Table S1. RSV metabolite concentration (EIC Area / uL) in plasma and E-EVs 2.

Time points

Metabolites Oh 1h 2h 3h 8h 10h
Mean
Plasma E-EVs Plasma E-EVs Plasma E-EVs Plasma E-EVs Plasma E-EVs Plasma E-EVs  Plasma/E-
EVs (-fold)

RSV-3G 5509+4418  1296£1166 85017151 40226159 1997313819  6743+10005 1753611777 46465433 47563572  1483:1267 430822688  742+529
PlasmalE-EVs (-fold) 43 2.1 3 3.8 3.2 5.8 3.741.7
RSV-4'G 7673:6326  3139£1790  10095:7653 52535813  19980+12884  13672+11464 2635130284 95407313 66714289  3207:3441  6347:3846  2082+1759
PlasmalE-EVs (fold) 24 1.9 15 2.8 2.1 3 2.3+0.6
RSV-3S 4893837451  3118:845 77189472839 568919144 1207604111533 12479+18615 75264+59311 6163:4023 48420:39385 22041306 5315445138 86538561
PlasmalE-EVs (fold) 15.6 13.6 9.7 12.2 21.9 6.1 13.1#5.4
DHRSV-3G 325746000  3649:7569 361145773  5398:5967  5173:7723 493744510  6116:8054 52915619 79528893  6280:4114 772018922  7948:5035
PlasmalE-EVs (-fold) 0.9 0.7 1.04 1.2 13 0.97 1.0+0.2
DHRSV-4G 19004865  1440£1304  1764+3996  766+663  2519:4636 4581306 2042:3200 605541 18484246  1300:2449  1592:2838 6762243
PlasmalE-EVs (-fold) 13 2.3 5.5 3.4 14 2.3 2.741.5
DHRSV-S (isomer
2 9022:8769  2731:3043 76747962  1442:833  9009:9442 976:570  7508+6581 12741081  7739+7089 14034716 780747118 1857947
PlasmalE-EVs (fold) 3.3 5.3 9.2 5.9 5.5 42 5.542.2
LUNU-G (isomer-
1) 6574370 245+69 557:502  463+183 702+661 7374253 866:666  660:147  1111#678  613:420 14074814  750:653
PlasmalE-EVs (fold) 2.7 1.2 0.95 1.3 1.8 1.9 1.6:0.6
;U NU-G (isomer- 554698 452 540+634  843+757 654780 1378+1359  781s884  962+625  871x719  1019£156 11554898  1196+49
Plasma/E-EVs (fold) 12 0.6 0.5 0.8 0.85 0.96 0.8+0.2
LUNU-S (isomer-1) 657370 - 557502 308" 702+661 3370 866666 916> 11114678 800" 1407814 -
Plasma/E-EV's (-fold) 1.8 2.1 0.94 14 1.5+0.5

aValues are shown as mean + SD. EIC Area / pL allows the relative comparison of plasma/E-EVs ratios for all the metabolites. Plasma volume = 8 mL; E-EVs volume ~ 60 pL.
"No SD or range is shown because it was detected only in one volunteer.—, not detected. The time point 0 h shows the concentrations after 8~10 h of the first RSV dose (420 mg),
and from 1 to 10 h the concentrations after the second dose (420 mg) at the beginning of the pharmacokinetic study. DHRSV, dihydroresveratrol; G, glucuronide; LUNU,
lunularin; RSV, resveratrol; S, sulfate. RSV-4’S was not detected in E-EVs.



