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• Head and neck weekly cisplatin
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1. Dose-escalated CRT vs control in high risk OPC (CompARE ph III 
trial)
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Presupposto:
Concurrent chemoradiotherapy has been the standard treatment for stage II NPC 
based on data using 2D-RT. There is limited evidence for the role of 
chemotherapy with use of IMRT.



5y OS

5y LC



In the treatment of patients with stage II NPC (TNM V, VI, VII, 
Chinese 1992 staging system), CRT was better than 2D-RT alone 
with significant benefit in LRRFS. 
IMRT alone could achieve equivalent OS, LRRFS and DMFS 
compared to CRT with fewer grade 3-4 acute toxicities.



The 7th AJCC The 8th AJCC† The Chinese 1992 staging system

T1: Nasopharynx, oropharynx or 
nasal cavity

T1. Nasopharynx, oropharynx, 
nasal fossa

T1: Nasopharynx

T2: Parapharyngeal extension T2. Parapharyngeal extension, 
prevertebral, medial and lateral
pterygoid muscles

T2: Oropharynx, nasal cavity, 
parapharyneal extension, medial and 
lateral pterygoid muscles

T3: Bony structures and/or 
paranasal sinuses

T3. Bony structure (skull base, 
cervical vertebra), paranasal
sinuses

T3: Bony structures, paranasal
sinuses

T4: Intracranial extension and/or 
cranial nerves, hypopharynx, orbit, 
or infratemporal fossa/masticatory
space

T4. Intracranial extension, cranial
nerve, hypopharynx, orbit, 
involvement beyond the lateral
surface of lateral pterygoid muscle, 
parotid gland)

T4: Intracranial extension and/or 
cranial nerves, infratemporal fossa, 
hypopharynx, orbit, or masticatory
space excluding medial and lateral
pterygoid muscles

https://www.sciencedirect.com/science/article/pii/S1368837517302014




Masticator space primarily
consists of the muscles
of mastication. Anatomically, 
the superficial layer of the 
deep cervical fascia splits to 
enclose the muscles of 
mastication to enclose this
space. These muscles are the 
medial and lateral pterygoid, 
masseter, and temporalis.





Epub Dic 2020

Xu C, Zhang LH, Chen YP, et al. Chemoradiotherapy versus radiotherapy alone 
in stage II nasopharyngeal carcinoma: a systemic review and meta-analysis of 
2138 patients. J Cancer. 2017;8(2): 287-297 (TNM V, VI, VII, Chinese 1992 
staging system)

a non-significant difference in survival
outcomes was shown for CRT versus RT 
alone when IMRT was adopted [II, B]

TNM 8° ed



2021

These guidelines use	the	8th	edition of	the	AJCC	TNM	staging system





J Clin Oncol 39:840-859. © 2021

T2N0 (AJCC 8th)= CHT is not routinely recommended, (except with 
adverse features, such as bulky tumor volumes or high EBV DNA copy 
number) (Type: evidence based; harms outweigh benefits; Evidence
quality: intermediate; Strength of recommendation: moderate).
T1-2N1 (AJCC 8th) = CRT may be offered, particularly for T2 N1 patients
(Type: evidence based; benefits outweigh harms; Evidence quality: 
intermediate; Strength of recommendation: moderate).
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Multicenter phase 3, non-inferiority clinical trial was conducted at
5 Chinese hospitals, including 341 adult patients with low-risk NPC, 
defined as stage II/T3N0M0 without adverse features (no low neck
N, all N < 3 cm, no ENE, < 4000 copies/ml EBV DNA) 
This trial used 7th edition TNM!



