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Supplementary Figure legends
Figure S1. Indomethacin does not affect jejunum epithelial cell proliferation in Gata4
mutant mice. PCNA positive cells were detected by immunofluorescence on the jejunum of

control (a) and Gata4“™¢

(b) mice that were sacrificed 24 h after indomethacin injection.
Original magnification: 2.5X. (¢) The ratio of PCNA-positive cells was expressed in percentage

of total number of crypt cells and was averaged from 8 individual crypts of a total of 3 different

mice per group.

Figure S2. Transcriptomic analysis predicts increased epithelial cell death in the jejunum
of Gata4 mutant mice following indomethacin treatment. Total RNA was isolated from the
jejunum of control and Gata4*"™ mice that were sacrificed after indomethacin injection (n=3 per
group) and probes for hybridization with Illumina BeadChips were generated. Genes were then
filtered for up- or down-regulation of expression of a minimum of 2.0-fold with a P value < 0.05
and gene signature datasets were analyzed by the Ingenuity Pathway Analysis tool. (a) Categories

and functions annotations were associated with a p-value, activation state and number of different



molecules found to be modulated in these categories. (b) 26 molecules were found to be
modulated (up in red and down in green) and associated with predicted increases of epithelial cell
death. The color quantification scale of dotted lines associated with biological functions covers

between orange (increased state) and blue (decreased state).

Figure S3. Transcriptomic analysis predicts decreased immune cell trafficking in the
jejunum of Gata4 mutant mice following indomethacin treatment. Total RNA was isolated

from the jejunum of control and Gata4*"™“

mice that were sacrificed after indomethacin injection
(n=3 per group) and probes for hybridization with Illumina BeadChips were generated. Genes
were then filtered for up- or down-regulation of expression of a minimum of 2.0-fold with a P
value < 0.05 and gene signature datasets were analyzed by the Ingenuity Pathway Analysis tool.
(a) Categories and functions annotations were associated with a p-value, activation state and
number of different molecules found to be modulated in these categories. (b) 34 molecules were
found to be modulated (up in red and down in green) and associated with predicted decreases of

immune cell trafficking. The color quantification scale of dotted lines associated with biological

functions covers between orange (increased state) and blue (decreased state).

Figure S4. ZO-1 localization remains unchanged in the jejunum of Gara4 mutant mice.

Immunofluorescence detection of ZO-1 on jejunum sections prepared from controls and

4AIEC

Gata mice. Original magnification: 10X.
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State A

Categories Di orF i A i p-Value F i A
Cellular Movement, H System D and Function, Immune Cell Trafficking cell movement of myeloid cells 1,66E-04 Decreased
Cellular Movement, H ical System D and Function, Immune Cell Trafficking influx of leukocytes 1,93E-04

Hi ical System D and Function, Immune Cell Trafficking, y R Tissue D P it accumulation of neutrophils 2,44E-04

Cellular Movement, H ical System D and Function, Immune Cell Ti i y R cell movement of neutrophils 2,57E-04

Cellular Movement, Hi System D and Function, Immune Cell Ti i y R migration of neutrophils 2,75E-04
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Immune Cell Trafficking, Inflammatory Response,  adhesion of neutrophils 2,82E-04

H ical System D and Function, Immune Cell Trafficking, y R Tissue D pment accumulation of phagocytes 4,44E-04

Cellular Movement, H ical System D and Function, Immune Cell Ti i y R cell movement of phagocytes 5,89E-04

Cellular Movement, H System D and Function, Immune Cell Trafficking infiltration of granulocytes 6,06E-04

Cellular Movement, H System D and Function, Immune Cell Ti i y R chemotaxis of myeloid cells 7,85E-04

Cellular Movement, H System D and Function, Immune Cell Ti i y R chemotaxis of phagocytes 8,69E-04

Cellular Movement, Hi System D and Function, Immune Cell Trafficking cell movement of granulocytes 9,29E-04

Cellular Movement, H System D and Function, Immune Cell Trafficking homing of leukocytes 9,92E-04
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Inmune Cell Trafficking, Ir y Response tivation of myeloid cells 1,04E-03

Cellular Movement, H ical System D and Function, Immune Cell Trafficking migration of myeloid cells 1,06E-03

Cellular Movement, Immune Cell Trafficking leukocyte migration 1,10E-03 Decreased
Cellular Movement, H ical System D and Function, Immune Cell Ti i y R infiltration by neutrophils 1,27E-03 Decreased
Cellular Movement, Hi System D and Function, Immune Cell Ti i y R chemotaxis of neutrophils 1,37E-03

Cellular Movement, Hi System D and Function, Immune Cell Ti i y R chemotaxis of leukocytes 1,55E-03

