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INTRODUCTION MANAGEMENT OF ADVANCED AND METASTATIC DISEASE
This article provides updates to the recommendations for
treating nasopharyngeal carcinoma (NPC) as given in
Nasopharyngeal carcinoma: ESMOeEURACAN Clinical
Practice Guideline for diagnosis, treatment and follow-up.1

View the full ESMOeEURACAN Clinical Practice Guideline
(CPG) here: https://www.esmo.org/guidelines/head-and-
neck-cancers/nasopharyngeal-carcinoma.
MANAGEMENT OF LOCAL AND LOCOREGIONAL DISEASE

In high-risk locoregionally advanced NPC, the addition of
metronomic or standard dose adjuvant capecitabine to
chemoradiotherapy (CRT) may be considered, according to
the results of two phase III trials that showed an
improvement of failure-free survival when compared with
no adjuvant therapy (Figure 1).2,3
Recommendation

� In high-risk locoregionally advanced NPC, the addition of
metronomic or standard dose adjuvant capecitabine to
CRT may be considered [II, B].
ondence to: ESMO Guidelines Committee, ESMO Head Office, Via
6900 Lugano, Switzerland
linicalguidelines@esmo.org (ESMO Guidelines Committee).
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Treatment of metastatic disease or locoregional
recurrences not amenable to curative approaches

Recently, two randomised phase III trials showed an increase
in progression-free survival (PFS) when immunotherapy
(camrelizumab or toripalimab) was added to first-line treat-
ment with cisplatin and gemcitabine followed by mainte-
nance immunotherapy (camrelizumab or toripalimab) for
recurrent and/or metastatic disease. The addition of immu-
notherapy should therefore be considered, pending long-
term results of overall survival benefit and the assessment
of the role of maintenance therapy (Figure 2).4,5 This
recommendation is based on data from two phase III trials of
East-Asian populations.4,5 At the time of publication, cam-
relizumab and toripalimab are neither European Medicines
Agency (EMA)- nor US Food and Drug Administration (FDA)-
approved for NPC and the applicability of the results to NPC
patients in non-endemic areas warrants further investiga-
tion. Details on the ESMO-Magnitude of Clinical Benefit
(MCBS) scores for these treatments are included in Table 1.

Recommendation

� The addition of immunotherapy to cisplatin and
gemcitabine and as maintenance should be considered as
first-line treatment [II, A; camrelizumabegemcitabinee
cisplatin ESMO-MCBS v1.1 score: 3; toripalimabegemcita-
bineecisplatin ESMO-MCBS v1.1 score: 3]. At the time of
publication, camrelizumab and toripalimab are neither EMA-
nor FDA-approved for NPC.
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Figure 1. Treatment algorithm for stage I-IVA NPC.
AC, adjuvant chemotherapy; ChT, chemotherapy; ICT, induction chemotherapy; IMRT, intensity-modulated radiotherapy; M, metastasis; N, node; NPC, nasopharyngeal
carcinoma; T, tumour.
aIn high-risk locoregionally advanced NPC, the addition of metronomic or standard dose adjuvant capecitabine to CRT may be considered [II, B].
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Figure 2. Treatment algorithm for recurrent and/or metastatic NPC.
5-FU, 5-fluorouracil; ChT, chemotherapy; EMA, European Medicines Agency; FDA, US Food and Drug Administration; IMRT, intensity-modulated radiotherapy; MCBS,
Magnitude of Clinical Benefit; N, node; NPC, nasopharyngeal carcinoma; RT, radiotherapy; T, tumour.
aConsider RT [III, B] or surgery [IV, C] on metastatic sites.
bESMO-MCBS v1.16 was used to calculate scores for therapies/indications approved by the EMA or FDA. The scores have been calculated by the ESMO-MCBS Working
Group and validated by the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
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Table 1. ESMO-MCBS table for therapies/indications in nasopharyngeal carcinom

Therapy Disease setting Trial Control

Camrelizumabe
gemcitabinee
cisplatinb

First-line treatment of
recurrent or metastatic
nasopharyngeal
carcinoma

CAPTAIN-1st 4

Phase III
NCT03707509

Placeboegem
ecisplatin
PFS: 6.9 mon
(prespecified
analysis)

Toripalimabe
gemcitabinee
cisplatinc

First-line treatment of
recurrent or metastatic
nasopharyngeal
carcinoma

Toripalimab injection
combined with ChT
versus placebo
combined with ChT for
recurrent or metastatic
nasopharyngeal
cancer5

