Supplementary information

Table S1 Primer sequences used to validate RNA-sequencing.

Target genes

Primer sequences

RPS23

PPP2RSB

ITGB3

FA2H

PIP

CXCL14

THBS4

F: GGTCTTCGTACTGCCAGGAA
R: GGCTGTTTGGCTTCAACTCC
F: TCCGCTATCAGAGCAACCAG
R: CTITCAGGTCAGCCACACAGT
F: GAAGCAGAGTGTGTCACGGA
R: ATGGGTCTTGGCATCAGTGG

F: TCCATCGCTTCCTGTTCCAC
R: GCCGTAGCACCAGGTAGAAG

F: CCCTGCTTCTGATTCTTTGCC
R: GCCTTCAATCGGAATGTTGC

F: AAGGGACCCAAGATCCGCTA
R: CGTTCCAGGCGTTGTACCAT
F: TCCTGAGGTCAGCAACCCA
R: CTCGTCACCAATGCCATCCTT




Table S2 Total produced reads pairs, overall alignment rate and total counted reads per sample.

RP1 RP2 RP3 RP4 Control 1 Control2 Control 3

Total read pairs produced 32921954 31286662 26533099 32367658 31181316 30012486 29412001

Overall alignment rate 93.66% 94.38% 94.65% 94.00% 94.51% 94.71% 94.57%

Total counted reads

X 21994530 23681013 20122340 22361534 23284295 22177286 22336338
aligned to known genes




Table S3 Differentially expressed gene in RP, compared to control group.

