Supplementary materials

Table S1. Cell passage and donor features

Primary cell type

BMSC-1
BMSC-2
BMSC-3
BMSC-4
BMSC-5
ASC-1
ASC-2
ASC-3
ASC-4
ASC-5
ASC-6
ASC-7
ASC-8
DF-1
DF-2
DF-3

Cell passage

Vi

Gender

Age

47
69
60
73
74
39
35
58
56
56
26
46
34
46
46
26

Surgery

Total hip replacement
Total hip replacement
Total hip replacement
Total hip replacement
Total hip replacement
Total hip replacement

Plastic surgery
Plastic surgery

Total hip replacement
Total hip replacement

Plastic surgery
Plastic surgery
Plastic surgery
Abdominoplasty
Abdominoplasty
Abdominoplasty

Table S2. Lipids quantitation in CM and EV samples from BMSC, ASC and DF

Compound
AA

EPA

DHA

PGE2

2AG

OEA

SEA

DHEA

PEA

CM pg/ml x10¢ cells

Mean

43.1

0.70

3.34

163

287

55.4

549

127

259

CI95

32.9

0.61

2.04

145

159

393

577

6.51

319

BMSC

EV pg x10¢cells

Mean

2.68

0.04

0.10

118

Cl95

1.99

0.03

0.08

6.41

38.9

27.9

CM pg/ml x10¢ cells

Mean

16.7

0.93

1.58

38.1

53.2

3.14

81.2

155

231

Cl95

13.8

0.29

1.10

14.5

ASC

EV pg x10¢cells

Mean Cl95
1.37 1.00
0.03 0.02
0.07 0.04
18.7 14.9
2.46 1.03
12.0 10.1
1.04 0.80
14.4 8.69

CM pg/ml x10¢ cells

Mean

2.64

0.70

28.8

Cl95

2.80

0.98

125

DF

EV pg x10¢cells

Mean

1.20

0.01

CI95

1.65

0.01



Fig S3. Heat map of 9 lipids secreted in CM and EV samples of MSC from individual donors
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Fig S4. Lipids quantified in untreated and 2AG or PEA treated CH cell media (absence of TNFa) at day 3 analyzed by
UHPLC-MS/MS analysis. Data (n=5 independent experiments) were expressed in ng/ml.
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Fig S5. Lipids quantified in TNFa-stimulated CH cell media at day 3 analyzed by UHPLC-MS/MS analysis. Data (n=8
independent experiments) were expressed in ng/ml
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Table S6. Quantification data of lipids in EV (ng per 10° cells) and CM (ng/mL per 10°) cells from BMSC, ASC and DF
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Table S7. Quantification data of lipids in untreated and 2AG or PEA treated CH cell media (absence of TNFa) at day 3
analyzed by UHPLC-MS/MS analysis. Data (n=5 independent experiments) were expressed in ng/ml.

Compound CTR 2AG PEA
ng/mL
AA 67,200 113,300 60,900
125,400 105,700 70,100
56,600 91,400 62,700
43,624 38,618 43,094
84,200 109,900 74,700
EPA 15,027 24,497 14,391
13,250 8,438 10,816
6,482 14,369 8,349
8,697 7,671 9,333
14,474 16,095 13,844
DHA 20,792 35,983 26,705
32,304 20,404 27,676
16,826 27,647 21,506
14,820 13,801 16,843
23,088 28,560 22,116
PGE2 0,077 0,088 0,097
0,076 0,072 0,075
0,073 0,077 0,073
0,072 0,072 0,080
0,083 0,085 0,073
PGD2 0,024 0,023 <LOQ
0,087 0,081 <LOQ
0,087 0,078 0,095
0,073 0,086 0,080
0,094 0,087 0,083
PGF2 <LOQ 0,061 0,082
0,182 0,216 0,338
0,199 0,201 0,261
0,053 0,095 0,109
0,152 0,155 <LOQ
SEA 0,956 0,905 0,966
0,356 0,300 0,428
0,326 0,349 0,335
0,481 0,399 0,313
0,312 0,365 0,358
PEA 0,604 0,502 0,372
0,429 0,340 0,625
0,378 0,364 0,450

0,751 0,442 0,354



0,415 0,415 0,444

DHEA 0,048 0,088 0,119
0,041 0,037 0,068
0,034 0,070 0,053
0,031 0,028 0,026
0,056 0,071 0,066

Table S8. Quantification data of lipids in TNFa-stimulated CH cell media at day 3 analyzed by UHPLC-MS/MS
analysis. Data (n=8 independent experiments) were expressed in ng/ml

Compound CTR TNFa TNFo+2AG TNFo+PEA
ng/mL

AA 39,879 27,456 37,171 28,850
25,891 4,977 5,240 8,395
12,329 24,146 6,131 3,899
67,192 4,128 7,801 4,229

76,547 74,117 52,876 68,238

46,888 35,396 23,419 22,116

67,740 69,271 92,688 126,431
43,624 6,758 4,159 6,060
EPA 10,232 5,818 8,018 6,166
6,503 0,419 0,233 0,757
1,472 3,958 0,715 0,408
15,027 0,318 0,513 0,085
11,074 10,698 8,494 9,716
8,544 5,824 3,158 3,610

14,572 13,602 16,190 26,582
8,697 0,345 0,171 0,176

DHA 28,546 14,953 20,578 16,087
17,097 2,625 2,476 4,745
7,513 17,854 3,304 2,503
20,792 1,900 3,382 1,799

24,019 24,547 18,684 20,953

18,703 13,654 9,469 10,539

23,204 25,083 25,100 33,138
14,820 1,830 1,093 1,233
PGD2 0,023 0,046 0,062 0,024
0,022 0,043 0,144 0,029
0,079 0,078 0,261 0,043
0,024 0,062 0,073 0,074
0,073 0,090 0,083 0,081

PGF2 0,467 0,240 0,090 0,304



SEA

PEA

DHEA

0,363
0,062
0,053
0,295
0,290
0,315
0,391
0,300
0,247
0,261
0,481
0,366
0,282
0,406
0,604
0,305
0,273
0,538
0,100
0,069
0,053
0,048
0,048
0,047
0,075
0,031

0,192
0,166
0,126
0,312
0,509
0,329
0,409
0,451
0,289
0,300
0,363
0,348
0,498
0,316
0,508
0,648
0,591
0,386
0,168
0,090
0,165
0,102
0,056
0,061
0,052
0,030

0,162
0,188
0,089
0,281
0,283
0,265
0,365
0,258
0,322
0,326
0,331
0,282
0,392
0,288
0,382
0,253
0,343
0,326
0,181
0,060
0,125
0,139
0,060
0,069
0,031
0,029

0,207
0,156
0,087
0,276
0,283
0,273
0,513
0,296
0,284
0,300
0,311
0,372
0,296
0,282
0,728
0,277
0,350
0,391
0,104
0,113
0,053
0,156
0,053
0,000
0,047
0,029



