Table S1. Univariate and multivariate analysis of prognostic factors for overall survival in the training and the validation cohort
	 
	 
	Training cohort

	 
	 
	Univariate
	Multivariate

	Covariates
	Value
	HR
	95,0% CI
	p-value
	HR
	95,0% CI
	p-value

	Age
	≥65 vs. < 65 years
	0.81
	0.57
	- 
	1.17
	0.262
	0.93
	0.62
	- 
	1.40
	0.728

	Sex
	Male vs. female
	1.18
	0.82
	- 
	1.70
	0.361
	1.07
	0.73
	- 
	1.56
	0.742

	Centre
	LTHT vs. MYHT
	0.75
	0.52
	- 
	1.10
	0.147
	0.90
	0.59
	- 
	1.37
	0.618

	PS ECOG
	1-2 vs. 0
	1.01
	0.71
	- 
	1.44
	0.945
	1.05
	0.71
	- 
	1.54
	0.821

	Stage
	Metastatic vs. locally advanced
	1.77
	1.24
	- 
	2.53
	0.002
	1.62
	1.12
	- 
	2.36
	0.011

	Primary
	Head of pancreas vs. other
	0.81
	0.56
	-
	1.17
	0.258
	0.92
	0.61
	-
	1.39
	0.703

	CA 19-9
	Increasing*
	1,12
	1,04
	-
	1,21
	0,005
	1.09
	1.01
	-
	1.18
	0.023

	NLR
	Increasing*
	1,95
	1,48
	- 
	2,57
	<0.001
	1.86
	1.40
	- 
	2.47
	<0.001

	MLR
	Increasing*
	2,17
	1,49
	- 
	3,16
	<0.001
	2.02
	1.37
	- 
	2.98
	<0.001

	SIRI
	Increasing*
	1,82
	1,45
	- 
	2,29
	<0.001
	1.72
	1.35
	- 
	2.18
	<0.001

	PLR
	Increasing*
	2,03
	1,35
	- 
	3,05
	0,001
	1.89
	1.23
	- 
	2.89
	0.004

	PNI
	Increasing*
	0,16
	0,05
	- 
	0,58
	0,005
	0.31
	0.08
	- 
	1.27
	0.102

	 
	 
	Validation cohort

	 
	 
	Univariate
	Multivariate

	Covariates
	Value
	HR
	95.0% CI
	p-value
	HR
	95.0% CI
	p-value

	Age
	≥65 vs. < 65 years
	0.94
	0.51
	- 
	1.75
	0.848
	0.89
	0.45
	- 
	1.75
	0.728

	Sex
	Male vs. female
	1.10
	0.66
	- 
	1.84
	0.721
	1.02
	0.59
	- 
	1.76
	0.938

	PS ECOG
	1-2 vs. 0
	0.67
	0.36
	- 
	1.26
	0.218
	0.67
	0.36
	- 
	1.27
	0.220

	Stage
	Metastatic vs. locally advanced
	1.24
	0.76
	- 
	2.02
	0.380
	1.24
	0.74
	- 
	2.09
	0.415

	Primary
	Head of pancreas vs. other
	0.88
	0.54
	-
	1.44
	0.616
	0.91
	0.55
	-
	1.53
	0.733

	CA 19-9
	Increasing*
	1.01
	0.92
	-
	1.12
	0.820
	0.89
	0.45
	-
	1.75
	0.728

	NLR
	Increasing*
	1.52
	0.94
	- 
	2.46
	0.087
	1.53
	0.91
	- 
	2.59
	0.110

	MLR
	Increasing*
	1.80
	1.08
	- 
	2.98
	0.024
	1.80
	1.08
	- 
	2.98
	0.024

	SIRI
	Increasing*
	1.45
	1.04
	- 
	2.02
	0.027
	1.45
	1.04
	- 
	2.02
	0.027

	PLR
	Increasing*
	1.57
	0.87
	- 
	2.85
	0.135
	1.63
	0.83
	- 
	3.19
	0.156

	PNI
	Increasing*
	1.08
	0.07
	- 
	16.37
	0.957
	2.44
	0.09
	- 
	69.55
	0.601


LTHT. Leeds Teaching Hospitals Trust; MYHT. Mid-Yorkshire Hospitals Trust; MLR. monocyte-to-lymphocyte ratio; NLR. neutrophil-to-lymphocyte ratio; PLR. platelet-to-lymphocyte ratio; SIRI. systemic inflammatory response index; PNI. prognostic nutritional index
*Increasing values of natural logarithm (ln) of the covariate


Table S2. Association of response with SIRI levels 

	Response to treatment
	SIRI

	
	≤ 2.35
	> 2.35

	Response
	N
	41
	16

	
	%
	30.4%
	22.9%

	Stable disease
	N
	55
	13

	
	%
	40.7%
	18.6%

	Progressive disease
	N
	26
	23

	
	%
	19.3%
	32.8%

	Clinical deterioration
	N
	13
	18

	
	%
	9.6%
	25.7%

	Total
	N
	135
	70

	
	%
	100.0%
	100.0%
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Figure S1. Youden index for different SIRI levels in the training cohort.
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Figure S2. Prognostic significance of SIRI > 2.35 vs. ≤ 2.35 in patients with locally advanced (a) and metastatic (b) disease.
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Figure S3. Prognostic significance of SIRI > 2.35 vs. ≤ 2.35 in patients with who experienced disease control vs. disease progression with chemotherapy. 
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