Doxycycline Attenuates Cancer Cell Growth by Suppressing NLRP3 Mediated Inflammation

Supplementary Files:

Table S1: The effect of Doxycycline on mRNA expression of NLRP3 and downstream genes.

PC3 A549
mRNA Comparisons Mean Std. %l Mean Std. 9%l
Difference Error P Lower Upper Difference  Error P Lower Upper
Bound Bound Bound Bound
-0.18 7.36 1.000 -24.89 24.53 -0.01 1.37 1.000 -4.62 4.60
L -15.50 7.36 0.345 -40.22 9.21 -7.18 1.37 0.002 -11.79 -2.57
U LN -57.46 7.36 <0.001 -82.17 -32.74 -13.77 1.37 <0.001 -18.38 -9.16
D -31.33 7.36 0.011 -56.04 -6.62 -2.15 1.37 0.631 -6.76 2.45
LD -22.35 7.36 0.085 -47.07 2.36 0.04 1.37 1.000 -4.56 4.65
L -15.32 7.36 0.356 -40.04 9.39 -7.17 1.37 0.002 -11.78 -2.56
NLRP3 G LN -57.28 7.36 <0.001 -81.99 -32.56 -13.76 1.37 <0.001 -18.37 -9.15
D -31.15 7.36 0.011 -55.86 -6.44 -2.15 1.37 0.634 -6.75 2.46
LD -22.17 7.36 0.089 -46.89 2.54 0.05 1.37 1.000 -4.56 4.66
LN -41.95 7.36 0.001 -66.01 -17.24 -6.59 1.37 0.004 -11.19 -1.98
L D -15.83 7.36 0.326 -40.54 8.89 5.03 1.37 0.030 0.42 9.63
LD -6.85 7.36 0.931 -31.56 17.86 7.22 1.37 0.002 2.62 11.83
D 26.13 7.36 0.036 1.41 50.84 11.61 1.37 <0.001 7.01 16.22
LN LD 35.10 7.36 0.005 10.39 59.82 13.81 1.37 <0.001 9.20 18.42
-0.46 376.48 1.000 -131.06 121855.00 -0.33 2.55 1.000 -8.90 8.23
L -11.45 376.48 0.085 -240.96 11955.00 -10.75 2.55 0.012 -19.32 -2.18
U LN -23.50 376.48 <0.001 -361.42 -108511.00 -12.65 2.55 0.003 -21.22 -4.08
D -23.53 376.48 <0.001 -361.76 -108845.00 -1.24 2.55 0.996 -9.81 7.33
LD -18.58 376.48 0.004 -312.26 -59345.00 -0.04 2.55 1.000 -8.61 8.53
L -10.99 376.48 0.103 -23.64 16.56 -10.41 2.55 0.015 -18.98 -1.85
Pro-CASP1 G LN -23.04 376.48 0.001 -356.82 -103911.00 -12.32 2.55 0.004 -20.88 -3.75
D -23.07 376.48 0.001 -35.72 -10.42 -0.90 2.55 0.999 -9.47 7.67
LD -18.12 376.48 0.004 -30.77 -5.47 0.30 2.55 1.000 -8.27 8.87
LN -12.05 376.48 0.065 -24.69 0.60 -1.90 2.55 0.972 -10.47 6.67
L D -12.08 376.48 0.064 -24.73 0.57 9.51 2.55 0.027 0.94 18.08
LD -7.13 376.48 0.450 -19.78 55.16 10.71 2.55 0.012 2.14 19.28
N D -0.03 376.48 1.000 -12.68 126.12 11.41 2.55 0.008 2.84 19.98
LD 4.92 376.48 0.777 -7.73 175.62 12.61 2.55 0.004 4.04 21.18
0.05 1.17 1.000 -3.87 3.97 0.53 5.76 1.000 -18.80 19.86
L -7.20 1.17 0.001 -11.12 -3.28 -3.03 5.76 0.994 -22.36 16.31
U LN -14.97 1.17 <0.001 -18.89 -11.05 -7.48 5.76 0.780 -26.81 11.86
D -1.30 1.17 0.867 -5.22 2.62 -9.38000- 5.76 0.596 -28.71 9.95
LD -2.64 1.17 0.280 -6.56 1.28 -44.92 5.76 <0.001 -64.25 -25.58
L -7.25 1.17 <0.001 -11.17 -3.33 -3.56 5.76 0.987 -22.89 15.78
8 LN -15.02 1.17 <0.001 -18.94 -11.10 -8.01 5.76 0.732 -27.34 11.33
pro-L1 € 5 -1.35 117 0850  -5.27 2.57 -9.91 576 0544 2924  9.42
LD -2.69 1.17 0.265 -6.61 1.23 -45.45 5.76 <0.001 -64.78 -26.11
LN -7.77 1.17 <0.001 -11.69 -3.85 -4.45 5.76 0.967 -23.78 14.88
L D 5.90 1.17 0.003 1.98 9.82 -6.35 5.76 0.871 -25.69 12.98
LD 4.56 1.17 0.020 0.64 8.48 -41.89 5.76 <0.001 -61.22 -22.56
LN D 13.67 1.17 <0.001 9.75 17.59 -1.90 5.76 0.999 -21.24 17.43
LD 12.33 1.17 <0.001 8.41 16.25 -37.44 5.76 <0.001 -56.77 -18.11

