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Table S1. Changes over the follow-up period in LS according to CPB duration.

LS
2}2}:2;; f 6 hours 12 hours Cha}r:fsrtso 12
Mean  Mean
Group Mear; (SID) SD) (D) Mear; (SID) 2 ps
(ng/ml) (ng/ml) (ng/m) (ng/ml)
CPB du-
ration<166 8.69(4.78) 3.46(2.38) .19(.20) -8.50 (4.68) <0.001 0.001
min
CPB du-
ration>166 2.87(1.81) 1.06(.65) .18(.22) -2.68(1.83) 0.127
min
p1 0.001 0.004 0.931

Ip-value for group comparison 2 p-value for time comparison *Repeated measures ANOVA. Effects
reported include differences between the groups in the degree of change over the follow-up period.
CPB duration was dichotomized according to upper tertile that was equal to 166 min, into two
groups. LS values during follow up according to CPB duration are shown in supplementary table
1. Significantly greater mean values of LS were found at 20 min after CPB and at 6 hours after CPB
for those whose CPB duration was less than 166 minutes. At 12 hours there was no significance
difference in LS levels according to CPB duration. LS levels were significantly reduced in both
groups over time but the reduction was greater in those with CPB  duration<166 min.

At 24 and 80 hours, LS was not detected in plasma samples.
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Table S2. SPAP, DPAP, MPAP and MPAP/MAP changes over the follow-up period, according to
LS values at 20 min after CPB.

. 20 min af- End sur- Change to
Baseline ter CPB gery ICU ICU

LS 20

mltr;raf_ Mean (SD) Mean (SD) Mean (SD)Mean (SD)Mean (SD) P2 P

CPB

SPAP <6.7

(mmHg) ng/ml 55.9 (12.4) 45.2(10.8) 43 (11) 40.6(9.2) -153(12) 0.001 0.509
>6.7
ng/ml 56.1(7.8) 42.1(6.3) 43.8(9.2) 42.3(8.2) -13.8 (12.5) <0.001
P1 0.944 0.339 0.830 0.590

DPAP <6.7

(mmHg) ng/ml 295(7.1) 25.1(8.6) 25.1(7) 225(64) -7(69) 0.003 0911
>6.7
ng/ml 30.1(5.9) 243(6.1) 25.5(5.3) 22.3(4.6) -7.7(5.1) 0.001
P1 0.824 0.771 0.862 0.922

MPAP <6.7

(mmHg) ng/ml 41509) 327(8.7) 322(72) 29(7.2) -125(8.8) <0.001 0.632
>6.7
ng/ml 41.2 (44) 309(5.8) 33.1(6.7) 29.8(6) -11.4(6.7) <0.001
P1 0.899 0.496 0.717 0.742

MPAP/ <6.7

MAP  ng/ml 0.48 (0.13) 0.46 (0.12) 0.46 (0.1) 0.39 (0.11)-0.09 (0.12) 0.008 0.284
>6.7
ng/ml 0.51 (0.12) 0.41(0.1) 0.43 (0.09) 0.37 (0.07)-0.14 (0.11) <0.001
P! 0.479 0.307 0.459 0.470

Ip-value for group comparison 2 p-value for time comparison *Repeated measures ANOVA. Effects
reported include differences between the groups in the degree of change over the follow-up period.
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Table S3. LVEF and TAPSE changes over follow-up period, according to LS values at 20min after

CPB.
LS Baseline at the end of IcU Change
. surgery until ICU
20min af- M
ter CPB Mean (SD) Mean (SD) Mean (SD) (Se];;‘ P2 P
LVEF <6.7
49.7 (6.7 48.7 (4.8 493 (6.2) -0.3(5.8) 0.640 0.101
% ngml 6.7) (48) (62) 03(58)
>6.7 45.7 (8) 49 (6.9) 47.7(88) 2(68)  0.023
ng/ml . . 7 (8. : .
P1 0.148 0.879 0.555
TAPSE 7
SE <6 161(24) 16227 16327 01@23) 0939 0015
(mm) ng/ml
>6.7
eyl 141(@2)  155(15) 16(14) 1.9(1.2) 0.001

p1 0.070 0.415 0.736

Ip-value for group comparison 2 p-value for time comparison *Repeated measures ANOVA. Effects
reported include differences between the groups in the degree of change over the follow-up period.
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Table S4. ICU and hospitalization duration according to LS values at 20 min after CPB.

LS 20min after CPB
<6.7 ng/ml >6.7 ng/ml P
ICU length of stay (hours), mean (SD) 108 (52.2) 130.9 (265.3) 0.753+
Duration of hospltz(illglz;’;lon (days), median 85 (7 —12) 9 (7—10) 50,9994+

*Student’s t-test; *Mann-Whitney test.
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Figure S1: LC-MS/MS methodology for the determination of LS and its metabolite, OR-1896, using warfarin as internal

standard (IS). An indicative MRM chromatogram depicting LS, OR-1896 and IS in concentrations of 0.5 ng/mL, 5 ng/mL

and 1 ng/mL, respectively.
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