	[bookmark: _Hlk21615694]Supplementary table 1: Univariable and multivariable logistic regression analysis of factors associated with pathological complete response, stratified for adenocarcinoma and squamous cell carcinoma.

	    
	Overall

	Pathological Complete Response (pCR)
	Univariable analysis
	Multivariable analysis1

	
	
	

	Variables
	OR
	95% CI
	p value
	OR
	95% CI
	P-value

	Age (per 10 years)
	1.1
	1.0-1.2
	0.08
	
	
	

	Differentiation grade
	
	
	 <0.001
	
	
	<0.001

	
	Well-moderate
	Ref
	
	
	Ref
	
	

	
	Poor-undifferentiated
	1.0
	0.8-1.1
	0.78
	1.2
	1.0-1.4
	0.04

	
	Unknown
	3.0
	2.5-3.6
	<0.001
	3.1
	2.6-3.8
	<0.001

	Gender
	 
	
	
	
	
	
	

	
	Male*
	Ref
	
	<0.001
	
	
	

	
	Female
	1.6
	1.4-1.8
	
	
	
	

	Histology type
	 
	
	
	<0.001
	
	
	<0.001

	
	Adenocarcinoma*
	Ref
	
	
	Ref
	
	

	
	Squamous cell carcinoma
	3.0
	2.7-3.6
	
	3.0
	2.6-3.6
	<0.001

	
	Undifferentiated carcinoma
	3.6
	1.6-8.1
	
	4.2
	1.8-9.5
	0.001

	Location of tumor
 
	
	
	<0.001
	
	
	

	
	Upper third
	2.2
	1.2-4.1
	0.016
	
	
	

	
	Middle third
	2.06
	1.7-2.5
	<0.001
	
	
	

	
	Lower third*
	Ref
	
	
	
	
	

	
	Cardia  
	0.6
	0.5-0.8
	0.01
	
	
	

	
	Overlapping
	1.6
	1.0-2.6
	0.06
	
	
	

	
	NOS
	0.9
	0.5-1.5
	0.57
	
	
	

	cT category
	
	
	<0.001
	
	
	0.005

	
	cT1-2*
	Ref
	
	
	Ref
	
	

	
	cT3-4
	0.8
	0.7-0.9
	<0.001
	0.8
	0.7-0.9
	0.002

	
	cTx
	0.8
	0.6-1.1
	0.15
	0.8
	0.5-1.1
	0.10

	cN category
	 
	
	
	<0.001
	
	
	<0.001

	
	cN0*
	Ref
	
	
	
	
	

	
	cN+
	0.8
	0.7-0.9
	<0.001
	0.7
	0.6-0.8
	0.001

	
	Unknown 
	0.4
	0.2-0.7
	0.003
	0.3
	0.2-0.6
	0.006

	Surgical approach
	
	
	0.19
	
	
	

	
	TTE*
	Ref
	
	
	Ref
	
	

	
	THE
	0.9
	0.8-1.1
	
	
	
	

	Year of diagnosis
	
	
	0.29
	
	
	

	
	2009*
	
	
	
	
	
	

	
	2010
	1.4
	1.4-1.6
	0.12
	
	
	

	
	2011
	1.2
	0.9-1.4
	0.32
	
	
	

	
	2012
	1.0
	0.7-1.2
	0.85
	
	
	

	
	2013
	1.0
	0.7-1.2
	0.97
	
	
	

	
	2014
	1.1
	0.8-1.3
	0.63
	
	
	

	
	2015
	1.1
	
	0.73
	
	
	

	
	2016
	1.0
	0.7-1.2
	0.83
	
	
	

	
	2017
	1.0
	0.7-1.1
	0.78
	
	
	

	Lymph node yield (per node)
	
	
	0.01
	
	
	

	
	
	0.99
	0.98-1.00
	
	
	
	

	Interval to surgery (weeks)
	
	
	0.82
	
	
	

	
	0-5
	0.9
	0.6-1.2
	0.37
	
	
	

	
	6-7 
	1.0
	0.8-1.3
	0.78
	
	
	

	
	8-9*
	Ref
	
	
	
	
	

	
	10-12
	1.0
	0.9-1.2
	0.76
	
	
	

	
	13-14
	1.2
	0.9-1.5
	0.30
	
	
	

	
	> 15 
	1.0
	0.7-1.3
	0.90
	
	
	




	
	Adenocarcinoma

	Pathological Complete Response (pCR)
	Univariable analysis
	Multivariable analysis2

	
	
	