*P-value calculated using One Way Anova and Tukey Test. P values less than 0.05 were considered significant and showed in bold. U:
Untreated, G: Glibenclamide, L: LPS, LN: LPS-Nigericin, D: Doxycycline, LD: LPS-Doxycycline, n=3.



Table S2: The effect of Doxycycline mediated NLRP3 suppression on the early phase of apoptosis.

Mean 95% ClI
Difference Std. Error p* Lower Bound  Upper Bound

L -0.23 3.40 1.000 -11.13 10.66
U D -43.97 3.40 <0.001 -54.86 -33.07
PC3 LD -74.33 3.40 <0.001 -85.23 -63.44
L D -43.73 3.40 <0.001 -54.63 -32.84
LD -74.10 3.40 <0.001 -85.00 -63.20
D LD -30.37 3.40 <0.001 -41.26 -19.47

L 2.23 2.55 0.817 -5.92 10.39
U D -43.97 2.55 <0.001 -52.12 -35.81
A549 LD -49.60 2.55 <0.001 -57.76 -41.44
L D -46.20 2.55 <0.001 -54.36 -38.04
LD -51.83 2.55 <0.001 -59.99 -43.68

D LD -5.63 2.55 0.200 -13.79 2.52

*P-value calculated using One Way Anova and Tukey Test. P values less than 0.05 were considered significant and showed in bold. U:

Untreated, L: LPS, D: Doxycycline, LD: LPS-Doxycycline, n=3.



Table S3: The effect of Doxycycline on cytokine releasing pattern of PC3 cells.

