Supplementary 1: Baseline characteristics summarized by co-mutation burden.
	Variable
	Category
	≤1 mutation (n=55, 29.3%)
	≥2 mutations (n=133, 70.7%)
	p-value

	Age
	<75
	46 (83.6)
	108 (81.2)
	0.517

	
	≥75
	8 (14.5)
	25 (18.8)
	

	
	Missing
	1 (1.8)
	0 (0.0)
	

	Sex
	Female
	23 (41.8)
	56 (42.1)
	0.951

	
	Male
	31 (56.4)
	77 (57.9)
	

	
	Missing
	1 (1.8)
	0 (0.0)
	

	Pathological stage
	I/II
	45 (81.8)
	103 (77.4)
	0.561

	
	III
	10 (18.2)
	29 (21.8)
	

	
	Unknown
	0 (0.0)
	1 (0.8)
	

	Pathological grade
	Well-Moderate
	10 (18.2)
	26 (19.5)
	0.907

	
	Poor
	37 (67.3)
	101 (75.9)
	

	
	Unknown
	8 (14.5)
	6 (4.5)
	

	Margin status
	R0
	46 (83.6)
	106 (79.7)
	0.661

	
	R1
	9 (16.4)
	25 (18.8)
	

	
	Missing
	0 (0.0)
	2 (1.5)
	

	Receipt of neoadjuvant chemotherapy
	Not Administered
	12 (21.8)
	19 (14.3)
	0.206

	
	Administered
	43 (78.2)
	114 (85.7)
	

	Receipt of neoadjuvant radiation
	Not Administered
	45 (81.8)
	109 (82.0)
	0.982

	
	Administered
	10 (18.2)
	24 (18.0)
	



Supplementary 2: Association of co-mutation burden with OS, TTR, and PR.
	Outcome
	Category
	Univariable HR (95% CI)

	Overall Survival (reference: ≤1 mutation)
	≥2 mutations
	1.40 (0.89–2.22)

	Time to Recurrence (reference: ≤1 mutation)
	≥2 mutations
	1.39 (0.94–2.05)

	Pathologic Response (reference: ≤1 mutation)
	≥2 mutations
	1.24 (0.44–3.52)


HR: Hazards ratio. CI: Confidence interval.

Supplementary 3: Associations of driver mutation status with pathological variables after resection for PDAC.
KRAS
	Variable
	Level
	Mutation (n=159, 84.6%)
	Wildtype (n=29, 15.4%)
	p-value

	Lymphovascular invasion
	Absent
	91 (57.2%)
	17 (58.6%)
	0.560

	
	Present
	56 (35.2%)
	8 (27.6%)
	

	
	Unknown
	12 (7.5%)
	4 (13.8%)
	

	Pathological stage
	I/II
	126 (79.2%)
	22 (75.9%)
	0.636

	
	III
	32 (20.1%)
	7 (24.1%)
	

	
	Unknown
	1 (0.6%)
	0 (0.0%)
	

	Margin status
	R0
	125 (78.6%)
	27 (93.1%)
	0.084

	
	R1
	32 (20.1%)
	2 (6.9%)
	

	
	Unknown
	2 (1.3%)
	0 (0.0%)
	

	Perineural invasion
	Absent
	32 (20.1%)
	9 (31.0%)
	0.140

	
	Present
	124 (78.0%)
	18 (62.1%)
	

	
	Unknown
	3 (1.9%)
	2 (6.9%)
	

	Pathological grade
	Well-Moderate
	119 (74.8%)
	18 (62.1%)
	0.574

	
	Poor
	32 (20.1%)
	3 (10.3%)
	

	
	Unknown
	8 (5.0%)
	8 (27.6%)
	



TP53
	Variable
	Level
	Mutation (n=116, 61.7%)
	Wildtype (n=72, 38.3%)
	p-value

	Lymphovascular invasion
	Absent
	66 (56.9%)
	42 (58.3%)
	0.699

	
	Present
	41 (35.3%)
	23 (31.9%)
	

	
	Unknown
	9 (7.8%)
	7 (9.7%)
	

	Pathological stage
	I/II
	90 (77.6%)
	58 (80.6%)
	0.707

	
	III
	25 (21.6%)
	14 (19.4%)
	

	
	Unknown
	1 (0.9%)
	0 (0.0%)
	

	Margin status
	R0
	89 (76.7%)
	63 (87.5%)
	0.105

	
	R1
	25 (21.6%)
	9 (12.5%)
	

	
	Unknown
	2 (1.7%)
	0 (0.0%)
	

