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[bookmark: _Toc122611461][bookmark: _Toc122611980]Materials and Methods
Data Source
The nasopharyngeal carcinoma (NPC)-specific database from the well-established big-data intelligence platform (Yiducloud, Beijing, China) was adopted to identify 15,126 patients with histologically proven, non-disseminated NPC diagnosed between January 2009 and December 2017 (latest update: August 10, 2022). Demographic, diagnostic, and therapeutic information was obtained from the intelligence platform by using the search terms including “diagnosis”, “histology type”, “age at first diagnosis”, “sex”, “disease stage”, “radiotherapy technology”, “regimens of chemotherapy”, and “Epstein-Barr virus (EBV) DNA”. A detailed description of this intelligence platform was presented previously (Cancer 2017;123:3540-9). In brief, this is a novel “big data” research system that enables the organization, integration, re-structuring, and updating of real-time data automatically from many clinical business systems, based on well-designed data models and algorithms.
In this study, 724 eligible patients were consecutively screened from the NPC-specific database (N=15,126) by using a big-data intelligence platform. Patients who met the inclusion and exclusion criteria (shown in Fig S1) were included in the study. All patients were newly diagnosed, belonged to the N0 subgroup, had non-metastatic locoregionally advanced NPC, and underwent retrospective restaging based on the 8th edition of the Union for International Cancer Control/American Joint Committee on Cancer classification system. All patients received concurrent chemoradiotherapy (CCRT) with/without induction chemotherapy (IC) based on intensity-modulated radiotherapy (IMRT). Furthermore, complete clinical data including demographics, examination, MRI scans, treatment, and follow-up information, were available for these patients.
 
Examination Protocol and MRI Parameters
[bookmark: OLE_LINK11][bookmark: OLE_LINK12]The examination protocol included medical history taking, physical examination, hematology and biochemistry profiles, plasma Epstein-Barr virus (EBV) DNA titer, fiberoptic endoscopy, head-to-neck MRI, chest-to-abdominal CT, skeletal scintigraphy, and whole-body PET/CT. As high cost of PET/CT limits its general application, only 21.4% (214/724) of patients in this study used it to detect distant metastases; all of them reported negative finding of lymph nodes in line with the results of pre-treatment MRI. A real-time quantitative polymerase-chain-reaction assay was used to detect the plasma EBV DNA load (Shao JY, Zhang Y, Li YH, Gao HY, Feng HX, Wu QL, et al. Comparison of Epstein-Barr virus DNA level in plasma, peripheral blood cell and tumor tissue in nasopharyngeal carcinoma. Anticancer Res. 2004;24(6):4059-4066). MRI scans were re-checked after radiotherapy using a head and neck combined coil via a 1.5T or 3T MRI system (Signa CV/i; General Electric Healthcare, UK). MRI scanning was implemented to examine the area from the suprasellar cistern to the inferior margin of the sternoclavicular joint. The section thickness for the axial plane was 5 mm with a 1-mm interslice gap and that for the coronal and sagittal planes was 6 mm with a 1-mm interslice gap. The differences in layer thickness of images generated by MRI machines in different years were unified according to the above data. T1-weighted fast spin-echo images in the axial, coronal, and sagittal planes and T2-weighted fast spin-echo images in the axial plane were obtained before contrast injection with repetition times of 500–600 ms and 4000–6000 ms, respectively; the corresponding echo times were 10–20 ms and 95–110 ms. Spin-echo T1-weighted axial/sagittal sequences and fat-suppressed coronal sequences were sequentially performed using the aforementioned parameters after intravenous injection of Gd-DTPA at a dose of 0.1 mmol/kg body weight. The Dixon method was performed using the IDEAL algorithm with excellent fat-water separation. All scans were assessed independently and signed collectively by two senior radiologists; any disagreements were resolved by consensus.