Gene Log2 Gene Log2
Gene ID symbol foldchange  FDR Gene ID symbol foldchange FDR
1 ENSBTAGO0000059018 - 5.820607 0.002954 41  ENSBTAGOOOOQO06579 PAHAS 0.912389 0.002475
2 ENSATAGO0000013768 NPSR1 4.628598 1L.60E-16 a2 ENSBTAG00000013096 UNC113 0.89154 0.000854
3 ENSETAGO0000019227 - 3.591426 1.26F-06 43 ENSBTAGOOD00018386 ACS1A 0.87745 0.026954
4 ENSBTAGOO000005585 ANXA13 3.332192 0.00626 44 ENSBTAG00000001288 MAOB 0.866447 0.02791
5 ENSBTAGO0000053649 cas 3.251708 0.02791 45 ENSBTAGO0000002490 T 0.858026 0.03201
6 ENSETAGO0I00051898. FGF 3.197084 0.032006 46  ENSHTAGODOOO17298 AAMDC ©0.850885 0.027238
7 ENSBTAGO0000013356 CATHLZ 2189120 0.001416 47  ENSBTAGOO000011204 (] 0.819349 0.02791
8 ENSBTAGO0000CM5896 NFDR2 2997327 0.003312 48 ENSHTAGOOD00032360 NAPIL1 0.816637 0.007203
9 ENSATAGO0000020048 MAPK10 2.8074 0.01724 45 ENSBTAG00000001721 GYG1 0.803242 0.021026
10  ENSBTAGDOOC00ASSO2 EPHE2 2.795297 0.03136 ENSBTAGO0000015089 LGALS1 0.731614 0.005134
1 ENSETAGO0000012621 RTNARL2 2.436053 0.000155 51 ENSBTAGO0000002238 ARL2 0.7781% 0.016521
12 ENSATAGODOC0017659 BFSP2 2345002 0.020484 52  ENSBTAGOOO0OO0G209 Bm 0.769386 0.033994
13 ENSBTAGOO0OCOASSE - 2.273439 0.003896 53 ENSBTAGO00000093S7 meB3 0.760989 0.006336
14 ENSBTAGOO000039425 KRTEA 220021 0.004578 51 ENSBTAGOO000015177 PRSS23 0.747822 0.049827
15 ENSATAGO0000050510 - 2.104272 0.001602 55 ENSBTAG00000001829 OCAD2 0.746896 0.012294
16 ENSETAGO0000007392 SERPINA1A 2.050755 9.78F-05 56 ENSBTAGO0000016933 H27RA 0.745311 0.03203
17 ENSATAGOD000012866 THBS4 2.037999 0.007293 57 ENSBTAG00000001712 CMTM7 0.73212 0.038825
18 ENSBTAGOO0D0OCS104 MGATSB 1937658 0.021026 S8 ENSBTAGOOO0OU1ES06 STIGAL4 0.687857 0.031472
19  ENSHTAGOOOCO01Z1ED DIRAS3 1Lesaa7 0.000643 58  ENSETAGODOOO019436 SICI9A13 D.675441 0.030455
20  ENSETAGO0OO0013443 SDRacT 1783440 0.016145 60  ENSBTAGOO000033252 - 0571638 0.016179
21 ENSBTAGO0000052465 - 1612017 0.02065 61  ENSBTAGOOOOOD14695 NAA3S 0.653483 0.043894.
22 ENSATAGO0000006806 KRT17 1.599061 0.024069 82 ENSBTAG00000019804 SNRNP25 0.832211 0.03203
23 ENSBTAGODOO000GS3S PTHLH 1531825 236605 63 ENSBTAGO0000000312 GRINA 0.599024 0.02791
24 ENSETAGOO000026102 PAGS 1406660 0.03392 €4 ENSBTAGO0000005338 ERM 0.591783 0.034068
25 ENSETAGOOO00037781 FKBPL 12110 0.03201 65 ENSBTAGOO0000110GS MON2 o517 0.026308
26 ENSBTAGO0000038428 RELB 1185135 0.002293 66 ENSBTAGO0000035230 TORIAIPZ  -0.59256 0.047064
27  ENSBTAGOOOO00T7664 HGF 1.1458 0.022177 67  ENSBTAGOO0000007100 TRAPPCIO  -0.60266 0.025787
2B ENSATAGO0000015163 TMASF1 1.1453283 0.002705 [} ENSBTAG00000005412 NEDDAL -0.60748 0.038629
29 ENSBTAGO0000029934 - 1.125643 0.006034 € ENSBTAGO0000019181 BAIAP2L1  -0.60901 0.040019
30 ENSATAGO0000006694 o114 1.089685 0.011893 70 ENSBTAG00000013221 RTTN -0.62917 0.045509
31 ENSBTAGOD0O0OGZ624 PSTPIP2 1.061482 0.042832 71 ENSBTAGOO000005633 ARHGEF28  -0.64794 0.026451
32 ENSBTAGO0000004988 CoKAR 1.060616 0.000304 72 ENSBTAGO0000015220 AGO4 0.65526 0.03201
33 ENSETAGO0000012351 ARNTZ 1057361 0.000155 73 ENSBTAGOO0000032GS ADD3 0.6573 0.031347
34 ENSBTAGOO000010015 NMRALL 105439 0.013263 78 ENSBTAGOO00OD04135 LMK 0.65928 0.014419
35 ENSATAGO0000011338 NREP 1.045799 0.004882 5 ENSBTAG00000015380 FASN -0.66065 0.014419
36 ENSBTAGOO0O0O4G623 - 1.035366 0034063 76 ENSBTAGOO000013880 wwcl 0.6667% 0.033711
37  ENSBTAGOO000023915 SECTM1A 1.013235 0.012016 77 ENSBTAGOO000005453 FGD4 0.66792 0.024025
38 ENSETAGOOOO0010981 cm2 0.990815 0.022817 78 ENSBTAGOO00O005444 UGGT1 0.6708¢ 0.037145
39  ENSBTAGOO0O0OG3832 MFAP2 0.9518 0.044002 79 ENSBTAGOOOOOO1E737 coKs 067138 0.024973
40  ENSBTAGOO000OGO14C EPHX1 0.915463 o.00111 0  ENSBTAGO0000011742 ™K 0.68061 0.045509




Table S3 continued.

