Supplementary Table S1. Study characteristics of clinical studies included in the main and sensitivity analyses.
	Trial name
	Tx arms
	N
	Trial period
	Dosage
	ECOG, n (%)
	Histological subtype, n (%)
	Tumor site, n (%)
	Tumor stage, n (%)

	
	
	
	
	
	0-1
	2
	3
	SCC
	AC
	Other
	C
	UT
	MT
	LT
	M
	I
	II
	III
	IV

	Studies included in the main analysis

	EORTC-40831
	Radiotherapy + cisplatin
	110
	December 1983 to February 1989
	Two courses of 20.0 Gy in 5 fractions (equivalent to 55−б0 Gy delivered in a classical fractionated protocol)
	74 (67.3)
	18 (16.4)
	1 (0.9)
	110 (100)b
	0 (0)
	0 (0)
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	
	Radiotherapy
	111
	
	
	69 (62.2)
	24 (21.6)
	0 (0)
	111 (100)b
	0 (0)
	0 (0)
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	PRODIGE5/ACCORD17
	FOLFOX
	134
	October 2004 to August 2011
	50.0 Gy in 25 fractions
	133 (99.3)
	NR
	0 (0)
	114 (85.1)
	19 (14.2)
	1 (0.7)
	8 (6)
	35 (26.1)
	54 (40.3)
	37 (27.6)
	NR
	0 (0)
	41 (30.6)
	67 (50)
	13 (9.7)

	
	Fluorouracil + cisplatin
	133
	
	
	130 (97.7)
	3 (2.3)
	0 (0)
	115 (86.5)
	18 (13.5)
	0 (0)
	4 (3)
	40 (30.1)
	59 (44.4)
	30 (22.6)
	NR
	1 (0.8)
	38 (28.6)
	72 (54.1)
	12 (9)

	SCOPE1
	Chemoradiation + cetuximab
	129
	February 2008 to January 2012
	50.0 Gy in 25 fractions
	NR
	NR
	NR
	92 (71.3)
	33 (25.6)
	4 (3.1)
	NR
	15 (11.6)
	56 (43.4)
	54 (41.9)
	NR
	4 (3.1)
	48 (37.2)
	77 (59.7)
	0 (0)

	
	Chemoradiation
	129
	
	
	NR
	NR
	NR
	96 (74.4)
	32 (24.8)
	1 (0.8)
	NR
	12 (9.3)
	58 (45)
	58 (45)
	NR
	4 (3.1)
	47 (36.4)
	78 (60.5)
	0 (0)

	YP2010138
	5-fluorouracil + cisplatin
	41
	October 2010 to March 2015
	1.8-2.0 Gy per fraction and 5 fractions per week

PTV1: prescribed dose 60.0-64.0 Gy

PTV2: prescribed dose 50.0 Gy
	41 (100)
	0 (0)
	0 (0)
	41 (100)
	0 (0)
	0 (0)
	7 (17.1)
	13 (31.7)
	16 (39)
	3 (7.3)
	2 (4.9)
	0 (0)
	4 (9.8)
	26 (63.4)
	11 (26.8)

	
	Docetaxel + cisplatin
	45
	
	
	45 (100)
	0 (0)
	0 (0)
	45 (100)
	0 (0)
	0 (0)
	5 (11.1)
	19 (42.2)
	15 (33.3)
	2 (4.4)
	4 (8.9)
	0 (0)
	9 (20)
	21 (46.7)
	15 (33.3)

	ESO-Shanghai 1
	Paclitaxel + fluorouracil
	217
	April 2012 to July 2015
	61.2 Gy in 34 fractions
	214 (98.6)
	3 (1.4)
	0 (0)
	217 (100)
	0 (0)
	0 (0)
	53 (24.4)
	60 (27.6)
	82 (37.8)
	15 (6.9)
	7 (3.2)
	0 (0)
	72 (33.2)
	102 (47)
	43 (19.8)

	
	Cisplatin + fluorouracil
	219
	
	
	216 (98.6)
	3 (1.4)
	0 (0)
	219 (100)
	0 (0)
	0 (0)
	56 (25.6)
	49 (22.4)
	92 (42)
	16 (7.3)
	6 (2.7)
	0 (0)
	66 (30.1)
	102 (46.6)
	51 (23.3)

