Supplementary Table 1. Baseline patient characteristics according to the pattern of disease progression.
	
Characteristic
	Locoregional progression 
(N = 177)
	Distant metastasis 
(N = 145)
	P value

	Age (years)
	61 (56–68)
	63 (56–69)
	0.713

	Sex
	
	
	0.126

	Female
	87 (49.2%)
	58 (40.0%)
	

	Male
	90 (50.8%)
	87 (60.0%)
	

	ECOG performance status
	
	
	0.896

	0
	30 (18.1%)
	28 (20.1%)
	

	1
	127 (76.5%)
	104 (74.8%)
	

	2
	9 (5.4%)
	7 (5.0%)
	

	Not available
	11
	6
	

	Resectability
	
	
	0.506

	Borderline resectable
	71 (40.1%)
	52 (35.9%)
	

	Locally advanced
	106 (59.9%)
	93 (64.1%)
	

	Major vascular involvement*
	
	
	1.000

	No
	1 (0.6%)
	1 (0.7%)
	

	Yes
	176 (99.4%)
	144 (99.3%)
	

	PV-SMV involvement
	
	
	1.000

	No
	32 (18.1%)
	26 (17.9%)
	

	Yes
	145 (81.9%)
	119 (82.1%)
	

	SMA involvement
	
	
	0.947

	No
	86 (48.6%)
	69 (47.6%)
	

	Yes
	91 (51.4%)
	76 (52.4%)
	

	CA involvement
	
	
	0.364

	No
	116 (65.5%)
	87 (60.0%)
	

	Yes
	61 (34.5%)
	58 (40.0%)
	

	CHA involvement
	
	
	0.735

	No
	113 (63.8%)
	89 (61.4%)
	

	Yes
	64 (36.2%)
	56 (38.6%)
	

	Location
	
	
	0.128

	Head
	122 (68.9%)
	88 (60.7%)
	

	Body
	48 (27.1%)
	45 (31.0%)
	

	Tail
	6 (3.4%)
	7 (4.8%)
	

	Multicentric
	0 (0.0%)
	4 (2.8%)
	

	Size (cm)
	3.4 (2.5–4.0)
	3.3 (2.6–4.2)
	0.832

	Regional lymph node metastasis
	
	
	0.533

	No
	48 (27.1%)
	34 (23.4%)
	

	Yes
	129 (72.9%)
	111 (76.6%)
	

	Number of cycles of mFOLFIRINOX
	9.0 (5.0–14.0)
	9.0 (4.0–15.0)
	0.876

	Best response to mFOLFIRINOX
	
	
	0.304

	Complete response
	0 (0.0%)
	0 (0.0%)
	

	Partial response
	16 (9.0%)
	18 (12.4%)
	

	Stable disease
	136 (76.8%)
	101 (69.7%)
	

	Progressive disease
	23 (13.0%)
	25 (17.2%)
	

	Could not be evaluated
	2
	1
	

	Baseline CA 19-9 level
	
	
	0.704

	Normal
	41 (23.6%)
	37 (26.1%)
	

	Elevated
	133 (76.4%)
	105 (73.9%)
	

	Not available
	3
	3
	


Data are presented as medians (IQRs) or numbers (%). 
* Major vascular involvement was defined as involvement in any one of the portal vein, superior mesenteric vein, superior mesenteric artery, celiac artery, or common hepatic artery.
Abbreviations: ECOG, Eastern Cooperative Oncology Group; PV, portal vein; SMV, superior mesenteric vein; SMA, superior mesenteric artery; CA, celiac artery; CHA, common hepatic artery.



Supplementary Table 2. Prognostic factor analysis for post-progression survival in the locoregional progression group.
	Variables
	
	Univariate analysis
	Multivariate analysis

	
	
	HR
	95% CI
	P 
	HR
	95% CI
	P

	Age
	≥65 versus <65 years
	1.34
	0.96–1.87
	0.082
	1.30
	0.93–1.90
	0.126

	Sex
	Male versus female
	1.11
	0.81–1.54
	0.511
	
	
	

	ECOG performance status
	≥2 versus <2
	1.72
	0.87–3.41
	0.120
	1.60
	0.78–3.20
	0.198

	Resectability
	LAPC versus BRPC
	0.86
	0.62–1.19
	0.356
	
	
	

	Tumor size 
	≥3.5 versus <3.5 cm (median)
	1.07
	0.78–1.47
	0.684
	
	
	

	Regional lymph node 
metastasis
	Yes versus no
	1.16
	0.80–1.67
	0.440
	
	
	

