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Radiotherapy (RT) has an unassailable track record as

the backbone of treatment in nasopharyngeal carcinoma

(NPC). Several reasons explain its dominance. Likewise to

human papilloma virus-associated oropharyngeal squamous

cell carcinoma, Epstein-Barr virus (EBV)-associated NPC is

exquisitely sensitive to RT. Thus, huge leaps with technolog-

ical advances in RT delivery over the past decades have led

to substantial improvements in tumor control, while reduc-

ing debilitating late RT-induced complications [1, 2]. Inno-

vations in this space continue to drive the enhancement of the

therapeutic ratio of RT, with the goal of enhancing the qual-

ity of life (QoL) among long-term survivors [3]. Therefore,

there has not been any compelling reason to disrupt this time-

honored convention of employing RT as the standard of care

in NPC.

Currently, intensity-modulated RT (IMRT) is the standard

RT modality for NPC and other head and neck cancers. High-

quality level 1 evidence confirms its superiority to historical

2- and 3-dimensional techniques, particularly for the reduc-

tion of severe late RT adverse events such as xerostomia, hear-

ing impairment, brain necrosis, and cranial nerve palsies [4].

Abbreviations: 18F-FDG-PET, 18F-fluorodeoxyglucose positron emission tomography; EBV, Epstein-Barr virus; ENPG, endoscopic nasopharyngectomy;
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However, patients continue to suffer from a high incidence

of severe acute toxicities to RT. Interestingly, in a prospective

observational study of reduced volume and dose IMRT in 103

NPC patients, all of whom had early-stage NPC (T1-2 and

N0-1), the study investigators still observed grade 2 or worse

acute xerostomia, mucositis, and dermatitis in about 40%-50%

of patients [5]. Such data highlights the perennial limitations

of RT and emphasizes the need for close supportive care to

assist patients through the acute phase of RT. Additionally,

apart from affecting the tolerability of RT, acute toxicities

such as severe mucositis and xerostomia could harbor long-

term consequences on QoL among the survivors [4]. These

non-minuscule issues support the relentless pursuit of innova-

tive strategies to de-intensify treatment, especially in patients

with early-stage, curable NPC. In this regard, advances in

RT modalities such as proton beam therapy and FLASH-RT

(delivery of ultra-high dose rate of > 40 Gy/s) are being inves-

tigated as potential means to mitigate RT toxicities [6, 7].

To address this clinical unmet need, Chen and colleagues

[8] presented the preliminary results of their prospective

single-arm observational study on the outcomes following
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endoscopic nasopharyngectomy (ENPG) in a cohort of T1

NPC patients. The underlying rationale of this study was

simple and intuitive: to explore the possibility of “replac-

ing” IMRT with ENPG in early-stage NPC patients, so as

to avoid potential acute and late toxicities due to RT, with-

out compromising the excellent survival outcomes of these

individuals. Patient selection was stringent, as judged by the

enrolment criteria: (1) biopsy-confirmed T1 NPC and tumor

size of ≤1.5cm as defined by magnetic resonance imaging

(MRI); (2) no evidence of retropharyngeal and cervical lymph

node metastasis (note that all patients were staged by MRI

and/or 18F-fluorodeoxyglucose positron emission tomogra-

phy [18F-FDG-PET]); and (3) ≥ 0.5 cm margin from the inter-

nal carotid artery for feasibility of ENPG. Briefly, the surgi-

cal procedure involved complete excision of the NP mucosa,

with the surgical anatomical boundaries defined as such: the

mucoperiosteum was dissected superiorly to posteriorly from

the floor of sphenoid sinus to the clivus; the anterior mar-

gin was defined by the posterior nasal cavity; and the bilat-

eral eustachian cartilage from the pharyngeal recess under

the mucous membrane and foramen lacerum and the soft

palate constitute the lateral and inferior margins, respectively.

Finally, the nasal septum and floor mucosa were transposed

to cover the surgical defect.

Using this surgical technique, the median duration of

ENPG was 92.5 min (range: 60-135 min), and the median

quantity of blood loss was 20 mL (range: 10-100 mL). Recov-

ery was quick, with flap re-epithelization occurring within 2-

4 weeks post-EPNG. No severe EPNG-related complications

or death was observed; information on hospital stay dura-

tion was not reported. Crucially, the authors did not observe

any tumor recurrence and all patients remained alive at the

time of analysis. Notably, while the reported median follow-

up was 59.0 months, it must be cautioned that only half of

the study cohort was monitored for longer than 5 years, and

in fact, three patients had follow-up duration of less than

2 years (this can be inferred from the reported numbers at

risk indicated in the Kaplan-Meier survival curves). Although

the authors included an IMRT-treated cohort for comparison,

one would be circumspect about such an analysis given the

feasibility of “perfect matching” of clinical and tumor charac-

teristics. Expectedly, none of the patients experienced acute

and delayed toxicities of xerostomia and neuropathies, and all

patients reported minimal deterioration in QoL post-EPNG.

Finally, the authors presented a preliminary cost-effective

analysis in favor of EPNG over IMRT in the treatment of these

low-risk NPC patients.

These are certainly impressive results. However, they have

to be weighed against several caveats. Foremost, as with

any surgical technique, there is an acute learning phase that

will affect procedural quality, and this metric certainly cor-

responded to tumor control and toxicity outcomes [9, 10].

Therefore, while excellent results were achieved by the team

at Sun Yat-sen University Cancer Centre (Guangzhou, Guang-

dong, China), it remains to be seen if similar quality can

be attainable by lower volume centers [11]. Next, it must

be emphasized that the present study cohort has been care-

fully selected. In addition to recruiting only small T1 tumors,

patients were meticulously screened for occult retropharyn-

geal and cervical nodal metastases using both MRI and PET

imaging, given the omission of nodal dissection/RT. Future

prospective studies will inform us if high-resolution imaging

alone is sufficient for the screening of suitability for EPNG

or if additional biomarkers like EBV DNA are needed. Third,

it is notable that ENPG in this study entailed the removal of

the entire NP mucosa. This extent of resection contradicts the

principle of target contouring in head and neck cancer, which

ascribes to the 5+5 mm rule for the definition of high-risk

and low-risk subclinical disease [12]. Fourth and most impor-

tantly, the authors had not actually outlined a detailed protocol

in the instance when adjuvant/salvage treatment is required

for margin-positive disease or local/nodal recurrence. These

unresolved issues require consensus among the NPC expert

community, ideally prior to the design and conduct of larger-

scale clinical trials of ENPG in T1-2 NPC patients.

To conclude, Liu and colleagues ought to be applauded for

challenging the status quo in the treatment of NPC. Evidently,

patients still suffer from RT-induced toxicities despite the

phenomenal success of IMRT, and EPNG represents a disrup-

tive innovation in this space. It is unlikely that these impres-

sive results of zero recurrence will be replicated in future trials

with larger cohorts, and thus begs the pertinent question of the

measurable impact of disease relapse on a patient’s QoL. Ulti-

mately, how does the primary physician decide on the appro-

priate treatment recommendation for such a highly curable

disease? The truth probably lies somewhere in the individual

patient’s tolerance for the cost of treatment toxicities versus

the uncertainty of tumor recurrence. Meanwhile, it remains

our responsibility to continue pushing the frontiers of innova-

tion in the treatment of NPC.
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