huei Lee. Assessment of Salivary Function Change in Nasopharyngeal Carcinoma Treated by
Parotid-Sparing Radiotherapy. Cancer J 2006;12:494-500.

3.Al-Sarraf M, LeBlanc M, Giri PG, et al. Chemoradiotherapy versus radiotherapy in patients with advanced
nasopharyngeal cancer: phase III randomized Intergroup study 0099. J Clin Oncol 1998;16:1310-1317.

4.Zhang L, Zhang Y, Huang PY, et al. Phase II 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(1):33-38.

5 Lee NY, Harris J, Garden A, ct al. Phase II multi-institutional study of IMRT + chemotherapy for nasopharyngeal
carcinoma (RTOG 0225): Preliminary results. Int J Radiat Oncol Biol Phys 2007;69:S13-S14.

6.Yap YY, Hassan S, Chan M, et al. Epstein-Barr virus DNA detection in the diagnosis of nasopharyngeal
carcinoma. Otolaryngol Head Neck Surg 2007;136(6):986-991.
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