Gene Log2 Gene Log2
Gene ID symbol foldchange  FDR Gene ID symbol fold change  FDR
81 ENSBTAGONO001 6073 UGCE -0.68909 0.02791 121 ENSBTAGOOO00033685 Len 1) 080701 0.011259
a2 ENSBTAGO0000013790 MAP3K1 =0.69461 0.025815 112 ENSBTAGOOO00006 242 USpax -0.80909 0.007331
33 ENSBTAGO0000016336 PDK1 -0.6991 0.04028 1= ENSBTAGOO00DDO4B79 FOX04 -0.81014 0.039041
84 ENSBTAGO0000007963 KIDINS220 -0.70131 0.025834 124 ENSBTAGO0000D07507 FAAH -0.81363 0.037915
85 ENSBTAGO0000002336 RCOR1 -0.70152 0.032193 125 ENSBTAG00000006748 DMNL1 -0.81572 0.008626
86 ENSARTAGO0000014752 AKAP11 -0.70231 0.025844 126 ENSBTAGOO00D016813 SH3D19 -0.81659 0.001567
87 ENSATAGOD000023607 HACD2 -0.70549 0.03611 127 ENSBTAGOO000D030556 INF217 -0.81672 0.023391
a8 ENSHTAGO0D00016890 ANKS1A -0.70884 0.022817 128 ENSBTAGDOODD014322 FAMZ2348 -0.81798 0.026034
29 ENSBTAGO0000017490 PLD1 -0.70906 0.01441% 129 ENSBTAG00000011646 ZNF512B -0.82007 0.024973
20 ENSBTAG00000004263 ATPGVOAL -0.71099 0.005205 130 ENSBTAG00000002633 PRP -0.82164 0.016521
a1 ENSBTAGO0000011793 FDX1 -0.71607 0.008628 121 ENSBTAGO0000021999 CPT1A -0.82675 0.041276
a2 ENSABTAGOD000006928 OAT -0.72109 0.014419 132 ENSBTAGO000DD04344 ACSL1 -0.83031 0.02791
93 ENSBTAGO00000021653 TRIP12 -0.72183 0.010963 133 ENSBTAG00000001836 PABIR2 -0.83191 0.026279
- ENSBTAGO0000000339 KIF16B 0.72213 0.010861 134 ENSBTAGO0000003089 RHPN2 -0.83248 0.042765
a5 ENSBTAGON000010693 LMO7 -0.73296 0.012135 135 ENSBTAGOOO0OOO2020 CREBRF -0.8346 0.005838
96 ENSBTAGO0000045386 STARDA -0.73604 0.032495 126 ENSBTAGO0000002103 PLOG2 -0.83647 0.021237
97 ENSABTAGO0000001644 MDN1 -0.7397 o.02791 137 ENSBTAGO000DDONEST HGAP2 -0.83834 0.00104
a8 ENSBTAGO0000011322 HIPK1 -0.7416 0.012016 138 ENSBTAG00000012128 ARASS -0.84014 0.048153
95 ENSARTAGOD000020561 KLHL15 -0.74527 0.008389 129 ENSBTAGO0000015273 CAND2 -0.84148 0.035176
100 ENSATAGOD000031194 PHLDA2 -0.74825 0.045569 140 ENSBTAGO0000015142 MAPKBP1 -0.8427 0.002836
101 ENSBTAGO0000002714 GNAIL -0.74828 0.034196 141 ENSBTAG00000009704 CECR2 -0.84313 0.008774
102 ENSBTAGOO000005354 LRRAP1 -0.74867 0.042183 142 ENSBTAGOOOOOINI1 825 SP6 -.84522 0.012187
103 ENSBTAGO0000017486 ADARB1 -0.75305 0.020433 143 ENSBTAG00000013873 MSX2 -0.84693 0.003093
104 ENSETAGO0000006776 KIAADI3O0 -0.75382 0.039825 144 ENSBTAG00000016713 TMEM30B -0.85135 0.003032
105 ENSABTAGOD000003454 RGS520 -0.77225 0.024142 145 ENSBTAGO000D043957 TDRP -0.85778 0.020504
106 ENSBTAGO00000021273 SEMA4B -0.77682 0.011104 146 ENSBTAG00000024715 PTPRJ -0.86953 0.000192
107 ENSBTAGON000016221 AMOT -0.77906 0.022817 147 ENSBTAGOO000OOM39683 TOM1L2 0.87522 0.000636
108 ENSBTAGO0000021026 PJIAL -0.7805% 0.01838 148 ENSBTAGOOO0O0063S0 - -0.87583 0.028124
109 ENSETAGO0000002606 LGR4 -0.78083 0.004613 149 ENSBTAG00000009218 ANLN 087763 0.005702
110 ENSBTAGOD000038126 WIPF2 -0.78274 0.012192 150 ENSBTAGO000DD16484 ATP11C -0.87798 0.002231
111 ENSBTAGO00000014455 PDZD2 -0.78718 0.017263 151 ENSBTAG00000010999 W17RD -0.89491 0.00626
112 ENSBTAG00000010350 uUsPs3 -0.78757 0.034063 152 ENSBTAG00000004736 HELZ -0.83623 0.000478
113 ENSATAGOD000005738 ATPSB1 -0.79324 0.00841S 153 ENSBTAGO0000019781 aASPM1 -0.90282 0.008675
114 ENSBTAG00000002380 SORB51 -0.79408 0.028747 154 ENSBTAG00000049368 - -0.9113 0.03201
115 ENSBTAGONNO0007646 PIGA -0.79414 0.028124 155 ENSBTAGOOO00025856 JMY -.91641 0.037108
116 ENSBTAG00000016529 SLC25A30 -0.79815 0.000436 156 ENSBTAG00000001136 SH2D4A -0.91667 6.01E-05
117 ENSETAG00000025450 SYNE2 -0.80095 0.026354 157 ENSBTAG00000004231 ACSS1 -0.91893 0.006704
118 ENSABTAGOD000017278 ACBDS -0.80477 0.003013 158 ENSBTAGO000DD03101 SAlla -0.91915 0.006704
113 ENSBTAG00000002002 ATAD2 -0.80541 0.001673 159 ENSBTAG00000021904 KIFZeA -0.92808 0.002526
120 ENSBTAGO00000016991 EFNB2 -0.80631 0.022177 160 ENSBTAG00000051782 ATAD2 -0.9302 0.038268