Criteria for Assessing Lymph Node Metastases
Two oncologists with a license in Medical Imaging and Radiation Therapy and experience of 10 years or more specializing in head and neck cancer separately evaluated all MRI scans between August 2022 and December 2022. The first fifty cases were used as the training set to control the inter-rater variance; blinding was used in the assessment thereafter. Any disagreements were resolved by consensus and supervised by a senior expert. The objective of the assessment was to determine the more prominent single side of the bilateral LNneg in the neck, which usually indicated the side with the largest single LNneg and/or a greater area of scattered LNneg. The diagnostic criteria for lymph node metastases proposed by Brekel et al. were applied in this study with the following key points: 1) a lateral retropharyngeal lymph node with a minimal axial diameter of ≥5 mm in the largest plane, any node observed in the median retropharyngeal group, or cervical lymph node with a minimal axial diameter of ≥10 mm (in the digastric region, ≥11 mm); 2) lymph nodes of any size with central necrosis or a contrast-enhanced rim; 3) the presence of three or more lymph nodes aggregated in a cluster with a minimal axial diameter of ≥8 mm; and 4) lymph nodes of any size with signs of extranodal capsule invasion, including indistinct nodal margins, irregular nodal capsular enhancement, and infiltration into adjacent fat or muscle (van den Brekel MW, Stel HV, Castelijns JA, Nauta JJ, van der Waal I, Valk J, et al. Cervical lymph node metastasis: assessment of radiologic criteria. Radiology. 1990;177(2):379-384).

Treatment and Follow-up
[bookmark: OLE_LINK44][bookmark: OLE_LINK45][bookmark: OLE_LINK34][bookmark: OLE_LINK35]A stratified multi-therapeutic strategy based on therapeutic guidelines was employed in this study. Accordingly, IMRT, platinum-based CCRT, and CCRT with/without IC or adjuvant chemotherapy were recommended for stage I, II, and III–IVa NPC, respectively. Reasons for deviation from the guidelines included recruitment in clinical trials, patient refusal, age, or organ dysfunction suggestive of intolerance to treatment. Target volumes were delineated slice-by-slice on CT scans intended for treatment planning by using an individualized delineation protocol in accordance with the International Commission on Radiation Units and Measurements reports 50 and 62 (International Commission on Radiation Units and Measurements. Prescribing, recording, and reporting photon beam therapy. Available at<http://www.icru.org/link-index> [accessed November 20, 2022]). All patients were treated with radical IMRT comprising five daily fractions delivered per week for 6–7 weeks. The prescribed doses were 66–72 Gy/28–33 fractions to the planning target volume (PTV) of the primary gross tumor volume (GTVnx), 64–70 Gy/28–33 fractions to the PTV of the GTV of the involved lymph nodes (GTVnd), 60–63 Gy/28–33 fractions to the PTV of the high-risk clinical target volume (CTV1), and 54–56 Gy/28–33 fractions to the PTV of the low-risk clinical target volume (CTV2). All targets were treated simultaneously by using the simultaneous integrated boost technique. Notably, in this study, all included patients were diagnosed as T3–4N0M0 NPC and therefore had no delineation of GTVnd or relevant irradiation.
[bookmark: OLE_LINK37][bookmark: OLE_LINK38]CCRT or IC+CCRT was administered to all the included patients. An additional targeted therapy (e.g., nimotuzumab) was also allowed and used in 11.2% (81/724) of the patients in this study. Concurrent chemotherapy was cisplatin weekly (30-40 mg/m2) or every 3 weeks (80-100 mg/m2); 4.8% (35/724) of the patients received other platinum-based drugs such as carboplatin and nedaplatin. IC regimens consisted of cisplatin plus 5-fluorouracil (80 mg/m2 + 1000 mg/m2), docetaxel plus cisplatin (75 mg/m2 + 75 mg/m2), and docetaxel plus cisplatin plus 5-fluorouracil (60 mg/m2 + 60 mg/m2 + 600 mg/m2) every 3 weeks for two to four cycles. All these recommended dosages were reduced in cases of adverse reactions, patient wishes, and doctor’s clinical judgement.
The follow-up period extended from the day of diagnosis to the day of the last examination or death. Each patient attended follow-up appointments at least every 3 months during the first 2 years and then every 6 months thereafter or until death. When residual or recurrent local disease was suspected, a biopsy was required to confirm the malignancy. Palliative treatment, such as chemotherapy, intracavitary brachytherapy, and salvage surgery, were performed whenever possible for patients who relapsed or developed metastatic disease during the follow-up period. The primary end point was overall survival (OS); secondary end points were local relapse-free survival (LRFS), regional relapse-free survival (RRFS), and distant metastasis-free survival (DMFS). OS was measured from the day of diagnosis until death due to any cause or the latest known date alive; LRFS, until failure in primary tumor control; RFFS, until regional failure; DFFS, until distant failure.
[bookmark: _Toc122611462][bookmark: _Toc122611981]Table S1. STROBE Statement
	[bookmark: bold1][bookmark: italic1][bookmark: bold2][bookmark: italic2][bookmark: bold3][bookmark: italic3][bookmark: bold4][bookmark: italic4][bookmark: italic5]
	Item No
	Recommendation