• 18F-FDGPET–CT examination was carried out following local
practices

• cisplatin was administered concurrently with radiotherapy at
100mg/m2 every 3 weeks for 3 cycles. All patients underwent IMRT

• The recommended prescribed dose was 68 to 70 Gy at 2.0 to 2.2 Gy
per fraction administered (once per day, 5 fractions every week)

• The primary end point was 3-year failure-free survival
• The secondary end points was OS, LRRFS, DMFS, safety, and health-

related QOL.
• 341 pts, 97.5% were EBV+
• Median f-up 46 months



Compliance in the IMRT-alone group: 95.9%

Compliance in the CRT group: 60.4% received 3 cycles of concurrent
cisplatin, 36.7% received 2 cycles, and 3.0% received 1 cycle



The primary outcome 3y FFS in the IMRT-alone vs CRT groups was 90.5% vs 91.9% (difference, 
−1.4%, which met the non-inferiority criterion)





Worse

Better

IMRT

IMRT+CHT

QOL



significantly lower incidence of grade 3 or 4 hematological toxicities
and nonhematological toxicities in the IMRT-alone group ACUTE TOX



LATE TOX



• Epstein-Barr virus DNA cutoff of greater than 4000 copies/mL
was an exclusion criterion. This cutoff may not be applicable to 
all other centers without international harmonization of 
Epstein-Barr virus DNA assays.

• This trial used 7th edition TNM. Rare occasions (<5%) in which
the 7th edition T4 with adjacent soft tissue extension would be 
reclassified as T2 in the 8th edition. Caution is needed to apply
the trial’s findings to such cases.

CAUTION !



Evidence 1A



Lancet Oncol 2022; 23: 479–90

to assess whether elective upper-neck irradiation (UNI) of the 
uninvolved neck (including patients with both N0 and N1 disease) 
was non-inferior to standard whole-neck irradiation (WNI) in 446 
non keratinizing NP pts
Median follow up of 53 months



Only one other randomised clinical trial (Cancer. 2013 Sep 1;119(17):3170-6) 
comparing upper-neck irradiation versus standard whole-neck irradiation in N0 
NPC, showed a similar proportion of regional control and survival between the 
two treatment groups. 

BUT: single institution
2/3 2D RT
No QoL data
Only N0 pts (rare presentation)





Lymphatic spread in cervical nodal chain from NPC primary
follows an orderly fashion. There is a very low risk of 0.5% in skip
nodal metastasis

Ho et al. BMC Cancer 2012, 12:98



RT to all levels of cervical lymph nodes from IB to V, including the 
supraclavicular might represent over-treatment using the current
diagnostic and therapeutic technology.

A meta-analysis by Huang and colleagues (Radiat Oncol 2018;13:141) 
showed the feasibility of ipsilateral lower neck sparing RT for 
unilateral or bilateral neck node-negative NPC patients.

Neck nodes are probably an important source for the production of 
an immune response to the primary tumor



Lancet Oncol 2022; 23: 479–90

to assess whether elective upper-neck irradiation (UNI) of the uninvolved neck
(including patients with both N0 and N1 disease) was non-inferior to standard 
whole-neck irradiation (WNI) in 446 non keratinizing NP pts
Median follow up of 53 months, 
3-year RRFS = in both arms. 
Acute toxicities = in both groups
Late toxicities < in UNI (less hypothyroidism, dysphagia, skin toxicities and soft 
tissue damage).









Is this high-level evidence, supporting UNI (upper neck irradiation) 
as a valid option to be considered in future treatment guidelines for 
NPC patients with N0–N1 stage disease, feasible in the case of IMPT
delivery? De Felice F et al. J Clin Med 2022;11:3297

Spared unilateral lower neck would also receive a scattered dose 
(mean dose of 22 Gy in Tang trial)



To estimate the 2-year RFS rate with IMPT de-escalated
volumes strategy (UNI) in a cohort of
patients with T1-T3 N0 NPC treated at CNAO compared to 
historical data from non-endemic area.

Ester.orlandi@cnao.it
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Weekly cisplatin is not associated with better clinical outcomes compared to three-
weekly cisplatin. Three-weekly cisplatin chemoradiotherapy should be considered
the standard approach in the management of locally advanced head and neck
cancer. Methodologically robust RCTs designs are needed to improve the quality of 
evidence. Differences on long-term toxicity and cost-effectiveness remain to be 
tested.