24h 48h
pg/mL u G L N D LD u G L N D D
EGF 8.92 6.09 682 1611  7.17 659 | 1258 1116 1041 1375  7.52 312
FGF2 | 6897 <146l 4943 78849 <146l <146l | 87.07 4136 7803 152.86 70.86  49.43
Eotaxin | <2.27¢ <2274 <2270 <2274 257 <2270 | <2274 343 <270 <2270 <270 <2274
TGF-a 6.72 9.78 6.33 116 6.72 554 | 1029 1499 1326 1196  5.98 4.46
G-CSF | 16534 16435 15394 3220 1865 7406 >18/§°1 >18/§01 >18/§01 3576 3749 3130
FIt-3L | <2490 <2490 <2490 <2.49) <249, <2490 | <2490 <249 <2.49) <249, <249 <2.49{
GM-CSF | 3370 4352 3597 88079 2712 2720 | 5072 6754 6198  920.85 3657 3072
Frarfzalk' 7566 895  75.66  3.09 15594 5582 | 7566 150.68 78.52  43.85 1183 895
IFNa2 | 15.42 4395 2036 258 2118 2529 | 1542 1542  36.69  4.87 409 <1714
IFN-y | <1510 <1510 <1510 <1510 <1510 <1514 | <1510 <1510 <1510 <1510 <1514 <151
GRo | 711613 >11613 >11613 >11613 >11613 >11613 | >11613 >11613 >11613 >11613 >11613 >11613
™ ™ ™ ™ ™ ™ ™ ™ ™ ™ T T
IL-10 NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN
MCP-3 | <1.820 <1.820, <1820 <1.820 <182 <182 |<1.82, <1820 <1.820 <182 <182) <1.82
IL12p40 | <1774 <1774 <1774 <1774 <1774 <1774 | <1774 <1774 <1774 <1774 <1770 <1774
MDC | <0.820 <0.820 108 <0.820 <0.82)  2.53 7.4 1143 253  <0.820 <0.824 <0.82{
IL12p70 | NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN
PDGF-AA | 1657 266 1609 <1710 1826 655 | 4522 8452 6121 <1710 1508  21.83
IL-13 | <1560 <1564 <1564 <1564 <1564, <1564 | <1.560, <1.564, <1564 <1.564 <1.564 <1.56
PDGF- | <16.00 <16.00 <1600 <1600 <1600 <16.00 | <16.00 <16.00 <16.00 <16.00 <16.00 <16.00
AB/BB N2 N2 N2 N2 N2 N2 N2 N2 N NZ NZ N%
IL-15 2.84 3.06 273 <1300 3.6 2.84 835 1074 1061 <1304 55 3.4
sCDAOL | <1920 <1920 <1.924, <192 <1.920 <1.92¢ | <1920 285 <192 <1920 <1.92 <192
IL17A | <1700 <1704 <1700, <1700 <1704 <1704 | <1.700 <1704 <1700 <1704 <1704, <1.70¢
IL1Ra <3.980 <3.980 <3.980 <3.98) <3.98) <3.98J | <3.98) <3.98) <3.98] <3.98| <3.98\ <3.98¢
ILla 1425  17.16  23.05 37239 29.67 859 | 6144 2526 6413 43538 78.61  28.94
IL-9 1534 898 9.8 4233 1398  6.36 203 1735 1876 3426 1115 567
Il-1b | <1400 <1400 <1.404,  9.28 183 <140y | 543 3.76 5.88 2.05 4.67 3.39
-2 | <1570 <1570 <1570 <1574 <1574, <1574 | <1574 <1570 <1574 <1570, <1570 <1574
I3 | <1530 <1.530 <1530 <1530 <1.530, <1530 | <1530 <1530 <1530 <1.530 <1530 <1.53{
IL-4 2021 1607 171  12.69 1813 1744 | 2161 2021 2021 1336  14.04 1136
IL5 | <2000 <2000 <2000 <2004 <2.004 <2.004 | <2.004, <2.004, <2.004 <2.000 <2.000 <2.00{
IL-6 1007 1608 872 601 1887  6.67 | 1872 4173  21.34 6.6 326 32
L7 | <1.840 <1.840 <184 <184) <1.84, <184 |<1.840 <1.840 <184l <184 <184l <1.84J
IL-8 | >77751 77754 77751 6395 77754 ST7ISA | >77754 77754 >77751 7634 >77754 77754
P10 4987 2193 2219  20.88  49.78 2671 | 103.47 26.46  80.98  12.99 2473  18.46
MCP-1 | 80121 406.41 736.66 1201  329.1 25837 | 2042  639.97 1799  129.41 168.14 204.74
MIP-1a | <2120 <2120 <2124 <2124 <2120 <2124 | <2120 229 <2120 <2120 <2120 <2124
MIP-1b | <1790 <1790 <1790 417 <1790 <1790 | <1.79¢, 298 <1790, <1790 <1790 <1794
Rantes | <6.130 <6.130 <6.130 <6.130 <6.130 <6.130 | <6.130 <6.13¢ <6130 <6.130 <6.130 <6.13{
TNFa | 4143 51.09 4038 3274 2449 1346 | 11528 14835 122.09 1946  68.68  64.97
TNF-b | <1930 <1930 <1.930, <193 <1.93) <1.93¢ | <193 <1930 <193 <193) <1.93¢ <1.93¢
VEGF | 63.34 169.58 60.19  23.72  73.68  54.82 | 19592 460.01 19404 2372 1603  132.8
72h 9% h
U G L N D D U G L N D D
EGF 1022 1408 85 105 6.09 391 | 1088 963 1392  6.09 261 9.43
FGF2 | 21437 83.88 30516 3521 303.28 23027 | 1156  246.54 658.74 <146J 389.07 266.91
Eotaxin | 2.33 257 <274 <2274 <2274 <2270 | 2270 <2270 <2270 <227 <227 <2274
TGF-a | 10.03 2554 846 1018 1119  7.08 | 1461 2333 1009  9.85 8.62 8.25
G-cop | 718601 >18601  >18601 .15 oouy g1 | 18O ygeyy 1801 i 7849 se06
R %) %)
FIt-3L | <2490 <2490 <2490 <2.49) <249, <2490 | <2490 <249 <2.49) <249, <249 <2.49{
GM-CSF | 4885 8890 4193 73856 4836 3678 | 7420 7204 5751  697.65 2790 4000
Frarff:'k' 43.85 5418  43.85  40.19  57.44  40.19 | 4385  34.46 24 <2010 3446 6833
IFNa2 | 2036  39.93 1295 258 7.25 565 | 3669 17.07 2364 725 <1710 <171l
IFN-y | <1510 <1510 <1510 <1510 <1510 <1514 | <1510 <1510 <1510 <1510 <151 <151
cro | 11613 >11613 >11613 >11613 >11613 >11613 | >11613 >11613 >11613 >11613 >11613 >11613
™ ™ ™ ™ ™ ™ ™ ™ ™ ™ ™ ™
IL-10 NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN
MCP-3 | <1.820 <1.82, <1.820 <1.820 <1.82 <1.82 |<1.82¢, <1820 <1.820 <1.82 <1820 <1.82
IL12p40 | <1.774 <1770 <1774 <1770 <1774 <1774 | <1774 <1778 <1774 <1771 <1770 <1774
MDC 2.53 45 511  <0.82, <0.820, <082 | 846 <0820 1.08 <0.820 <0.820 <0.82{
IL12p70 | NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN NAN
PDGF-AA | 37.27 16956 3721 <1710, 2797 571 | 80.88 14311 7397 <171l 3131  30.73