	[bookmark: bold5][bookmark: italic6]Title and abstract
	1
	(a) Indicate the study’s design with a commonly used term in the title or the abstract (Page 1)

	[bookmark: bold6][bookmark: italic7]
	
	(b) Provide in the abstract an informative and balanced summary of what was done and what was found (Pages 1 and 2)

	[bookmark: bold7][bookmark: italic8]Introduction

	[bookmark: bold8][bookmark: italic9][bookmark: bold9][bookmark: italic10]Background/rationale
	2
	Explain the scientific background and rationale for the investigation being reported (Pages 3 and 4)

	[bookmark: bold10][bookmark: italic11]Objectives
	3
	State specific objectives, including any prespecified hypotheses (Page 5)

	[bookmark: bold11][bookmark: italic12]Methods

	[bookmark: bold12][bookmark: italic13]Study design
	4
	Present key elements of study design early in the paper (Page 9)

	[bookmark: bold13][bookmark: italic14]Setting
	5
	Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection (Pages 5-7)

	Participants
	6
	(a) Give the eligibility criteria, and the sources and methods of selection of participants (Pages 5 and 6)

	[bookmark: bold16][bookmark: italic17]Variables
	7
	Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria, if applicable (Pages 6-9)

	[bookmark: bold17][bookmark: italic18][bookmark: bold18][bookmark: italic19]Data sources/ measurement
	[bookmark: bold19]8*
	 For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe comparability of assessment methods if there is more than one group (Pages 5-10)

	[bookmark: bold20][bookmark: italic20]Bias
	9
	Describe any efforts to address potential sources of bias (Page 6)

	[bookmark: bold21][bookmark: italic21]Study size
	10
	Explain how the study size was arrived at (Page 5)

	[bookmark: bold22][bookmark: italic22][bookmark: bold23][bookmark: italic23]Quantitative variables
	11
	Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen and why (Page 6)

	[bookmark: italic24][bookmark: italic25]Statistical methods
	12
	(a) Describe all statistical methods, including those used to control for confounding (Pages 9 and 10)

	[bookmark: bold24][bookmark: italic26]
	
	(b) Describe any methods used to examine subgroups and interactions (Pages 9 and 10)

	[bookmark: bold25][bookmark: italic27]
	
	(c) Explain how missing data were addressed (Page 6)

	[bookmark: bold26][bookmark: italic28]
	
	(d) If applicable, describe analytical methods taking account of sampling strategy (NA)

	[bookmark: bold27][bookmark: italic29]
	
	(e) Describe any sensitivity analyses (NA)

	[bookmark: bold28][bookmark: italic30]Results

	[bookmark: bold29][bookmark: italic31]Participants
	[bookmark: bold30]13*
	(a) Report numbers of individuals at each stage of study—e.g., numbers potentially eligible, examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analyzed (Pages 5 and 6 & Fig S1)

	[bookmark: bold31][bookmark: italic32]
	
	(b) Give reasons for non-participation at each stage (Pages 5 and 6 & Fig S1)

	[bookmark: bold32][bookmark: italic33]
	
	[bookmark: OLE_LINK4](c) Consider use of a flow diagram (Pages 5 and 6 & Fig S1)

	[bookmark: bold33][bookmark: italic34][bookmark: bold34][bookmark: italic35]Descriptive data
	[bookmark: bold35]14*
	(a) Give characteristics of study participants (e.g., demographic, clinical, social) and information on exposures and potential confounders (Pages 10-12)

	[bookmark: bold36][bookmark: italic36]
	
	(b) Indicate number of participants with missing data for each variable of interest (Page 13 & Table 1)

	[bookmark: bold38][bookmark: italic38]Outcome data
	[bookmark: bold39]15*
	Report numbers of outcome events or summary measures (Pages 10-14)

	[bookmark: italic40][bookmark: bold41]Main results
	16
	(a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (e.g., 95% confidence interval). Make clear which confounders were adjusted for and why they were included (NA)

	[bookmark: italic41][bookmark: bold42]
	
	(b) Report category boundaries when continuous variables were categorized (Page 13 & Table 1)