Table S3 continued.

Gene Log2 Gene Log2
Gene ID symbol foldchange  FDR Gene ID symbol fold change  FDR
161 ENSBTAGONO0007765 TFCP211 -0.93154 0.008774 201 ENSBTAGOOO00047939 INF75D -1.24068 0.007331
162 ENSBTAGON000012222 FAZH -0.93228 0.000854 202 ENSBTAGO0000010517 EVPL ~1.29617 0.01838
183 ENSBTAGO0000007512 PLAZ2G15 -0.93769 0.00495 03 ENSBTAGOO00DDOB02E CELSR1 -1.29617 4.63E07
164 ENSBTAGO0000017836 IFP57 -0.94913 0.000854 204 ENSBTAGO000DDM5724 LRRCZ6 -1.37672 0.012016
165 ENSBTAGO0000043363 FHDC1 -0.94985 0.006215 205 ENSBTAG00000014788 AKAP12 -1.38366 6.14E-07
166 ENSARTAGO0000000827 TAOK1 -0.96068 0.004578 206 ENSBTAGOO00DD04662 SIC16AT2 -1.39291 0.033994.
167 ENSATAGOD000016972 RAB11APa -0.96252 0.000253 207 ENSBTAGO000DD48529 - -1.40667 0.026756
168 ENSETAGO0000013825 BCAT1 -0.9697 0.000732 208 ENSBTAGDOOD0012020 TRAFS -1.43909 0.028124
169 ENSBTAGON000012019 RS2 -0.97018 0.031882 209 ENSBTAGOO0OODOME85 SRGAP3 -1.44364 0.003794
170 ENSBTAG00000054250 - -0.97802 0.009431 210 ENSBTAG00000052132 FOoXal -1.4618 0.014515
171 ENSBTAGO0000009314 FYB2 -0.98033 0.003914 211 ENSBTAGOO00DDMIZD82 PITPNM3 -1.50605 0.022354
172 ENSABTAGOD000001668 WNT7A -0.98209 0.000863 212 ENSBTAGO000DD 17882 LRRC3 -1.51903 0.003013
173 ENSBTAGO00000001405 GLCE -0.98413 2.16E-05 213 ENSBTAG00000047426 LYPDE -1.5244 0.039271
174 ENSBTAGON000030671 HOOK1 -0.99516 0.000125 14 ENSBTAGO00000 18284 KBTBD11 -1.53812 0.032222
175 ENSBTAGO0000013204 ATP13A3 -0.99765 0.000255 15 ENSBTAGOO0O0O0MB086 - -1.5662 0.001649
176 ENSBTAGO0000008 160 MBOAT2 -0.99933 7.90E05 216 ENSBTAGO000DD04B62 B -1.56936 0.007293
177 ENSBTAGO00000145615 SLC26A2 -1L01027 0.002475 217 ENSBTAGO000D020543 UPK1A -1.57437 0.039139
178 ENSBTAGO00000034560 - -1.01843 0.02791 218 ENSBTAG00000011634 ACP3 -1.57457 1.88E-05
179 ENSARTAGOD000018186 DX -102511 0.001325 219 ENSBTAGO0000022837 - -1.58341 0.030455
180 ENSATAGO0000015419 ARHGEFF3Y -1.02818 0.000192 prii} ENSBTAGO0000000920 DNAH17 -1.60956 0.016034