IL-13 <1.564 <1.560 <1.56) <1.560 <1560 <1.56¢ | <1.56( <1.564 <1.560 <1.56 <1.56{ <1.564
PDGF- | <16.00 <16.00 <16.00 <16.00 <16.00 <16.00 | <16.00 <16.00 <16.00 <16.00 <16.00 <16.00
AB/BB N N2 N2 N2 N2 N2 N2 N2 N2 N2 NZ NZ
IL-15 7.8 20.76 712 <1300  10.42 7.19 1635  17.22 1358 <1300  5.14 7.19
sCDAOL | <1.920 <1.92¢ <1920 <1.92¢ <1920 <1.92¢ |<1.92¢ <1.92¢ <1920 <1.92¢ <1.92¢ <1.92¢
IL-17A | <1700 <1.70¢ <1700 <1.70¢ <1700 <1.70¢ | <1.70¢, <1.700 <1.700 <1700 <1.70¢ <1.704
IL1IRa | <3.980 <3.980 <3.98] <3980 <3.98) <3.98) |<3.98] <3.980 <3.98] <3.98] <3.980 <3.980
IL1a 131.61 1877 499.46 25897 388.97 41529 | 848.72 27957 500.54 312.46 589.55 447.71
IL-9 1445 1357  15.87 36.6 11.59 6.79 21.19 1068  19.89  13.01  10.27  11.83
IL-1b 6.95 12.85 1501 <1400  26.7 2055 | 9538  41.36 30.6 <1.40 4213 2164
IL-2 <1570 <1570 <1570 <1570 <1574 <1574 | <1574 <1570 <1570 <1570 <1570 <1.57¢
IL-3 <1530 <1530 <1.53¢ <1.530 <1.53¢ <1.53¢ |<1.53¢ <1530, <1.53¢ <1530 <1.53¢ <1.53¢
IL-4 2091 2301 1813 1103 1471 1539 | 2091 1336 1607 1071 1005  10.71
IL-5 <2.000 <2.000 <2.000 <2.000 <2.000 <2.004 |<2.000 <2.000, <2.000 <2.000, <2.000 <2.00¢
IL-6 2292 10822 4066 <1.82¢, 11021 623 | 17478 12504 101.87 <1.82¢ 123.65 57.01
IL-7 <1.840 245 <1.84) <184 22 <1840 | <1.840, <1.840 <1.840 <1840 <1.840 <184l
IL-8 | >77751 77751 >77750 5772 >7775 77751 | 57775 77751 >7775 5794  >77751 >7775Q
IP10 56.93  55.81 189.54 1359  56.84 227 | 35353 5515 293.85 1359  50.36  70.22
MCP-1 | 925.58 767.53 1473 81.47 656.81 126.04 | 3454  792.33 2138 88.95 316.61 701.96
MIP-1a | <2120 <212 <2120 <2120 <2120 <2120 | <2120 <2120 <2120 <2120 <2120 <2.12¢
MIP-1b | <1790 529 <1790 <1.79¢ <1790 <1.79¢ | 839 <1790 <1.79¢ <1790 <1790 <1.79¢
Rantes <6.130 <6.13) <6.13¢ <6.13) <6.13¢ <6.13¢ | <6.13¢ <6.130 <6.13¢ <6.130 <6.13J <6.13¢
TNFa 12047 26266 208.17 16553 117.06 76.92 | 337.13 340.85  348.8 9.73 58.84  67.39
TNF-b | <1930 <1.930 <1930 <1.930 <1930 <1.93) | <193 <1.93) <1.930 <1.93) <1.93¢ <1.93¢
VEGF | 173.83 917.85 338.19 33 33152 163.4 | 41891 613.82 43961 627 13232 217.48
Table S4: The effect of Doxycycline on cytokine releasing pattern of A549 cells.
24h 48h
U G L LN D LD U G L LN D LD
EGF 478 2.25 36 <2220 261 <2220 | 478 13.75 3.28 344 <2220 <2220
FGF-2 | 14476  86.28 22128 3527 7.91 <146 | 32695 31138 264.88 848.85 93.91  124.48
Eotaxin | <2.27d <2.27d <2.270 <2270 <2.27d <2270 | <2.27¢ NAA <2274 <2274 <2270 <2274
TGF-a | <1.630 <1630 <1630 349 <1.63) <1.63¢ | <1.630 <1.63) <1.63¢ 3.62 <1.630 <1.63{