	[bookmark: italic42][bookmark: bold43]
	
	(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period (NA)

	[bookmark: italic43][bookmark: bold44]Other analyses
	17
	Report other analyses done—e.g., analyses of subgroups and interactions, and sensitivity analyses (Pages 13 and 14)

	[bookmark: italic44][bookmark: bold45]Discussion

	[bookmark: italic45][bookmark: bold46]Key results
	18
	Summarize key results with reference to study objectives (Pages 14 and 15)

	[bookmark: italic46][bookmark: bold47]Limitations
	19
	Discuss limitations of the study, taking into account sources of potential bias or imprecision. Discuss both direction and magnitude of any potential bias (Pages 20 and 21)

	[bookmark: italic47][bookmark: bold48]Interpretation
	20
	Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from similar studies, and other relevant evidence (Pages 15-18)

	[bookmark: italic48][bookmark: bold49]Generalizability
	21
	Discuss the generalizability (external validity) of the study results (Pages 18-20)

	[bookmark: italic49][bookmark: bold50]Other information

	[bookmark: italic50][bookmark: bold51]Funding
	22
	Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on which the present article is based (Page 22)


*Give information separately for exposed and unexposed groups.
Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is available at www.strobe-statement.org.


[bookmark: Table1][bookmark: _Toc122611982][bookmark: OLE_LINK143][bookmark: OLE_LINK144]Table S2. Baseline characteristics and Cox analysis in the N0 subgroup of patients with locoregionally advanced NPC
	Characteristics
	Entire cohort
no. (%)a
	Overall survival

	
	
	Univariate analysis
	
	Multivariate analysis

	
	
	HR (95% CI)
	P
	
	aHR (95% CI)
	P

	Age at diagnosis, years
	
	
	
	
	
	

	≤ 40
	206 (28.5)
	Reference
	
	
	Reference
	

	41-46
	156 (21.5)
	1.06 (0.42-2.68)
	0.905
	
	0.95 (0.37-2.44)
	0.917

	47-54
	197 (27.2)
	1.50 (0.67-3.38)
	0.327
	
	1.47 (0.65-3.33)
	0.361

	≥ 55
	165 (22.8)
	3.47 (1.67-7.19)
	0.001
	
	2.34 (1.08-5.08)
	0.031

	Gender
	
	
	
	
	
	

	Male
	533 (73.6)
	Reference
	
	
	-
	-

	Female
	191 (26.4)
	0.57 (0.29-1.13)
	0.107
	
	-
	-

	Cigarette smoking
	
	
	
	
	
	

	No
	483 (66.7)
	Reference
	
	
	Reference
	

	Yes
	241 (33.3)
	1.90 (1.14-3.18)
	0.015
	
	1.74 (1.03-2.93)
	0.039

	Alcohol consumption
	
	
	
	
	
	

	No
	605 (83.6)
	Reference
	
	
	-
	-

	Yes
	119 (16.4)
	1.18 (0.61-2.28)
	0.616
	
	-
	-

	Family history of tumor
	
	
	
	
	
	

	No
	523 (72.2)
	Reference
	
	
	-
	-

	Yes
	201 (27.8)
	0.81 (0.45-1.48)
	0.499
	
	-
	-

	Clinical stage (8th edition)
	
	
	
	
	
	

	III
	492 (68.0)
	Reference
	
	
	Reference
	

	IVa
	232 (32.0)
	4.05 (2.37-6.91)
	< 0.001
	
	2.36 (1.28-4.35)
	0.006

	Existence of retropharyngeal LNneg
	
	
	
	

	No
	70 (9.7)
	Reference
	
	
	Reference
	

	Yes
	654 (90.3)
	0.26 (0.15-0.47)
	< 0.001
	
	0.54 (0.28-1.05)
	0.070 

	SD of the largest cervical LNneg, mm
	
	
	
	

	≤ 4.5
	80 (11.0)
	Reference
	
	
	Reference
	

	> 4.5
	644 (89.0)
	0.37 (0.20-0.67)
	0.001
	
	0.59 (0.31-1.13)
	0.112

	LD of the largest cervical LNneg, mm
	
	
	
	

	≤ 7.0
	74 (10.2)
	Reference
	
	
	Reference
	

	> 7.0
	650 (89.8)
	0.42 (0.22-0.79)
	0.007
	
	0.92 (0.38-2.25)
	0.857

	Type of cervical LNneg distribution
	
	
	