	Variables
	OR
	95% CI
	p value
	OR
	95% CI
	P-value

	Age (per 10 years)
	1.1
	1.0-1.2
	0.05
	
	
	

	Differentiation grade
	
	
	 <0.001
	
	
	0.001

	
	Good-moderate
	Ref
	
	
	Ref
	
	

	
	Poor-undifferentiated
	1.3
	1.1-1.6
	0.003
	1.5
	1.2-1.9
	<0.001

	
	Unknown
	3.8
	3.1-4.8
	<0.001
	3.8
	3.1-4.8
	<0.001

	Gender
	 
	
	
	0.82
	
	
	

	
	Male*
	Ref
	
	
	
	
	

	
	Female
	1.0
	0.8-1.2
	
	
	
	

	Location
	 
	
	
	0.69
	
	
	

	
	Upper third
	1.7
	0.3-8.6
	0.54
	
	
	

	
	Middle third
	1.0
	0.6-1.6
	0.97
	
	
	

	
	Lower third*
	Ref
	
	
	
	
	

	
	Cardia
	0.8
	0.6-1.1
	0.11
	
	
	

	
	Overlapping
	0.9
	0.4-2.1
	0.74
	
	
	

	
	NOS
	1.0
	0.6-1.9
	0.95
	
	
	

	cT category
	
	
	<0.001
	
	
	0.009

	
	cT1-2*
	Ref
	
	
	Ref
	
	

	
	cT3-4
	0.7
	0.6-0.9
	<0.001
	0.8
	0.6-0.9
	0.002

	
	cTx
	0.8
	0.5-1.2
	0.25
	0.7
	0.5-1.1
	0.003

	cN category
	 
	
	
	<0.001
	
	
	<0.001

	
	cN0*
	Ref
	
	
	
	
	

	
	cN+
	0.8
	0.6-0.9
	0.001
	0.8
	0.6-0.9
	0.005

	
	Unknown 
	0.3
	0.1-0.8
	0.010
	0.3
	0.1-0.7
	0.015

	Surgical approach
	
	
	0.99
	
	
	

	
	TTE*
	Ref
	
	
	Ref
	
	

	
	THE
	1.0
	0.8-1.2
	
	
	
	

	Year of diagnosis
	
	
	0.16
	
	
	

	
	2009*
	
	
	
	
	
	

	
	2010
	1.4
	0.9-2.1
	0.19
	
	
	

	
	2011
	1.0
	0.6-1.6
	1.00
	
	
	

	
	2012
	0.8
	0.5-1.3
	0.46
	
	
	

	
	2013
	0.8
	0.5-1.3
	0.37
	
	
	

	
	2014
	0.9
	0.6-1.5
	0.77
	
	
	

	
	2015
	0.9
	0.6-1.5
	0.80
	
	
	

	
	2016
	0.9
	0.6-1.4
	0.76
	
	
	

	
	2017
	0.8
	0.5-1.3
	0.42
	
	
	

	Lymph node yield
	
	
	0.001
	
	
	0.05

	
	No. <15
	Ref.
	
	
	Ref
	
	

	
	No. ≥15
	0.8
	0.6-0.9
	
	0.8
	0.7-1.0
	

	Interval to surgery (weeks)
	
	
	0.87
	
	
	

	
	0-5
	0.9
	0.6-1.4
	0.65
	
	
	

	
	6-7 
	1.0
	0.8-1.4
	0.88
	
	
	

	
	8-9*
	Ref
	
	
	
	
	

	
	10-12
	1.1
	0.9-1.3
	0.51
	
	
	

	
	13-14
	1.2
	0.9-1.5
	0.37
	
	
	

	
	> 15 
	0.9
	0.6-1.4
	0.65
	
	
	

	Signet Ring cells
	
	
	<0.001
	
	
	0.002

	
	Absent
	Ref
	
	
	Ref
	
	

	
	Present
	0.6
	0.5-0.8
	
	0.7
	0.5-0.9
	



	
	Squamous cell carcinoma

	Pathological Complete Response (pCR)


	Univariable analysis
	Multivariable analysis3

	
	
	

	Variables
	OR
	95% CI
	p value
	OR
	95% CI
	P-value

	Age (per 10 years)
	1.0
	1.0-1.1
	0.45
	
	
	

	Differentiation grade
	
	
	 <0.001
	
	
	<0.001

	
	Good-moderate
	Ref
	
	
	Ref
	
	

	
	Poor-undifferentiated
	0.7
	0.5-0.9
	0.008
	0.7
	0.5-0.9
	0.01

	
	Unknown
	2.1
	1.5-2.9
	<0.001
	2.1
	1.5-3.0
	<0.001

	Gender
	 
	
	