Phase III
NCT03581786

Placeboegem
ecisplatin
PFS: 8.0 mon
(prespecified
analysis)

ChT, chemotherapy; CI, confidence interval; COMP, Committee for Orphan Medicinal Prod
Benefit Scale; FDA, US Food and Drug Administration; HR, hazard ratio; NMPA, National M
Administration; PFS, progression-free survival; QoL, quality of life.
a ESMO-MCBS version 1.16 was used to calculate scores for approved therapies/indications. T
the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcb
bNot EMA or FDA approved. Approved in China by the NMPA.
cNot FDA approved, COMP positive opinion adopted June 2022. Approved in China by the
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a

Absolute
survival gain

HR (95% CI) QoL/toxicity ESMO-MCBS
scorea

citabine

ths
interim

PFS gain:
3.9 months

PFS HR: 0.51
(0.37-0.69)

QoL not a prespecified
endpoint
4% versus 1%
treatment-related
deaths (P ¼ 0.21)

3 (Form 2b)

citabine

ths
interim

PFS gain:
3.7 months

PFS HR: 0.52
(0.36-0.74)

QoL data pending 3 (Form 2b)

ucts; EMA, European Medicines Agency; ESMO-MCBS, ESMO-Magnitude of Clinical
edical Products Administration; PFS, progression-free survival; QoL, quality of life.

he scores have been calculated by the ESMO-MCBS Working Group and validated by
s-evaluation-forms).

NMPA

https://doi.org/10.1016/j.annonc.2022.11.011 249

https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011


Annals of Oncology P. Bossi et al.
PI from eTheRNA, iTeos and MSD. He has reported a non-
remunerated leadership role for the European Organisation
for Research and Treatment of Cancer head and neck group.

REFERENCES

1. Bossi P, Chan AT, Licitra L, et al. Nasopharyngeal carcinoma: ESMO-
EURACAN Clinical Practice Guidelines for diagnosis, treatment and
follow-up. Ann Oncol. 2021;32(4):452-465.

2. Chen YP, Liu X, Zhou Q, et al. Metronomic capecitabine as adjuvant
therapy in locoregionally advanced nasopharyngeal carcinoma: a mul-
ticentre, open-label, parallel-group, randomised, controlled, phase 3
trial. Lancet. 2021;398(10297):303-313.
250 https://doi.org/10.1016/j.annonc.2022.11.011
3. Miao J, Wang L, Tan SH, et al. Adjuvant capecitabine following concur-
rent chemoradiotherapy in locoregionally advanced nasopharyngeal
carcinoma: a randomized clinical trial. JAMA Oncol. In press. 2022.

4. Yang Y, Qu S, Li J, et al. Camrelizumab versus placebo in combination with
gemcitabine and cisplatin as first-line treatment for recurrent or meta-
static nasopharyngeal carcinoma (CAPTAIN-1st): a multicentre, rando-
mised, double-blind, phase 3 trial. Lancet Oncol. 2021;22(8):1162-1174.

5. Mai HQ, Chen QY, Chen D, et al. Toripalimab or placebo plus
chemotherapy as first-line treatment in advanced nasopharyngeal car-
cinoma: a multicenter randomized phase 3 trial. Nat Med. 2021;27(9):
1536-1543.

6. Cherny NI, Dafni U, Bogaerts J, et al. ESMO-Magnitude of Clinical Benefit
Scale version 1.1. Ann Oncol. 2017;28(10):2340-2366.
Volume 34 - Issue 3 - 2023

http://refhub.elsevier.com/S0923-7534(22)04759-7/sref1
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref1
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref1
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref2
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref2
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref2
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref2
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref4
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref4
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref4
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref4
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref5
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref5
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref5
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref5
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref6
http://refhub.elsevier.com/S0923-7534(22)04759-7/sref6
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011
https://doi.org/10.1016/j.annonc.2022.11.011

	ESMO–EURACAN Clinical Practice Guideline update for nasopharyngeal carcinoma: adjuvant therapy and first-line treatment of  ...
	Introduction
	Management of local and locoregional disease
	Recommendation

	Management of advanced and metastatic disease
	Treatment of metastatic disease or locoregional recurrences not amenable to curative approaches
	Recommendation

	Acknowledgements
	Funding
	Disclosure
	References


