
Supplementary Table 1. Frequency of positive urinary trypsinogen-2 or elevated serum amylase

	
	Total cohort
(n = 337)

	Diagnostic value*
	

	  UT2-positive prior to the ERCP
	96 (28.5%)

	  UT2-positive immediately after the ERCP
	123 (36.5%)

	  UT2-positive 1 hour after the ERCP
	129 (38.3%)

	  UT2-positive 3 hours after the ERCP
	128 (38.0%)

	  Serum amylase levels 3 hours after the ERCP > 3x URL
	40 (11.9%)

	  Serum amylase levels the day after the ERCP > 3x URL
	61 (18.1%)



* Data are expressed as numbers (percentages).
[bookmark: _Hlk174953272]ERCP, endoscopic retrograde cholangiopancreatography; URL, upper reference limit; UT2, urinary trypsinogen-2.


Supplementary Table 2. The incidence of early adverse events in patients with negative or positive urinary trypsinogen-2 prior to the endoscopic retrograde cholangiopancreatography

	
	UT2-negative prior to the ERCP
(n = 241)
	UT2-positive prior to the ERCP
(n = 96)
	P value

	Adverse event*
	
	
	

	  Overall
	29 (12.0%)
	21 (21.9%)
	0.06

	  Pancreatitis
	24 (10.0%)
	10 (10.4%)
	0.99

	    mild/moderate/severe
	20/3/1 (8.3%/1.2%/0.4%)
	9/1/0 (9.3%/1.0%/0%)
	

	  Cholangitis
	2 (0.8%)
	6 (6.2%)
	<0.01

	  Cholecystitis
	2 (0.8%)
	0
	0.99

	  Bleeding
	0
	2 (2.1%)
	0.08

	  Aspiration pneumonia
	0
	1 (1.0%)
	0.29

	  Bile duct injury
	0
	1 (1.0%)
	0.29

	  Inadequate drainage
	0
	1 (1.0%)
	0.29

	  Fluid overload
	1 (0.4%)
	0
	0.99



* Data are expressed as numbers (percentages).
ERCP, endoscopic retrograde cholangiopancreatography; UT2, urinary trypsinogen-2.



Supplementary Table 3. Frequency of positive urinary trypsinogen-2 or elevated serum amylase tests in patients with negative or positive urinary trypsinogen-2 prior to the endoscopic retrograde cholangiopancreatography.

	
	UT2-negative prior to the ERCP
(n = 241)
	UT2-positive prior to the ERCP
(n = 96)
	P value

	Diagnostic value*
	
	
	

	  UT2-positive immediately after the ERCP
	33 (13.7%)
	90 (93.8%)
	<0.01

	  UT2-positive 1 hour after the ERCP
	41 (17.0%)
	88 (91.7%)
	<0.01

	  UT2-positive 3 hours after the ERCP
	41 (17.0%)
	87 (90.6%)
	<0.01

	  Serum amylase levels 3 hours after the ERCP > 3x URL
	31 (12.9%)
	9 (9.4%)
	0.46

	  Serum amylase levels the day after the ERCP > 3x URL
	44 (18.3%)
	17 (17.7%)
	0.99



* Data are expressed as numbers (percentages).
ERCP, endoscopic retrograde cholangiopancreatography; URL, upper reference limit; UT2, urinary trypsinogen-2


Supplementary Table 4. Univariable and multivariable logistic regression analyses for factors associated with urinary trypsinogen-2 positivity prior to endoscopic retrograde cholangiopancreatography.