	0.03
	
	
	

	
	Male*
	Ref
	
	
	
	
	

	
	Female
	1.3
	1.0-1.7
	
	
	
	

	Location
	 
	
	
	0.21
	
	
	

	
	Upper third
	0.9
	0.5-1.9
	0.84
	
	
	

	
	Middle third
	1.0
	0.7-1.2
	0.36
	
	
	

	
	Lower third*
	Ref
	
	
	
	
	

	
	Cardia
	0.9
	0.1-0.7
	0.11
	
	
	

	
	Overlapping
	1.0
	0.5-2.0
	0.37
	
	
	

	
	NOS
	0.4
	0.1-1.4
	0.96
	
	
	

	cT category
	
	
	0.24
	
	
	

	
	cT1-2*
	Ref
	
	
	
	
	

	
	cT3-4
	0.8
	0.6-1.1
	0.13
	
	
	

	
	cTx
	0.7
	0.4-1.3
	0.26
	
	
	

	cN category
	 
	
	
	0.004
	
	
	0.005

	
	cN0*
	Ref
	
	Ref
	
	
	

	
	cN+
	0.7
	0.5-0.9
	0.003
	0.7
	0.5-0.9
	0.003

	
	Unknown 
	0.4
	0.1-1.1
	0.08
	0.4
	0.1-1.2
	0.09

	Surgical approach
	
	
	0.83
	
	
	

	
	TTE*
	Ref
	
	
	Ref
	
	

	
	THE
	1.0
	0.8-1.4
	
	
	
	

	Year of diagnosis
	
	
	0.83
	
	
	

	
	2009*
	
	
	
	
	
	

	
	2010
	1.5
	0.7-3.1
	0.32
	
	
	

	
	2011
	1.9
	0.9-3.9
	0.09
	
	
	

	
	2012
	1.4
	0.7-3.0
	0.35
	
	
	

	
	2013
	1.8
	0.9-3.8
	0.11
	
	
	

	
	2014
	1.6
	0.8-3.4
	0.17
	
	
	

	
	2015
	1.6
	0.8-3.3
	0.20
	
	
	

	
	2016
	1.5
	0.8-3.2
	0.24
	
	
	

	
	2017
	1.8
	0.9-3.7
	0.13
	
	
	

	Lymph node yield
	
	
	0.92
	
	
	

	
	No. <15
	Ref.
	
	
	
	
	

	
	No. ≥15
	1.0
	0.8-1.3
	
	
	
	

	Interval to surgery (weeks)
	
	
	0.89
	
	
	

	
	0-5
	0.7
	0.4-1.4
	0.33
	
	
	

	
	6-7 
	0.9
	0.6-1.5
	0.77
	
	
	

	
	8-9*
	Ref
	
	
	
	
	

	
	10-12
	1.0
	1.0-1.4
	0.86
	
	
	

	
	13-14
	1.1
	0.7-1.9
	0.62
	
	
	

	
	> 15 
	0.9
	0.5-1.5
	0.65
	
	
	

	1 Variables were omitted in overall multivariable analysis in following order: location of tumor, gender, age and lymph node yield
2 Variables were omitted in multivariable analysis of adenocarcinoma in following order: year of diagnosis, age
3 Variables were omitted in multivariable analysis of in squamous cell carcinoma in following order: gender and cT-category
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	Supplementary table 2. Univariate cox regression: prognostic relevance of ypT- and ypN category.

	
	All patients

	Adenocarcinoma

	Squamous cell carcinoma


	yp-Category
	N
	5y-OS
	HR (95% CI)*
	
	N
	5y-OS
	HR (95% CI)*
	
	N
	5y-OS
	HR (95% CI)*
	

	ypT0
	1390
	60%
	1 (ref)
	
	850
	58%
	1 (ref)
	
	524
	64%
	1 (ref)
	

	ypT1
	815
	51%
	1.3 (1.1-1.5)
	
	708
	53%
	1.2 (1.0-1.4)
	
	105
	46%
	1.3 (1.0-1.9)
	

	ypT2
	943
	43%
	1.6 (1.4-1.8)
	
	770
	44%
	1.5 (1.3-1.7)
	
	171
	37%
	2.0 (1.6-2.6)
	

	ypT3
	1748
	28%
	2.4 (2.2-2.6)
	
	1522
	27%
	2.3 (2.1-2.7)
	
	217
	32%
	2.3 (1.9-2.9)
	

	ypT4
	25
	0%
	7.7 (5.1 -11.5)
	