	

	Concentrated
	378 (52.2)
	Reference
	
	
	Reference
	

	Dispersed
	346 (47.8)
	0.44 (0.25-0.78)
	0.004
	
	0.54 (0.31-0.96)
	0.036

	EBV DNA titer, copies/mL
	
	
	
	
	
	

	< 2,000
	560 (77.3)
	Reference
	
	
	Reference
	

	≥ 2,000
	164 (22.7)
	2.49 (1.48-4.19)
	0.001
	
	1.26 (0.70-2.24)
	0.442

	Albumin, g/L
	
	
	
	
	
	

	≤ 40
	52 (7.2)
	Reference
	
	
	Reference
	

	> 40
	672 (92.8)
	0.18 (0.10-0.32)
	< 0.001
	
	0.37 (0.20-0.71)
	0.002

	CRP, mg/L
	
	
	
	
	
	

	≤ 3
	576 (80.0)
	Reference
	
	
	Reference
	

	> 3
	148 (20.0)
	4.17 (2.49-6.98)
	< 0.001
	
	2.83 (1.65-4.83)
	< 0.001

	LDH, U/L
	
	
	
	
	
	

	≤ 250
	704 (97.2)
	Reference
	
	
	Reference
	

	> 250
	20 (2.8)
	4.86 (2.09-11.33)
	< 0.001
	
	3.62 (1.53-8.55)
	0.003

	WBC count
	
	
	
	
	
	

	≤ 10.0 × 109/L
	672 (92.8)
	Reference
	
	
	-
	-

	> 10.0 × 109/L
	52 (7.2)
	0.95 (0.34-2.62)
	0.917
	
	-
	-

	Lymphocyte count
	
	
	
	
	
	

	< 1.1 × 109/L
	39 (5.4)
	Reference
	
	
	-
	-

	≥ 1.1 × 109/L
	685 (94.6)
	0.45 (0.19-1.05)
	0.065
	
	-
	-

	Antibiotics administration
	
	
	
	
	
	

	No
	467 (64.5)
	Reference
	
	
	-
	-

	Oral
	89 (12.3)
	1.60 (0.81-3.14)
	0.174
	
	-
	-

	Intravenous
	168 (23.2)
	0.84 (0.43-1.65)
	0.617
	
	-
	-

	Chemoradiotherapy strategy
	
	
	
	
	
	

	IC + CCRT
	257 (35.5)
	-
	-
	
	-
	-

	CCRT
	467 (64.5)
	-
	-
	
	-
	-

	Additional targeted therapy
	81 (9.6)
	-
	-
	
	-
	-


Abbreviations: NPC = nasopharyngeal carcinoma; HR = hazard ratio; aHR = adjusted hazard ratio; CI = confidence interval; SD = short axial diameter; LD = long axial diameter; LNneg = negative lymph node; EBV = Epstein-Barr virus; CRP = C-reactive protein; LDH = Lactate dehydrogenase; CCRT = concurrent chemoradiotherapy; IC = induction chemotherapy.
a Percentages may not add up to 100 due to rounding.

Table S3. Baseline characteristics of patients with different cervical LNneg distribution types in the propensity score matching dataset
	Variablesa
	Dispersed type
(N = 346)b 
	Concentrated type
(N = 346)b
	P

	Age at diagnosis, years
	
	
	0.180

	≤ 40
	88 (25.4)
	109 (31.5)
	

	41-46
	84 (24.3)
	68 (19.7)
	

	47-54
	91 (26.3)
	97 (28.0)
	

	≥ 55
	83 (24.0)
	72 (20.8)
	

	Gender
	
	
	0.549

	Male
	249 (72.0)
	256 (74.0)
	

	Female
	97 (28.0)
	90 (26.0)
	

	Cigarette smoking
	
	
	0.060

	No
	248 (71.7)
	224 (64.7)
	

	Yes
	98 (28.3)
	122 (35.3)
	

	Alcohol consumption
	
	
	1.000

	No
	289 (83.5)
	289 (83.5)
	

	Yes
	57 (16.5)
	57 (16.5)
	

	Family history of tumor
	
	
	0.498

	No
	245 (70.8)
	253 (73.1)
	

	Yes
	101 (29.2)
	93 (26.9)
	

	Clinical stage (8th edition)
	
	
	0.413

	III
	242 (69.9)
	232 (67.1)
	