	
	OR (95% CI)

	
	Univariable
	P value
	Multivariable*
	P value

	Age ≥75 years
	3.24 (2.08–5.69)
	<0.01
	3.14 (1.83–5.40)
	<0.01

	Male
	0.74 (0.45–1.19)
	0.21
	
	

	Body mass index ≥25 kg/m2
	0.87 (0.49–1.53)
	0.62
	
	

	Indication for ERCP
	
	
	
	

	  Bile duct stone
	1 (reference)
	
	1 (reference)
	

	  Malignant biliary obstruction
	
	
	
	

	    Pancreatic cancer
	1.60 (0.79–3.24)
	0.19
	2.34 (1.09–5.04)
	0.03

	    Non-pancreatic cancer
	0.79 (0.41–1.52)
	0.48
	0.94 (0.47–1.87)
	0.86

	  Benign biliary stricture
	0.45 (0.12–1.65)
	0.23
	0.81 (0.20–3.24)
	0.77

	  Pancreatic duct
	0.30 (0.14–0.63)
	<0.01
	0.52 (0.23–1.20)
	0.13

	  Others
	NE
	NE
	NE
	NE

	Naïve papilla
	1.23 (0.63–2.43)
	0.55
	
	

	History of acute pancreatitis
	0.79 (0.37–1.68)
	0.54
	
	

	Chronic pancreatitis
	0.22 (0.07–0.73)
	0.01
	0.60 (0.15–2.34)
	0.46

	History of PEP
	1.25 (0.11–14.0)
	0.86
	
	

	Periampullary diverticulum
	0.85 (0.45–1.62)
	0.63
	
	

	Surgical altered anatomy
	1.75 (0.76–4.05)
	0.19
	1.49 (0.61–3.69)
	0.38



* Data are expressed as odds ratios (ORs) with 95% confidence intervals (CIs). Variables with P < 0.20 in the univariable analysis were entered into the multivariable logistic regression model.
CI, confidence interval; ERCP, endoscopic retrograde cholangiopancreatography; NE, not estimable; OR, odds ratio; PEP, post-endoscopic retrograde cholangiopancreatography pancreatitis.


Supplementary Table 5. Subgroup analysis of the diagnostic performance of urinary trypsinogen-2 and serum amylase for predicting post-endoscopic retrograde cholangiopancreatography pancreatitis in patients with negative urinary trypsinogen-2 prior to the endoscopic retrograde cholangiopancreatography
	
	AMY 3 hours after the ERCP > 3x URL
	UT2 immediately　after the ERCP
	P value*
	UT2 1 hour
after the ERCP
	P value*
	UT2 3 hours
after the ERCP
	P value*

	Sensitivity
(95% CI)
	54.2
(32.8–74.4)
	37.5
[bookmark: _GoBack](18.8–59.4)
	0.56
	54.2
(32.8–74.4)
	0.99
	54.2
(32.8–74.4)
	0.99

	Specificity
(95% CI)
	91.7
(87.2–95.0)
	88.9
(84.0–92.8)
	0.44
	87.1
(81.9–91.3)
	0.18
	87.1
(81.9–91.3)
	0.18

	PPV
(95% CI)
	41.9
(24.5–60.9)
	27.3
(13.3–45.5)
	0.33
	31.7
(18.1–48.1)
	0.52
	31.7
(18.1–48.1)
	0.52

	NPV
(95% CI)
	94.8
(90.8–97.4)
	92.8
(88.4–95.9)
	0.53
	94.5
(90.4–97.2)
	0.99
	94.5
(90.4–97.2)
	0.99

	Accuracy
(95% CI)
	88.0
(83.3–91.5)
	83.8
(78.6–87.9)
	0.84
	83.8
(78.6–87.9)
	0.84
	83.8
(78.6–87.9)
	0.84

	LR+
(95% CI)
	6.53
(3.67–11.6)
	3.39
(1.79–6.43)
	
	4.20
(2.53–6.96)
	
	4.20
(2.53–6.96)
	

	LR-
(95% CI)
	0.50
(0.32–0.77)
	0.70
(0.51–0.96)
	
	0.53
(0.34–0.82)
	
	0.53
(0.34–0.82)
	




Data are expressed as mean (95% confidence interval).
* P values indicated comparisons with AMY 3 hours after the ERCP > 3x URL.
AMY, amylase; CI, confidence interval; ERCP, endoscopic retrograde cholangiopancreatography; LR+, positive likelihood ratio; LR-, negative likelihood ratio; NPV, negative predictive value; PPV, positive predictive value; URL, upper reference limit; UT2, urinary trypsinogen-2.