G-CSF 143.8  169.2 173.47 493  42.03 38.05 | 390.74 24193 36693 97.09 6554 54.8
FIt-3L | <2490 <2490 <2490 <249 <249 <2.49¢ | <2490 876 <2490 <249 <2.49) <2.49¢
GM-CSF | 4282  46.79 415 1549 2173 1431 | 6214 3584 61 16.68  32.84  24.83
Fra“ea'k'” 9737 4739 5083 3641 1176 <201 | 50.83  3.09  57.44 2173 3246  54.18
IFNa2 14.6 15.42 1871 1871 1871 22 17.89 N/A 25.29 10.5 15.42 8.87
IFN-y | <1510 <1510 <1.51¢ <151 <1.51¢ <1.51¢ | <1.51¢ <1.51¢ <1.51¢ <1510 <1510 <1.51¢
Gro | 711613 11613 >11613 . 0 60300 62643 | THO13 q00as I3 1028 18se 1963
0 0 0 0 0
IL-10 NAN NAN NAN NAN NAN NAN NAN N/A NAN NAN NAN NAN
MCP-3 | <1.820 <1.820 <1.820 <1.820 <1.820 <1.82¢ | <1.820, <1.820 <1.820 <1.820 <1.820 <1.82
IL12p40 | <1.77¢ <1774 <1770 <1778 <1774 <1774 | <1774 <1778 <1774 <1774 <1774 <1.77¢
MDC | <0.820 <0.82¢  3.87 <0.82{, <0.820 <0.82¢ | 3.87 8.46 7.4  <0.82, <0.820 <0.824
IL12p70 | NAN NAN NAN NAN NAN NAN NAN NAA NAN NAN NAN NAN
PDGF-AA | 591.57 54138 684.61 11597 226.27 219.62 | 1651 487.4 1200  153.51 453.86 450.62
IL-13 | <1560 <1.560 <1.560 <1.564 <1560 <1564 | <1.560  17.77 <1564 <1564 <1.56¢ <1.56¢
PDGF- | <16.00 <16.00 <16.00 <16.00 <16.00 <16.00 | <16.00 <16.00 <16.00 <16.00 <16.00 <16.00
AB/BB N2 N2 N2 N2 N2 N2 N2 N2 N2 N2 N% N
IL-15 2.06 2.95 273 <1300 25 1.31 8.17 3.97 526 <1.300  3.97 2.95
SCDAOL | <1.920, <1.920 <1.92¢ <1.92¢ <1920 <1.92¢ | <1.92¢ <1.920 <1920 <1.920 <1.920 <1.92¢
IL-17A | <1700 <1700, <1700 <1700 <1.700 <1.70¢ | <1.700, <1704 <1.700 <1.70¢ <1.70¢ <1.704
IL1IRa | <3.980 <3.98) <3.980 <3.980 <3.98 <3.98] |<3.980 N/A <3980 <3.98] <3.98] <3.980
IL1a <1550 <1550, 859 <155 <1.55) <1.55¢ | <1.55{, <1.55J <1.550 <1.550 <1.550 <1.554,
IL-9 7.17 2.31 584 <1674 3.44 2.6 936 <1674  5.73 7.4 4.92 4.47
IL-1b | <1400 <1400 <1400 <140 <1400 <1.40J | <1400 1106 <1400 <1.40¢ <1.40) <1.40¢
IL-2 <1574 <1570 <1570 <1570 <1570 <1574 | <1.57¢, <1570 <1570 <1570 <1570 <1.574
IL-3 <1530 <1.53¢ <1.53¢ <1.53¢ <1530 <1.53¢ | <1.53¢ NAA <1530 <1.530 <1.53\ <1.53¢
IL-4 10.71 12.69 15.05 <2.03) <2.03¢ <2.03{ | 15.73 12.36 1437 <2.030 <2.03) <2.03¢
IL-5 <2000 <2.000 <2.000, <2.000 <2.000 <2.00¢ | <2.000, <2.000 <2.000 <2.000 <2.000 <2.004,
IL-6 2741 2519 3209 <1.82) 93 6.1 104.25 4042  89.86 <1.82, 42.64 35095
IL-7 <1.84 <1.840 <1840 <1.84) <1.840 <184 | <1.840 4.78 <1.84 <1840 <1.84 <1.84¢
IL-8 2437 2771 3135 26127 669.31 513.44 | 7144 3677 6551  235.02 2017 2033
IP10 21.41 18.18  26.46 4.43 5.5 5.32 53.73 N/A 38.76 2.27 9.55 6.19