181 ENSBTAG00000001754 AHCYL2 -1.03185 0.04028 221 ENSBTAG00000006907 NEB -1.63022 0.003129
182 ENSBTAGONO00013259 POLR3A -1.03548 0.001634 22 ENSBTAGOOOOOOMBS540 - -1.73164 0.033496
183 ENSBTAGO0000030174 ACOX1 -1.04647 0.007248 23 ENSBTAG00000049220 - -1.79718 0.000287
184 ENSETAGO0000004440 SLC1S5A1 -104767 0.016034 224 ENSBTAG00000054268 - -1.86422 0.02791
185 ENSABTAGO0000015802 CRER312 -104987 0.02791 prl} ENSBTAGO000DOZ8532 FOLR3 -1.88011 0.005209
186 ENSBTAGO00000045832 PHLPP1 -1.05873 0.001325 26 ENSBTAG00000013736 PROM1 -1.91426 0.005945
187 ENSBTAGON000009279 TNKS2 -1.o08297 0.000546 27 ENSBTAG00000015915 SBSN -2.01054 0.001351
188 ENSBTAGON000006013 NTSDC3 -1.05998 0.000972 pr: ENSBTAGOO0O0OO 269 MisP -2.01846 0.000255
189 ENSETAGO0000004555 LRP2 -108673 0.000102 ENSBTAG00000004860 SLC27A6 -2.13222 0.045569
150 ENSBTAGO0000022733 EPMZAN1 -109191 0.010302 230 ENSBTAGO000DD12851 SLCSAL -2.31515 0.02791
191 ENSBTAGO00000023429 PLS1 -1.09875 0.000599 31 ENSBTAG00000021425 LMANIL -2.32427 0.013934
192 ENSBTAGO00000021527 IGF1R -1.11261 0.001325 32 ENSBTAG00000016514 CPE -1.5164 0.026954
193 ENSATAGO0000019229 TMEM144 -1.16185 0.000255 ENSBTAGOO00DDOSTT7 ATP4A -2.66466 0.005455
194 ENSBTAG00000023407 B3GALTS -116277 0.00402 234 ENSBTAG00000020402 TORDS -2.83899 773608
195 ENSBTAGOOD00017150 EHF -1168396 0.003825 35 ENSBTAGOOOOOMNDOES CYP1A2 -2.86827 0.042603
196 ENSBTAG00000008275 GREBIL -1.18685 183605 236 ENSBTAG00000054413 - -3.64553 0.021026
157 ENSETAGO0000007666 GF2BP2 -1.19286 143607 237 ENSBTAG00000002576 GLDN -3.80061 8.12E-07
19a ENSABTAGO0000004246 H&PD -119723 LG3ED5 ENSBTAGOO00DDOGESS [y 2 -4.10712 2.02E-15
193 ENSBTAGO00000009337 PNMABA -1.19844 0.029025 ENSBTAG00000023563 - -4.21423 0.000148
200 ENSBTAGO00000007428 CDKLS -1.22504 3.246-07 2490 ENSBTAG00000048304 - -5.55843 2.93E-13




Table S4 Upregulated biological processes enriched by GSEA and their corresponding genes.