	Number of cycles of mFOLFIRINOX
	≥9 versus <9 (median)
	0.99
	0.71–1.37
	0.943
	
	
	

	Best response to mFOLFIRINOX
	SD or PD versus PR
	0.90
	0.51–1.60
	0.717
	
	
	

	Baseline CA 19-9 level
	Elevated versus normal
	1.34
	0.90–2.00
	0.146
	1.30
	0.89–2.00
	0.167

	Second-line therapy
	Chemoradiation/radiotherapy
versus systemic chemotherapy
	1.05
	0.76–1.45
	0.785
	1.00
	0.71–1.40
	0.969


Abbreviations: ECOG, Eastern Cooperative Oncology Group; SD, stable disease; PD, progressive disease; PR, partial response.



Supplementary Table 3. Baseline patient characteristics according to the second-line therapy in the locoregional progression group.
	
Characteristic
	Chemoradiation/radiotherapy 
(N = 68)
	Systemic chemotherapy
(N = 94)
	P value

	Age (years)
	61.5 (55–67.5)
	61.5 (56–68)
	0.947

	Sex
	
	
	0.633

	Female
	36 (52.9%)
	45 (47.9%)
	

	Male
	32 (47.1%)
	49 (52.1%)
	

	ECOG performance status
	
	
	0.292

	0
	12 (18.5%)
	14 (16.3%)
	

	1
	47 (72.3%)
	69 (80.2%)
	

	2
	6 (9.2%)
	3 (3.5%)
	

	Not available
	3
	8
	

	Resectability
	
	
	0.326

	Borderline resectable
	25 (36.8%)
	43 (45.7%)
	

	Locally advanced
	43 (63.2%)
	51 (54.3%)
	

	Major vascular involvement*
	
	
	1.000

	No
	0 (0.0%)
	1 (1.1%)
	

	Yes
	68 (100.0%)
	93 (98.9%)
	

	PV-SMV involvement
	
	
	0.722

	No
	10 (14.7%)
	17 (18.1%)
	

	Yes
	58 (85.3%)
	77 (81.9%)
	

	SMA involvement
	
	
	0.028

	No
	27 (39.7%)
	55 (58.5%)
	

	Yes
	41 (60.3%)
	39 (41.5%)
	

	CA involvement
	
	
	0.635

	No
	46 (67.6%)
	59 (62.8%)
	

	Yes
	22 (32.4%)
	35 (37.2%)
	

	CHA involvement
	
	
	0.366

	No
	40 (58.8%)
	63 (67.0%)
	

	Yes
	28 (41.2%)
	31 (33.0%)
	

	Location
	
	
	1.000

	Head
	46 (67.6%)
	63 (67.0%)
	

	Body
	20 (29.4%)
	27 (28.7%)
	

	Tail
	2 (2.9%)
	3 (3.2%)
	

	Multicentric
	0 (0.0%)
	0 (0.0%)
	

	Size (cm)
	3.0 (2.5–4.0)
	3.8 (2.5–4.2)
	0.055

	Regional lymph node metastasis
	
	
	0.622

	No
	17 (25.0%)
	28 (29.8%)
	

	Yes
	51 (75.0%)
	66 (70.2%)
	

	Number of cycles of mFOLFIRINOX
	10.5 (5.0–15.0)
	8.0 (4.0–14.0)
	0.132

	Best response to mFOLFIRINOX
	
	
	0.068

	Complete response
	0 (0.0%)
	0 (0.0%)
	

	Partial response
	6 (8.9%)
	8 (8.5%)
	

	Stable disease
	58 (85.3%)
	68 (72.3%)
	

	Progressive disease
	4 (5.9%)
	17 (18.1%)
	

	Could not be evaluated
	0
	1
	

	Baseline CA 19-9 level
	
	
	1.000

	Normal
	15 (22.4%)
	20 (21.7%)
	

	Elevated
	52 (77.6%)
	72 (78.3%)
	

	Not available
	1
	2
	


Data are presented as medians (IQRs) or numbers (%). 
* Major vascular involvement was defined as involvement in any one of the portal vein, superior mesenteric vein, superior mesenteric artery, celiac artery, or common hepatic artery.
Abbreviations: ECOG, Eastern Cooperative Oncology Group; PV, portal vein; SMV, superior mesenteric vein; SMA, superior mesenteric artery; CA, celiac artery; CHA, common hepatic artery.



Supplementary Table 4. Baseline patient characteristics according to the second-line systemic chemotherapy regimens following progression on mFOLFIRINOX.
	