MCP-1 | 5687 >74001 5682 1629 1158 1258 | 5678 3286 6344 2439 3874 2631
MIP-1a | <2.12J <2.120 <2120 <2.12{ <2.12) <212 | <212y 4.5 <2120 <2120 <2120 <2120
MIP-1b | <1794, <1790 <1790 <1790 <1790 <1790 | <1790 <1790, <1790 <1790 <1790, <1.794,
Rantes | <6.130 <6.130, <6.130 <6.130 <6.13¢, <6.13{ | <6.130 <6.130 <6.13¢, <6.13¢ <6.13 <6.13{
TNFa | <1.650, <1.650 178 <1.650, <1.650 <1650 | 242 <1650, 275 <1650 <1650 <1.65{
TNF-b | <1930 <1930 <1930 <1.93) <193) <1.93J | <1.93¢, <1930 <1.93) <1.93¢ <1930 <193
VEGF | 43016 78135 55429 9461 351.07 271.05 | 1413  800.04 957.66 11592 922.33  780.1
72h 96 h

U G L N D D U G L N D D

EGF 3.28 261 487 392 <2224 3.14 6.7 552 5.09 464 314 3.14
FGF-2 | 91259 90547 1350 167.29 62692 47052 | 1975 2061 1915  63.64 732.97 1227
Eotaxin | <2274 <2270 318 <2220, <2270 <2220 | <2220 294 <2220 <2220 <2220 <2.220
TGF-a 2.09 347 <1890 427 <163 <1.89Y | <1.890, 532  <1.89), 589 <1.89)  2.13
G-CSF | 2953 61891 757.02 92.02 6021 9635 | 1264 1329 1128 10749 9528  111.13
FIt-3L | <2490, <2490 <1760 <1764, <2490 <1760 | <1761 <1764, <1760 <1760 <176, <1764
GM-CSF | 7887 7675 929 2927 3326 6639 | 12731 156.66 13126 2816 59.62  101.36
Fracza'k'” 3246 1939 2813 6.3 1939 2505 | 59.4 59.4 3714 3714 3117  40.06
IFNa2 | 26.92 1624 3291  9.64 1213 2038 | 5828 3467 3114 3467 2758 3114
IFN-y | <1510 <1514 212 <1661 <L51J <1664 | <1.664, 212 <1664 <1.664, <1661 <1.664
>11613 11613 >14776 >14776 >14776 >14776 >14776