28 institutions in Japan
261 postoperative high-risk patients. 
Median follow-up was 2.2 years
noninferiority margin of HR of 1.32.
The primary end point of the phase II part was the 
proportion of treatment completion among all
eligible patients. The primary end point of the phase
III part was OS, and secondary end points were
relapse-free survival (RFS), local relapse-free 
survival, nutrition support–free survival, 
nonhospitalized treatment period during the 
permissible treatment period, and adverse events
(AEs). 

J Clin Oncol 40:1980-1990. © 2022 b

Presentato ad ASCO 2020



only around 60% of patients completed 3 CDDP
In practice, this would allow for a possible 32% decrease in 
risk of death in chemoradiotherapy with weekly cisplatin



Randomized trial from India, looking at q3 week high dose cisplatin (T), compared
to a weekly schedule with 40 milligrams per meter squared (W).
Primary endpoint:  2year LRC.
Both postoperative and definitive patients. 
70% of the patients in each arm treated with 2D RT on cobalt machine.
278 pts



Cumulative 2 year LRC rates were 52.6% in T and 47.4% in W (log-
rank p=0.426; HR 0.86 [95%CI: 0.60-1.23]) by parametric survival
estimates with an absolute difference of 5.2% (95%CI= -7.7, 18.2) 
within pre defined margin of 10%.
overall survival for the high dose arm median was 30 months, 25.5 
months in the 40 milligrams per meter squared arm. PFS 21.3 
versus 20.8.

But… small study not adequately powered (56% patients got T, 
compared to 60.9% W, below the statistics)



• Rinofaringe

1. IMRT sola vs IMRT-CHT per stadio II
2. Elective upper nodal irradiation

• Head and neck weekly cisplatin

• Orofaringe

1. Dose-escalated CRT vs control in high risk OPC (CompARE ph III 
trial)



Primary outcome OS, interim outcome EFS. 
72 control arm events are required to perform the first interim analysis. 
Secondary outcome toxicity (CTCAEv4.0), QoL, swallowing using MDADI and gastrostomy dependence. 
Analysis was by intention to treat.





• 257 patients (172 in Arm 1 and 85 in Arm 3) 
• well balanced between the arms (80% intermediate risk 20% high risk). 
• 97% patients received radiotherapy as planned for each arm. 
• Median follow up 36.7 months (95% CI. 27.6, 37.5). 
• 3y EFS rate was 72% (95%CI 64-78%) in arm 1 and 68% (95% CI 56-

78%) in arm 3, (p=0.98). Adjusted hazard ratio for arm 3 versus 1 was
1.00 (95/% CI 0.62, 1.62). 

• Rates of gastrostomy tube use at 2 years were 5% and 9% in arms 1 
and 3 respectively (p=0.35).

• Due to SAE Arm 3 has been stopped causing evaluation of  OS 
underpowered

• Group of patients who benefit the most from hypofractionation has to be 
defined as well as the role of p16 status



MARCH

• 33 trials, 11 423 patients. Follow-up 7.9-10 y. Per lo più orofaringe e laringe; 
5221 (74%) pazienti di stadio III-IV della malattia.

• significant benefit on overall survival for hyperfractionated group: absolute
differences at 5 years of 8·1% (3·4 to 12·8) and at 10 years of 3·9% (–0·6 to 
8·4).

• Altered fractionation radiotherapy absolute difference at 5 years of 3·1% 
(95% CI 1·3–4·9) and at 10 years of 1·2% (–0·8 to 3·2). 

Lucas B. Et al. MARCH Collaborative Group (MARCH): an updated meta-analysis. Lancet Oncol. 2017 Sep;18(9):1221-1237





CompARE is a 
phase III randomised
controlled trial using
an adaptive, multi-
arm multi-stage 
design to evaluate
alternative regimes
for escalating
treatment of 
intermediate and 
high risk
oropharyngeal
cancer (OPC).