	Perineural invasion
	Absent
	22 (19.0%)
	19 (26.4%)
	0.261

	
	Present
	90 (77.6%)
	52 (72.2%)
	

	
	Unknown
	4 (3.4%)
	1 (1.4%)
	

	Pathological grade
	Well-Moderate
	83 (71.6%)
	54 (75.0%)
	0.133

	
	Poor
	26 (22.4%)
	9 (12.5%)
	

	
	Unknown
	7 (6.0%)
	9 (12.5%)
	



CDKN2A
	Variable
	Level
	Mutation (n=62, 33.0%)
	Wildtype (n=126, 67.0%)
	p-value

	Lymphovascular invasion
	Absent
	31 (50.0%)
	77 (61.1%)
	0.436

	
	Present
	22 (35.5%)
	42 (33.3%)
	

	
	Unknown
	9 (14.5%)
	7 (5.6%)
	

	Pathological stage
	I/II
	46 (74.2%)
	102 (81.0%)
	0.382

	
	III
	15 (24.2%)
	24 (19.0%)
	

	
	Unknown
	1 (1.6%)
	0 (0.0%)
	

	Margin status
	R0
	53 (85.5%)
	99 (78.6%)
	0.203

	
	R1
	8 (12.9%)
	26 (20.6%)
	

	
	Unknown
	1 (1.6%)
	1 (0.8%)
	

	Perineural invasion
	Absent
	15 (24.2%)
	26 (20.6%)
	0.556

	
	Present
	45 (72.6%)
	97 (77.0%)
	

	
	Unknown
	2 (3.2%)
	3 (2.4%)
	

	Pathological grade
	Well-Moderate
	45 (72.6%)
	92 (73.0%)
	0.873

	
	Poor
	11 (17.7%)
	24 (19.0%)
	

	
	Unknown
	6 (9.7%)
	10 (7.9%)
	



SMAD4
	Variable
	Level
	Mutation (n=34, 18.1%)
	Wildtype (n=154, 81.9%)
	p-value

	Lymphovascular invasion
	Absent
	18 (52.9%)
	90 (58.4%)
	0.728

	
	Present
	12 (35.3%)
	52 (33.8%)
	

	
	Unknown
	4 (11.8%)
	12 (7.8%)
	

	Pathological stage
	I/II
	27 (79.4%)
	121 (78.6%)
	0.966

	
	III
	7 (20.6%)
	32 (20.8%)
	

	
	Unknown
	0 (0.0%)
	1 (0.6%)
	

	Margin status
	R0
	26 (76.5%)
	126 (81.8%)
	0.381

	
	R1
	8 (23.5%)
	26 (16.9%)
	

	
	Unknown
	0 (0.0%)
	2 (1.3%)
	

	Perineural invasion
	Absent
	6 (17.6%)
	35 (22.7%)
	0.461

	
	Present
	28 (82.4%)
	114 (74.0%)
	

	
	Unknown
	0 (0.0%)
	5 (3.2%)
	

	Pathological grade
	Well-Moderate
	26 (76.5%)
	111 (72.1%)
	0.803

	
	Poor
	6 (17.6%)
	29 (18.8%)
	

	
	Unknown
	2 (5.9%)
	14 (9.1%)
	



Supplementary 4: Associations of driver mutation status with baseline CA 19-9 levels ≥2,000 U/ml versus below adjusting for total bilirubin.
	Variable
	Category
	Univariable OR (95% CI)

	TP53 (reference: Wildtype)
	Present
	3.18 (1.14-8.91)

	KRAS (reference: Wildtype)
	Present
	5.32 (0.69-40.94)

	SMAD4 (reference: Wildtype)
	Present
	1.73 (0.66-4.53)

	CDKN2A (reference: Wildtype)
	Present
	1.53 (0.65-3.60)

	BRCA2 (reference: Wildtype)
	Present
	1.19 (0.13-10.63)


          Bold indicates statistical significance.

Supplementary 5: Associations of driver mutation status with pathological response after neoadjuvant treatment for PDAC.
	Variable
	Category
	Univariable OR (95% CI)
	Multivariable OR (95% CI)

	TP53 (reference: Wildtype)
	Present
	1.27 (0.48–3.38)
	

	KRAS (reference: Wildtype)
	Present
	3.26 (1.09–9.79)
	4.45 (1.26–15.65)

	SMAD4 (reference: Wildtype)
	Present
	1.41 (0.38–5.20)
	

	CDKN2A (reference: Wildtype)
	Present
	0.66 (0.25–1.77)
	

	BRCA2 (reference: Wildtype)
	Present
	0.58 (0.06–5.45)
	


Bold indicates statistical significance.