Upregulated biological pracesses enriched by GSEA and their associated genes

Leukocyte migration

CXCR3, XCL3, CCL8, MMP3, THBS4, CCL22, CD74, iL1B, TBX21, CXCL2, CXCLS8, ITGBZ, CCL25, TNF, 510049, CCR7, LOC529196, SELL, CHGA, {CL2, CORO1A,
CXCL14, ITGB2, RARRES2, C3AR1, JAML, S100A8, PYCARD, GRO1, AIF1, CCL1, CXCR1, CCR2, 5PN, FCER1G, ITGB3, CCL28, THY1, CX3CR1, TRPMZ, CXCR2,
CCR1, LGALS3, MCOLN2, IL1RN, PTGER4, CCL17, EDNRB, SYK, C5ARI, MIF, EMILINI, CCL3, RAC2, AKIRIN, SELP, RPS19, SLAMF1, ARHGEF5, FADD,
ANXAL

Innate immune response

SH2D1A, CRTAM, CATHL1, CAMP, XCL2, GBP5, CCL8, IL18, CCL22, LEP, COCH, KYNU, GFI1, SLPI, CCL25, S100A9, £3, CHGA, CCL2, CORG1A, CATHLS,
C108B, €2, IRF1, ISG15, TLR2, CLEC7A, €15, C10A, S100A12, RARRESZ, NLRP3, SNCA, S100A8, PYCARD, MX2, AfF1, CCL1, TMEM173, VNN, IRF8, FCER1G,
TSPAN6, COLEC12, SAMHD1, CLECSA, KRT1, JCHAIN, TER7, TNFAIP8L2, NCR3, IFI6, CCL17, RSAD2, LBP, iRF5 IFITM3, SYK, UBE2K, CASP4, FGR, NLRC4,
CFB, PIK3Re, IFITMZ2, BPIFB1, MIF, IFiH1, MX1, FCN1, 134, MR1, CCL3, RIPK2, C7H190rf66, LTF, DUSP10, STXS, LY96, RPS19, TRIM3E, PARPS,
LOC100850276, FADD, €D14, ZYX, ANXA1

Adaptive immune response

SH2D1A, CDBA, 114, iL18, CD274, CD74, IL1B, TBX21, LOC515418, ITK, TNF, C3, B2M, GAPT, RELR, C1Q8B, SASH3, C2, C1R, €15, C1QA, BATF, NLRP3, (TS5,
PRKCQ, BTK, IL7R, CTSH, CCR2, FYN, FCER1G, IL27RA, BCL3, PRKCB, JCHAIN, ERAPZ, SAMSN1, FCGR1A, BoLA, RSADZ, SYK, ERCC1, SEMA4A, RIPK2,
DUSP10, LTA, SLAMF1, LOCI00850276 ,FADD, ANXAL, HLX

Antigen processing and presentation

BOLA-DQAS, CD74, BOLA-DRA, BOLA-DMB, LOC515418, PSMB8, CCR7, TAP1, B2M, RELB, CLEC4A, CTSS, PYCARD, TREMZ, NOD1, IFI30, FCERIG, ERAP2,
FCGRI1A, BolA, RAB32, LOC618733, MR1

Cell activation

PLA2GS, 5iT1, CD8A, IL4, EOMES, 1L18, CD274, FCGR3A, CD74, CD5, TBX21, LEP, LCK, CXCL8, IL1RLZ, ICOS, CDH17, CD244, ITK, CD40, CCR7, CD38, CHGA,
B2M, PSMB10, GAPT, CORO1A, CSF2, RELB, SASH3, IL10, IRF1, TLR2, CLECAA, ITGB2, BATF, PIK3CG, PLEK, CCRS, PLA2G3, S100A12, JAML, NLRF3, PRKCQ,
SNCA, PYCARD, BTK, IL7R, AIF1, LDLR, MEGF10, CARD11, BATF2, 5100A13, IKZF1, CCR2, NR4A3, FERMT3, IHH, TNF5F9, SPN, FYN, BCL11B, VNNI,
LGALS1, ZAP70, FCER1G, CD86, SPI1, ITGB3, MAFB, RAB23, IL27RA, BCL3, THY1, CMTMYZ, LFNG, PRKCB, CDKG, SAMSN1, APBB1IP, TNFAIP8L2, EGR3,
CD4OLG, NCR3, MMP14, ENPP3, SLCABA2, LMO4, LGALS3, CHRNB2, PTGER4, RSADZ, LBP, RASAL3, SYK, FKBP1B, LCP1, FGR, DCSTAMP, PIK3RE, MiF,
EMILINI, ERCC1, SEMA4A, CCL3, BATF3, RAC2, BCL2, TGFBR1, DUSFP10, RHOH, RPL22, SLAMF1, FOXN1, LOCI100850276, PDGFRA, FADD, ANXA1L,
ADORAZB, HLX, SOCS1, RPS3, TRAF6, NLRC3