	Xie et al. (2020)
	ENI + chemotherapy + erlotinib
	88
	December 2007 and June 2015
	60.0 Gy in 30 fraction
	55 (62.5)
	33 (37.5)
	0 (0)
	88 (100)
	0 (0)
	0 (0)
	4 (4.5)
	24 (27.3)
	51 (58)
	9 (10.2)
	NR
	NR
	NR
	NR
	NR

	
	ENI + chemotherapy
	88
	
	
	54 (61.4)
	34 (38.6)
	0 (0)
	88 (100)
	0 (0)
	0 (0)
	6 (6.8)
	26 (29.5)
	48 (54.5)
	8 (9.1)
	NR
	NR
	NR
	NR
	NR

	
	CFI + chemotherapy + erlotinib
	88
	
	
	55 (62.5)
	33 (37.5)
	0 (0)
	88 (100)
	0 (0)
	0 (0)
	5 (5.7)
	27 (30.7)
	47 (53.4)
	9 (10.2)
	NR
	NR
	NR
	NR
	NR

	
	CFI + chemotherapy
	88
	
	
	54 (61.4%)
	34 (38.6)
	0 (0)
	88 (100)
	0 (0)
	0 (0)
	6 (6.8)
	26 (29.5)
	49 (55.7)
	7 (8)
	NR
	NR
	NR
	NR
	NR

	ICCRTEC
	Induction chemotherapy + chemoradiation
	55
	May 2015 to September 2017
	60.0 Gy in 28 fractions
	54 (98.2%)
	1 (1.8)
	0 (0)
	55 (100)
	0 (0)
	0 (0)
	0 (0)
	32 (58.2)
	20 (36.4)
	3 (5.5)
	NR
	0 (0)
	15 (27.3)
	25 (45.5)
	15 (27.3)

	
	Chemoradiation
	55
	
	
	54 (98.2)
	1 (1.8)
	0 (0)
	55 (100)
	0 (0)
	0 (0)
	0 (0)
	26 (47.3)
	23 (41.8)
	6 (10.9)
	NR
	0 (0)
	17 (30.9)
	19 (34.5)
	19 (34.5)

	ZJCH-E-E
	Chemoradiation S-1 + radiotherapy
	149
	June 2016 to August 2018
	54.0 Gy in 30 fractions
	149 (100)
	0 (0)
	0 (0)
	148 (99.3)
	1 (0.7)
	0 (0)
	8 (5.4)
	47 (31.5)
	80 (53.7)
	14 (9.4)
	NR
	0 (0)
	69 (46.3)
	71 (47.7)
	9 (6%)

	
	Chemoradiation
	149
	
	
	149 (100)
	0 (0)
	0 (0)
	148 (99.3)
	1 (0.7)
	0 (0)
	5 (3.4)
	46 (30.9)
	83 (55.7)
	15 (10.1)
	NR
	0 (0)
	78 (52.3)
	62 (41.6)
	9 (6)

	ESO-Shanghai 2 
	Paclitaxel + fluorouracil
	107
	July 2015 to February 2018
	61.2 Gy in 34 fractions
	107 (100)
	0 (0)
	0 (0)
	107 (100)
	0 (0)
	0 (0)
	12 (11.2)
	58 (54.2)
	28 (26.2)
	6 (5.6)
	3 (2.8)
	0 (0)
	28 (26.2)
	47 (43.9)
	32 (29.9)

	
	Paclitaxel + cisplatin
	107
	
	
	107 (100)
	0 (0)
	0 (0)
	107 (100)
	0 (0)
	0 (0)
	16 (15)
	39 (36.4)
	39 (36.4)
	11 (10.3)
	2 (1.9)
	0 (0)
	26 (24.3)
	55 (51.4)
	26 (24.3)

	
	Paclitaxel + carboplatin
	107
	
	
	107 (100)
	0 (0)
	0 (0)
	107 (100)
	0 (0)
	0 (0)
	17 (15.9)
	49 (45.8)
	36 (33.6)
	3 (2.8)
	2 (1.9)
	0 (0)
	24 (22.4)
	66 (61.7)
	17 (15.9)