Characteristic
	Gemcitabine + nab-paclitaxel 
(N = 169)
	Gemcitabine
(N = 26)
	P value

	Age (years)
	61 (56–68)
	60 (51–69)
	0.569

	Sex
	
	
	0.383

	Female
	71 (42.0%)
	8 (30.8%)
	

	Male
	98 (58.0%)
	18 (69.2%)
	

	ECOG performance status
	
	
	1.000

	0
	30 (18.8%)
	4 (18.2%)
	

	1
	123 (76.9%)
	17 (77.3%)
	

	2
	7 (4.4%)
	1 (4.5%)
	

	Not available
	9
	4
	

	Resectability
	
	
	0.175

	Borderline resectable
	73 (43.2%)
	7 (26.9%)
	

	Locally advanced
	96 (56.8%)
	19 (73.1%)
	

	Major vascular involvement*
	
	
	1.000

	No
	2 (1.2%)
	0 (0.0%)
	

	Yes
	167 (98.8%)
	26 (100.0%)
	

	PV-SMV involvement
	
	
	0.411

	No
	28 (16.6%)
	6 (23.1%)
	

	Yes
	141 (83.4%)
	20 (76.9%)
	

	SMA involvement
	
	
	0.065

	No
	95 (56.2%)
	9 (34.6%)
	

	Yes
	74 (43.8%)
	17 (65.4%)
	

	CA involvement
	
	
	0.591

	No
	104 (61.5%)
	18 (69.2%)
	

	Yes
	65 (38.5%)
	8 (30.8%)
	

	CHA involvement
	
	
	0.184

	No
	111 (65.7%)
	13 (50.0%)
	

	Yes
	58 (34.3%)
	13 (50.0%)
	

	Location
	
	
	0.591

	Head
	109 (64.5%)
	17 (65.4%)
	

	Body
	50 (29.6%)
	7 (26.9%)
	

	Tail
	7 (4.1%)
	1 (3.8%)
	

	Multicentric
	1 (0.6%)
	1 (3.8%)
	

	Lymphadenopathy
	2 (1.2%)
	0 (0.0%)
	

	Size (cm)
	3.4 (2.5–4.1)
	4.0 (2.7–4.2)
	0.143

	Regional lymph node metastasis
	
	
	1.000

	No
	43 (25.4%)
	7 (26.9%)
	

	Yes
	126 (74.6%)
	19 (73.1%)
	

	Number of cycles of mFOLFIRINOX
	9.0 (5.0–15.0)
	7.0 (3.0–13.0)
	0.107

	Best response to mFOLFIRINOX
	
	
	0.885

	Complete response
	0 (0.0%)
	0 (0.0%)
	

	Partial response
	16 (9.5%)
	3 (11.5%)
	

	Stable disease
	120 (71.0%)
	17 (65.4%)
	

	Progressive disease
	33 (19.5%)
	5 (19.2%)
	

	Could not be evaluated
	0
	1
	

	Baseline CA 19-9 level
	
	
	0.242

	Normal
	38 (22.9%)
	9 (36.0%)
	

	Elevated
	128 (77.1%)
	16 (64.0%)
	

	Not available
	3
	1
	

	Progression pattern
	
	
	1.000

	Locoregional progression
	77 (45.6%)
	12 (46.2%)
	

	Distant metastasis
	92 (54.4%)
	14 (53.8%)
	


Data are presented as medians (IQRs) or numbers (%). 
* Major vascular involvement was defined as involvement in any one of the portal vein, superior mesenteric vein, superior mesenteric artery, celiac artery, or common hepatic artery.
Abbreviations: ECOG, Eastern Cooperative Oncology Group; PV, portal vein; SMV, superior mesenteric vein; SMA, superior mesenteric artery; CA, celiac artery; CHA, common hepatic artery.


Supplementary Table 5. Best responses to second-line systemic chemotherapy following progression on mFOLFIRINOX.
	
Variable
	Gemcitabine + nab-paclitaxel
(N = 169)
	Gemcitabine
(N = 26)
	
P value

	Best response
	
	
	0.014

	Complete response
	0 (0%)
	0 (0%)
	

	Partial response
	13 (7.7%)
	1 (3.8%)
	

	Stable disease
	104 (61.5%)
	10 (38.5%)
	

	Progressive disease
	33 (19.5%)
	12 (46.2%)
	

	Could not be evaluated
	19
	3
	

	Objective response rate
	13 (7.7%)
	1 (3.8%)
	0.697

	Disease control rate
	117 (69.2%)
	11 (42.3%)
	0.005


Data are presented as numbers (%).