GRO N N N 1134 2364 6987 N N N 1262 9187 N
IL-10 NAN NAN <1060 <1060 NAN <1064 | <1.060, <1.060 <106 <1.064 <106 <1.06¢
MCP-3 <1.82¢ <1.82¢ <1.86\ <1860 <1.820 <186l | <1.860 <1.86) <1.86) <1.864 <1.86( <1.86¢
IL12p40 | <1774, <1774 <2140 <2140 <1770 <2140 | <2140 <2140 <2140 <2140 <2140 <2.144
MDC 511 <0820 742 <164 <0820 <164l | 9.33 6.42 116 <1640 <1644 <1644
IL12p70 | NAN NAN  <1.48J <1480 NAN <1.48J | <148 <1480 <148) <1.48{ <1480 <1.48J
PDGF-AA | 99491 1112 2134 19869 33057 1038 | 4876 2432 4024 22065 59461 1422
IL-13 | <1560 <1560 <1200 <1204, <1.564, <1200 | <1200 <1200 <1.200, <1200 <120¢ <1.204
Z';/GBZ <1i'00 <1i'00 <1664 <1.664 <1i'00 <1664 | <1660 <1664 <1.660 <Ll66¢ <1664 167.07
IL-15 479 6.7 1429 <1730 374 1288 | 2534 2598 2398 <173 1323  17.4
SCDAOL | <1920 <1.924, 1.88 <1674 <1920 <1674 | <1.670  1.88 <1.67¢ <167\ <1674 <1674
IL17A | <1704 <1704, <2020 <2.020 <1704, <2.024 | <2.020 <2.020 <2.024, <2020 <2020 <2.024
ILIRa | <3.98¢, <3980 <1720, <1720 <3980 <1720 | <1720 <1720, <1720 <1720 <1720, <1724
IL1a 3.51 351 <1620 <1620 <1550 <1.62{, | 47.04  90.19 3075 17.08 347  22.26
IL-9 8.63 4.27 456 766 402 <2110 | 1071 3.27 3.98 103 4.19 2.51
IL-lb | <1400 <1400 <1.800 <1.80d, <1.404, <1.80¢ | <1.80¢ <1.80J <1.80¢, <1.80¢ <1.80J <1.804
-2 | <1574 <1570 <2014 <2014 <1570 <2.01¢ | <201 <2.014 <2010 <2014 <2014 <2.014
IL-3 <1.53¢ <1.53¢ <1.880 <1.88) <1.53¢ <188 | <1.88) <1.88] <1.88] <1.88J <1.88\ <1.88\
IL-4 1404 1539 3172 <2060 <2030 857 | 3291 4608 383 <2.06, 9.65  24.58
IL5 | <2.004, <2000 <161J <1.61¢ <2.000 <161l | <L61l <1.610, <1610 <L61J <1611 <1.614
IL-6 98.56  77.74 19239 278  67.03 102.42 | 37173 221 3404 <1940, 14277 223.62
IL7 | <1.840, <1.840 <2190 <2.19, <1.840 <2190 | <2190 394 <2190 <2190 <2.190, <2.194,
IL-8 6674 6061 >57391 321.68 3539 >5;39 557391 >57391 >57391  368.51 >5,;39 >57391
IP10 2141 2062 5698 337 1051 12.83 | 63.93 3074 8264 553 1338 1591
MCP-1 | 6491 7107 73821 2230 2166 >7,?\82 6505  >73821 >73821 3464 6823 >73821
MIP-la | <2120 <2120 <1964 <1960 <2120 <1964, | 2.26 27 <1960 <1960 <1960 <1.964
MIP-1b | <1799 <1790 <1720 <1720 <1790 <1724 | 3.32 6.92 518 <1720 <1724 <1724
Rantes | 2623 <6.13¢ <271 <2714 <6130 <2714 | 139.77 <2710 15311 <2710 <271 <2714
TNFa 269 <1650 389 <1610 <1650 <161l | 4.42 4.77 46 <161y <1610 <1614
TNF-b | <1930 <1930 <1.690 <1690 <193) <169 | <1.690, <1.690 <169 <1.69¢, <1.69¢ <1.69¢
VEGF 1503 4932 3272 13771 751.98 2710 |>65061 >65061 >65061 13594 2394 6305
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Figure S1: The effect of doxycycline on viability of non-tumor epithelial cells.
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The original images of western blots
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