	19
	0%
	7.3 (4.5-11.7)
	
	6
	0%
	8.8 (3.9-19.9)
	

	 
	
	
	

	ypN0
	3164
	54%
	1 (ref)
	 
	2393
	53%
	1 (ref)
	
	748
	56%
	1 (ref)
	

	ypN1 (1-2 pos)
	1049
	32%
	1.9 (1.7-2.1)
	
	833
	30%
	2.1 (1.8-2.3)
	
	213
	41%
	1.4 (1.1-1.8)
	

	ypN2 (3-6 pos)
	527
	17%
	3.0 (2.6-3.3)
	
	473
	17%
	3.0 (2.7-3.4)
	
	52
	16%
	3.0 (2.1-4.1)
	

	ypN3 (>6 pos)
	204
	6%
	4.7 (4.0-5.5)
	
	190
	5%
	4.9 (4.1-5.7)
	
	13
	0%
	4.5 (2.5-8.0)
	

	
	
	
	

	ypT0N0 (pCR)
	1138
	62%
	1 (ref)
	
	739
	61%
	1 (ref)
	
	430
	65%
	1 (ref)
	

	ypT+N0
	1980
	49%
	1.4 (1.3-1.6)
	
	1654
	50%
	1.3 (1.1-1.5)
	
	318
	43%
	1.9 (1.5-2.3)
	

	ypT0N+
	206
	47%
	1.7 (1.3-2.1)
	
	111
	40%
	1.9 (1.4-2.5)
	
	94
	57%
	1.5 (1.0-2.1)
	

	ypT+N+
	1574
	22%
	3.2 (2.8-3.6)
	
	1385
	22%
	3.2 (2.7-3.7)
	
	1026
	24%
	2.9 (2.2-3.7)
	

	Abbreviations: CI, confidence interval; OR, odds ratio; HR, Hazard ratio; OS, overall survival; pCR, pathological complete response
* over entire follow-up time










	Supplementary table 3. Prognostic significance of ypT- and ypN-category in multivariable analysis.

	ypTN category‡
	N=
	HR*
	95 % CI

	
	
	
	
	Lower
	Upper

	ypT0N0 (pCR)
	803
	1 (REF)
	
	

	ypT1N0
	497
	1.1
	0.9
	1.3

	ypT2N0
	513
	1.3
	1.1
	1.5

	ypT0N1
	121
	1.4
	1.1
	1.9

	ypT3N0
	615
	1.7
	1.5
	2.0

	ypT1N1
	141
	2.0
	1.5
	2.6

	ypT2N1
	171
	2.5
	2.0
	3.1

	ypT0N2
	21
	2.7
	1.5
	4.7

	ypT3N1
	423
	2.9
	2.4
	3.4

	ypT1N2
	34
	3.6
	2.4
	5.6

	ypT3N2
	321
	3.6
	3.0
	4.4

	ypT2N2
	78
	3.7
	2.8
	4.9

	ypT3N3
	145
	5.6
	4.4
	7.1

	ypT2N3
	19
	8.8
	5.3
	14.4

	* Adjusted for age, cT, cN, differentiation grade, lymph node yield, type of resection and surgical margins.
‡ only categories with >10 cases in analysis are shown.

















	Supplementary table 4. Factors associated with survival in multivariable Cox regression analysis.

	
	Overall

	Variable
	HR
	95% CI
	P-value

	Surgical margins (R1 vs R0)
	2.1
	1.8-2.7
	<0.001

	Differentiation grade (undifferentiated vs. well)
	2.0
	1.3-3.1
	0.003

	Differentiation grade (poor vs. well)
	1.7
	1.3-2.4
	<0.001

	Differentiation grade (moderate vs. well)
	1.4
	1.0-1.9
	0.061

	cN category (cN+ vs. cN0)
	1.3
	1.2-1.5
	<0.001

	cT category (cT3-4 vs. cT1-2)
	1.2
	1.1-1.4
	0.002

	Age (per 10 years)
	1.2
	1.1-1.2
	<0.001

	Lymph node yield (per node)
	1.0
	0.9-1.0
	0.002

	Surgical approach (THE vs. TTE)
	0.8
	0.8-0.9
	0.004

	Pathological tumor response (pCR vs. Non-pCR)
	0.5
	0.5-0.6
	<0.001

	Abbreviations: CI, confidence interval; HR, Hazard ratio; pCR, pathological complete response; THE, transhiatal esophagectomy; TTE, transthoracic esophagectomy



