Supplementary Results
Table S1. Cell viability was assessed by the MTT assay. The results were expressed as % of control (media
only) and represent the means of three independent experiments.

Treatment Cell Viability (% of Control)?
Inducer only (LPS) 96.0 £ 4.8
WPI*1000 91.9+4.38
WPI 100 95.0+5.4
WPI 10 98.1+4.1
WPID® 1000 97.2+3.6
WPID 100 97.2+2.38
WPID 10 92.6 +4.1
GMP? 1000 94.1+9.6
GMP 100 96.6+2.3
GMP 10 96.0+5.6
GMPD* 1000 929+7.3
GMPD 100 93.6+3.2
GMPD 10 90.0 +3.3
WPIINT? 1000 94.7+3.5
WPIINT100 94.1+49
WPIINT10 100.5£5.8

2One-sided t-tests were conducted to test if there are significant differences between each treatment from the
LPS-only control (P <0.05). No significant different was found between each treatment and LPS-only control. n =
6 technical replicates (3 days of cell experiment replication, duplicate wells on each day).
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Table S2. Concentrations of cytokines in cells based on treatment.

Treatment TNF-o. (pg/mL)* IL-1fB (pg/mL)
Blank cell 33.6+11.9 67.4+10.7
Inducer only (LPS) 216.3+19.3 313.3+47.7
WPI® 1000 233.9+18.1 132.2+16.2
WPI 100 234.5422.5 146.0+17.4
WPI 10 218.4+11.8 178.8+26.3
WPID* 1000 115.5+17.3 152.6£14.6
WPID 100 149.4+20.9 157.5+22.8
WPID 10 178.1+22.2 171.9+£22.5
GMP? 1000 276.3+39.2 492.2+83.8
GMP 100 262.6+19.2 430.2+63.1



310.8+46.1

GMP 10 89.5421.6
GMPDe 1000 109.0+11.3 151.2+14.6
GMPD 100 157.1+14.4 114.7+17.7
GMPD 10 58.6426.9 212.5+30.2
WPIINT! 1000 58.6+26.9 421.7£57.6
WPIINT 100 60.6+28.3 327.0+£50.5
WPIINT 10 63.542.9 160.8+14.9

an = 6 technical replicates (3 days of cell experiment replication, duplicate wells on each day).
®Whey protein isolate (WPI)

<In vitro-digested whey protein isolate (WPID)

dGlycomacropeptide (GMP)

¢ In vitro-digested glycomacropeptide (GMPD)

fIntestinal-digested whey protein isolate (WPIINT)

Table S3. Two-sided t-tests were performed to determine whether each cytokine concentration (TNF-a and IL-
1B) in each treatment (WPI, GMP, WPID, GMPD, WPIINT at each dose (10, 100 and 1,000 pug/mL)) were
significantly different from the LPS-only control using GraphPad Prism software (version 8.2).

P value t-test compared to control

TNF-o IL-1B
WPI 1000° 0.1332 <0.0001
WPI 100 0.1639 <0.0001
WPI 10 0.8233 0.0001
WPID 1000¢ <0.0001 <0.0001
WPID 100 0.0002 <0.0001
WPID 10 0.0098 <0.0001
GMP 1000¢ 0.0071 0.0011
GMP 100 0.0335 0.0047
GMP 10 0.8162 0.9293
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an = 6 technical replicates (3 days of cell experiment replication, duplicate wells on each day).
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Figure S1. The significance of the differences in percent change of TNF-a from the LPS-only control
among WPI, WPID and WPIINT at each concentration were assessed using multi-factor ANOVA
followed by Tukey’s HSD tests, using JMP software (version 17). n = 6 technical replicates (3 days of cell
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experiment replication, duplicate wells on each day).
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Figure S2. The significance of the differences in percent change of IL-1f3 from the LPS-only control
among WPI, WPID and WPIINT at each concentration were assessed using multi-factor ANOVA
followed by Tukey’s HSD tests, using JMP software (version 17). n = 6 technical replicates (3 days of cell
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Figure S3. The significance of the differences in percent change of TNF-a from the LPS-only control
among GMP and GMPD at each concentration were assessed using multi-factor ANOVA followed by
Tukey’s HSD tests, using JMP software (version 17). n = 6 technical replicates (3 days of cell experiment
replication, duplicate wells on each day).
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Figure S4. The significance of the differences in percent change of IL-1f3 from the LPS-only control
among GMP and GMPD at each concentration were assessed using multi-factor ANOVA followed by
Tukey’s HSD tests, using JMP software (version 17). n = 6 technical replicates (3 days of cell experiment
replication, duplicate wells on each day).