	ESC-130825
	High dose radiotherapy + docetaxel + cisplatin
	160
	May 2013 to May 2017
	60.0 Gy in 30 fractions
	160 (100)
	0 (0)
	0 (0)
	160 (100)
	0 (0)
	0 (0)
	89 (55.6)
	71 (44.4)
	NR
	0 (0)
	54 (33.8)
	89 (55.6)
	17 (10.6)

	
	Low dose radiotherapy + docetaxel + cisplatin
	159
	
	50.0 Gy in 25 fractions
	159 (100)
	0 (0)
	0 (0)
	159 (100)
	0 (0)
	0 (0)
	96 (60.4)
	63 (39.6)
	NR
	0 (0)
	43 (27)
	106 (66.7)
	10 (6.3)

	ESR-15-11224
	High dose radiotherapy + chemotherapy
	71
	April 2016 to April 2019
	59.4 Gy in 33 fractions
	71 (100)
	0 (0)
	0 (0)
	71 (100)
	0 (0)
	0 (0)
	NR
	30 (42.3)
	30 (42.3)
	10 (14.1)
	NR
	NR
	18 (25.4)
	43 (60.6)
	7 (9.9)

	
	Standard dose radiotherapy + chemotherapy
	73
	
	50.4 Gy in 28 fractions
	71 (97.3)
	0 (0)
	0 (0)
	73 (100)
	0 (0)
	0 (0)
	NR
	33 (45.2)
	31 (42.5)
	9 (12.3)
	NR
	NR
	14 (19.2)
	44 (60.3)
	14 (19.2)

	Additional studies included in sensitivity analysis

	Zhang et al. (2022)
	S-1 chemotherapy + cisplatin + high dose ENI
	147a
	NR
	Standard dose: 50.4 Gy
high dose: 59.4 Gy
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	
	S-1 chemotherapy + cisplatin + standard dose ENI
	147a
	
	
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	
	S-1 chemotherapy + cisplatin + high-dose IFI
	147a
	
	
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	
	S-1 chemotherapy + cisplatin + standard dose IFI
	147a
	
	
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	NR

	3JECROG P-01
	Radiotherapy + consolidation S-1 chemotherapy
	184
	March 2017 to April 2020
	PGTV: 59.9 Gy in 28 fractions
PTV: 50.4 Gy in 28 fractions
	184 (100)
	0 (0)
	0 (0)
	184 (100)
	0 (0)
	0 (0)
	NR
	71 (38.6)
	70 (38)
	43 (23.4)
	NR
	0 (0)
	59 (32.1)
	104 (56.5)
	21 (11.4)

	
	Radiotherapy
	146
	
	
	146 (100)
	0 (0)
	0 (0)
	146 (100)
	0 (0)
	0 (0)
	NR
	44 (30.1)
	70 (47.9)
	32 (21.9)
	NR
	0 (0)
	39 (26.7)
	88 (60.3)
	19 (13)



a The sample sizes in the Zhang et al. (2022) are the planned sample sizes for each arm. Patients were randomized to receive either elective nodal irradiation (ENI) or involved field irradiation (IFI) at either high dose (HD) or standard dose (SD) at 1:1:1:1 ratio. The four study arms were therefore, HD+ENI, HD+IFI, SD+ENI, SD+IFI and consisted of planned sample sizes of 147. Treatments were compared via two pooled comparisons, HD vs SD and IFI vs ENI. b Histological subtype outlined in the Wobbes et al. (2001) publication for the EORTC-40831 trial is presented for the evaluable population (n = 203), a subset of the randomized population (n = 221). Based on the inclusion criteria, it was assumed that the remaining randomized patients not included in the evaluable population had histological subtype squamous cell carcinoma.
AC, adenocarcinoma; C, cervical; CFI, conventional‐field irradiation; ECOG, ENI, elective nodal irradiation; FOLFOX, oxaliplatin, leucovorin and fluorouracil; Gy, grey; IFI, involved-field irradiation; LT, lower thoracic; MT, middle thoracic; N, patient count; NR, not reported; PGTV, planning gross tumor volume; PTV, planning target volume; S-1, tegafur + gimeracil + oteracil; Tx, treatment; UT, upper thoracic.