Humoral immune response

SH2D1A, CATHL1, CAMP, CXCL2, CXCLS, SLPI, TNF, S100A9, CCR7, C3, CATHLS, C1QB, C2, CIR, €15, C1QA, RARRES2, GRO1, CCR2, BCL3, KRT1, JCHAIN,
CFB, FCN1, LTF, RPS19, LTA

Taxis

CXCR3, XCL2, CCLB, THBS4, CCL22, CD74, IL1B, CXCL2, CXCL8, PAXG, CCRS, CCL25, 5100A9, CCR7, CXCR4, LOC529196, CRMP1, CHGA, CCL2, COROIA,
HGF, CXCL14, ITGB2, CCRS, RARRES2, C3AR1, ETV1, LHX3, JAMIL, PRKCQ, S5100A8, SEMA3B, GRO1, NTF3, PTAFR, AlF1, CUBN, CCL1, CXCR1, CDK5R1,
CCR2, NR4A3, LPARL, LSP1, BCL11B, FCER1G, EXT1, CCL28, LICAM, CX3CR1, TRPM2, EGR3, CXCRZ, CCR1, RPL24, NCAM1, LGALS3, ILIRN, EPHB3, CCL17,
EDNRB, SYK, C5AR1, MIF, CSFIR, PLXNC1, SEMA4A, RAB13, RHOG, CCL3, RAC2, AKIRINI, RPS15, SLAMF1, ARHGEFS, PDGFRA, ANXA1, CCRL2

Positive regulation of immune system process

SH2D1A, CRTAM, XCL2, iL4, GBPS, IL18, CD274, THBS4, CD74, CD5, IL1B, TBX21, LEP, LCK, LIF, COCH, ILIRLZ, ICOS, GFI1, LOC515418, €D244, ITK, TNF,
CCR7, LOC529196, C3, CD38, B2M, CORO1A, EVI2B, C1QB, SASH3, C2, IRF1, I5G15, TIR2, C1R, CXCL14, C1S5, C1QA, ITGB2, RARRES2, C3ARI, NLRP3,
PRKCQ, PYCARD, RUNX1, BTK, IL7R, AIFi, CARD11, TREM2, CCR2, NR4A3, TMEM173, NOD1, iHH, TNFSF9, FYN, VNNI1, LGALS1, ZAP70, FCER1G, CD86,
FYB1, ITGB3, TSPANG, RAB29, IL27RA, COLEC12, THY1, PRKCB, KRT1, BLK, TLR7, EGR3, CD40LG, NCR3, MMP14, CCR1, ENPP3, FCGR1A, AQP3, LGALS3,
KCNN4, Bot A, CHRNB2, RSAD2, RASAL3, SYK, UBE2K, FGR, NLRC4, C5AR1, DCSTAMP, CFB, PiK3R6, MIF, IFIH1, LOC525599, FCN1,1L34, CCL3, RIPK2, RAC2,
BCL2, LTF, DUSP10, AKIRIN1, LY96, RPS18, LTA, SLAMF1, PARFS, LOCI00850276, FADD, CD14, ANXA1, ADORA2B, HLX, SOCS1, RPS3, TRAFG