	IVa
	104 (30.1)
	114 (32.9)
	

	Existence of retropharyngeal LNneg
	
	0.605

	No
	31 (9.0)
	35 (10.1)
	

	Yes
	315 (91.0)
	311 (89.9)
	

	SD of the largest cervical LNneg, mm
	
	0.009

	≤ 4.5
	48 (13.9)
	26 (7.5)
	

	> 4.5
	298 (86.1)
	320 (92.5)
	

	LD of the largest cervical LNneg, mm
	
	< 0.001

	≤ 7.0
	55 (15.9)
	14 (4.0)
	

	> 7.0
	291 (84.1)
	332 (96.0)
	

	EBV DNA titer, copies/mL
	
	
	0.068

	< 2,000
	279 (90.6)
	259 (74.9)
	

	≥ 2,000
	67 (19.4)
	87 (25.1)
	

	Albumin, g/L
	
	
	1.000

	≤ 40
	17 (4.9)
	17 (4.9)
	

	> 40
	329 (95.1)
	329 (95.1)
	

	CRP, mg/L
	
	
	0.289

	≤ 3
	285 (82.4)
	274 (79.2)
	

	> 3
	61 (17.6)
	72 (20.8)
	

	LDH, U/L
	
	
	0.806

	≤ 250
	338 (97.7)
	337 (97.4)
	

	> 250
	8 (2.3)
	9 (2.6)
	

	WBC count
	
	
	0.637

	≤ 10.0 × 109/L
	323 (93.4)
	326 (94.2)
	

	> 10.0 × 109/L
	23 (6.6)
	20 (5.8)
	

	Lymphocyte count
	
	
	0.621

	< 1.1 × 109/L
	21 (6.1)
	18 (5.2)
	

	≥ 1.1 × 109/L
	325 (93.9)
	328 (94.8)
	

	Antibiotics administration
	
	
	0.723

	No
	225 (65.0)
	235 (67.9)
	

	Oral
	45 (13.0)
	41 (11.8)
	

	Intravenous
	76 (22.0)
	70 (20.2)
	

	Chemoradiotherapy strategyc
	
	
	0.066

	IC + CCRT
	237 (68.5)
	214 (61.8)
	

	CCRT
	109 (31.5)
	132 (38.2)
	

	Additional targeted therapyc
	
	
	0.040

	No
	299 (86.4)
	316 (91.3)
	

	Yes
	47 (13.6)
	30 (8.7)
	


Abbreviations: LNneg = negative lymph node; SD = short axial diameter; LD = long axial diameter; EBV = Epstein-Barr virus; CRP = C-reactive protein; LDH = Lactate dehydrogenase; WBC = white blood cell; CCRT = concurrent chemoradiotherapy; IC = induction chemotherapy.
a	Only the six variables validated by multivariate analysis (age at diagnosis, cigarette smoking, clinical stage, albumin, CRP, and LDH) were included in the propensity score matching, based on 58 deaths due to any cause and the fact that variable number should be less than one-tenth of the number of events.
b	Percentages may not add up to 100 due to rounding.
c	We did not consider “chemoradiotherapy strategy” or “additional targeted therapy” into the between-group balance because these variables were not prognostic factors but interventional factors.
[image: ]
[bookmark: _Toc122611463][bookmark: _Toc122611983][bookmark: _Toc122611984]Fig S1. Cut-off points for overall survival according to the short (left panel) and long (right panel) axial diameters of the largest retropharyngeal (A, B) and cervical LNnegs (C, D). The extremely partial proportion of 97% (70/72) in 0 mm reflected the poor practicability of the cut-off points for the SD (1.4 mm) and LD (2.1 mm) of retropharyngeal LNnegs. Therefore, the pragmatic cut-off points were modified as SD = 0 mm and LD = 0 mm in line with a “yes-or-no” pattern in the prognostic prediction associated with retropharyngeal LNnegs. LNneg, negative lymph node; SD, short axial diameter; LD, long axial diameter.
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[bookmark: _Toc122611987][bookmark: _Toc122611465][bookmark: _Toc122611988]Fig S2. Determination of the cut-off point (A) and prognostic prediction (B) of retropharyngeal LNnegs in terms of OS. SD, short axial diameter; LD, long axial diameter; LNneg, negative lymph node; HR, hazard ratio; CI, confidence interval; OS, overall survival.
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