Immune effector process

SHZ2D1A, CRTAM, CD8A, It4, EOMES, IL18, CD74, IL1B, TBX21, LEP, CDH17, LOC515418, CD244, TNF, €3, CHGA, B2M, GAPT, CORO1A, RELB, C1QB,
SASH3, C2, iL18, IRF1, ISG15, CIR, C1S, C1QA, ITGB2, BATF, PLA2G3, 5100A12, NLRP3, PYCARD, BTK, MX2, IL7R, CTSH, S100A13, CCR2, NR4A3,
TMEM173, LGALS1, FCER1G, TSPANS, IL27RA, BCL3, SAMHD1, LFNG, KRT1, TLR7, APBB1IP, NCR3, ENPP3, FCGR1A, MAP3K14, BolA, PTGER4, iFi6,
RSAD2, LBP, IRF5, IFITM3, IFI44L, SYK, LCP1, FGR, CFB, PIK3R6, IFITM2, MIF, IFIH1, MX1, FCN1, ERCC1, SEMA4A, CCL3, RAC2, BCL2, C7H190rf66, DUSP10,
RPS18, LTA, SLAMF1, TRIM38, PARPS, LOCI00850276, FADD, ANXA1, ADORA2B, HLX

Cytokine metabolic process

1L 18, IL1A, TNF, LTB, IL10, IRF1, PRKCQ, CARD11, CCR2, NOD1, GHSR, BCL3, CX3CR1, TLR7, SYK

Bolded biological processes shows that they were enriched by FDR < 0.05.



Table S5 Downregulated biological processes enriched by GSEA and their corresponding genes.

Downregulated biological processes enriched by GSEA and their associated genes

Dicarboxylic acid metabolic process

HAL, GGT1, DDO, GPT2, QPRT, PM20D2, SLCIA3, OAT, TAT, GGTS, ASS1, ADHFEL, IDH1, NMNAT2, GLUD1, GCLM, MTRR, KYAT3, HAAQ, ASL, AMDHD1,
GOT1L1, OGDH, MDH1, GCLC

Isoprenoid metabolic process

CYP26C1, CYP1A2, CYP26B1, CYP26A1, ALDHBA1L, RDH12, CRABP1, DHRS9, DHRS3

Demethylation

CYP1A2, USPIX, GATA3, APOBECZ, KDM2ZB

Regulation of cyclase activity

NOS2, ORAIL, FSHR, PDZD3, STIM1

Sulfur compound metabolic process

MATIA, ACPP, GSTAL, CHST6, SULT4AL, GGTI, GLCE, ELOVLS, AASS, PDK1, DLD, PTGES, GGTS, CDO1, PDHAL, CBS, GNS, CH5T3, ACACA, ELOVL7, ADI1,
[DH1, HYAL4, CHSTS8, FAR1, LPO, GPAM, PDHX, CTNS, MMUT, CIAQ1, SULT1B1, ENPP1, MICALL, GCLM, MTRR, OPLAH, MLYCD, SLC35D1

Regulation of lyase activity

NOS52, ORAIL, FSHR, PDZD3, STIM1

Small molecule catabolic process

CYP26C1, CYP26B1, MATI1A, PAH, HAL, CYP26A1, NOS2, ACOX1, LDHD, ACADS, LIPE, DDO, AASS, QPRT, PM20D2, ABCD3, OAT, TAT, PADI4, SESN2, SORD,
CRABP1, GALM, PPARD, CPT1B, URAD, PDE2A, ADHFE1, APOBECZ

pri-miRNA transcription by RNA polymerase ||

SMAD1, PPARD, NFATC3, GATA2, SMAD4, SMADS, TGFB2, APLN, NGFR, ATOHE, BMPR1A

Response to xenobiotic stimulus

CYFP1A2, CYP26B1, ABCB4, CYP26A1, UGTIAL, N6AMTI

Lipid catabolic process

CYP26C1, CYP1AZ, CYP26BI1, PNPLA1, CYP26A1, ACOX1, ACADS, LIPE, PLA2G15, GM2A, GDPD3, ABCD3, SMPDL38, PLBD1, PLD1, GLA, SESN2, ABHDS,
PLCZ1, CRABP1, PPARD, CPT18, PNPLA2, PLD3, APOA1, ABHDA, ABHD6, PLCD3, IDH1, PRKCE, H5D17B11, ECHDC2, PLA2G7

The enriched processes are not bolded showing their FDR > 0.05.
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Fig. S1 Gene set enrichment analysis using all analyzed genes in this study. As indicated, all upregulated
biological processes are related to immune system. On the other hand, most of the enriched pathways by
downregulated genes are related to metabolic processes. Lipid metabolism seems to be the main pathway

that is downregulated.