Cellular Movement, H System D and Function, Immune Cell Trafficking infiltration of leukocytes 1,60E-03 Decreased
Cellular Movement, H System D and Function, Immune Cell Trafficking cell movement of leukocytes 1,65E-03

Hi ical System D and Function, Immune Cell Trafficking, y R Tissue D P it accumulation of myeloid cells 1,87E-03

Cellular Movement, Hi ical System D and Function, Immune Cell Ti i y R chemokinesis of neutrophils 2,89E-03
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Inmune Cell Trafficking, Ir y Response tivation of neutrophils 4,58E-03
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Inmune Cell Trafficking, Ir y Response tivation of leukocytes 4,59E-03

Cellular Movement, H ical System D and Function, Immune Cell Ti i y R migration of phagocytes 4,89E-03
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Inmune Cell Trafficking, Ir y Response tivation of ph /e 5,53E-03
Cell-To-Cell Signaling and Ir ion, Cellular L H ical System D and Function, Immune Cell Trafficking recruitment of granulocytes 7,09E-03 Decreased
Cell-To-Cell Signaling and Interaction, Hematological System Development and Function, Inmune Cell Trafficking, Ir y Response tivation of peripheral blood neutrophils ~ 1,20E-02

Cellular Movement, H ical System D and Function, Immune Cell Ti i y R chemokinesis of monocytes 1,20E-02
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Table S1. Comparative gene transcript expression of junctional molecules in the jejunum of
Gata4*™ and control mice (n=6 for each group).

Gene transcript Fold difference (Gata4“™° /control) P value (Student T-test)
Claudin-1 1.17+ 0.1 0.16
Claudin-2 6.59 + 0.52 0.0001
Claudin-3 1.56 +£ 0.06 0.0006

7Z0-1 1.26 + 0.07 0.01

JAM-1 1.28 +£ 0.08 0.05

Occludin 1.24 £ 0.04 0.02
E-Cadherin 1.45+0.08 0.007

Table S2. Comparative gene transcript expression of inflammatory molecules in the jejunum of
Gata4*™ and control mice (n=6 for each group).

Gene transcript Fold difference (Gata4“™° /control) P value (Student T-test)
Icaml1 1.43+0.12 0.02
Cx3crl 1.55+0.26 0.05
I-1p 0.62 +£0.04 0.08
Cd5s 1.67 £0.52 0.30
Cd69 1.54 £0.34 0.19
I-1pr 1.15+0.10 0.54
11-23a 0.64+0.13 0.22
Ccl20 1.19+0.44 0.74
Cer6 1.06 £0.55 0.92
Cxcll 1.08 £0.22 0.82
11-21 046 +£0.15 0.29
Cer4 046 +£0.15 0.20
Cd25 1.27 £0.26 0.36
Cxcrd 1.39+0.43 0.43
Foxp3 0.79 £0.26 0.51
Inf-y 1.57+0.41 0.33
11-10 1.11+0.14 0.60
11-12p35 0.63 +£0.22 0.60
11-12p40 1.38 £0.22 0.42
11-13 0.02 £0.01 0.15
11-17 1.72+£0.90 0.54
11-2 0.87 £0.21 0.67
11-23r 1.73 £0.38 0.12
11-24 0.67 £0.08 0.17
Tafp 1.11£0.16 0.61

Tnfo 1.63+0.34 0.15
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Fold Chang ymbol Entrez Gene Name
13,036 ToEon  dora2s ADORAZ8 adenosine A2 rec

9473 435605 Slc2a2 sLc2A2

9.3 57405  Slc2gal SLC28A1

-8.888 153604 Gm766 Gm766 predicted gene 766

6.223 530E-05  Apoc2 APOC2 apolipoprotein G-Il

5.883 492605 Sphk1 SPHK1 sphingosine kinase 1

5658 196605 Bstl BST1 bone marrow stromal cel antigen 1

5,334 688E-05  Apoc2 APOC2 apolipoprotein C-Il

5,301 322605  Sic25a45 SLC25A45 solute carrier family 25, member 45

5234 486E05  Enpp? ENPP7

6,020 789E05  Acott2 ACOT12 acyl-CoAthicesterase 12

4871 915605 Car2 A2 carbonic anhycr

4841 883E06  Rect RECS REC8 meioic recombination protel

4723 347E-05  Enpp7 ENPP7

4645 262604 Apoad APOA4 apolipoprotein A1V

4552 101605 Trim38 TRIM38 ripartte motif containing 38

4,503 663605  Rbp2 P2 retinol binding protein 2, cellular

4107 278E:04  Slc2a2 sLc2A2

4047 612605 Rop2 RBP2 retinol binding protein 2, cellular

3824 254E02  Asbit ASBI1 ankyrin repeat and SOCS box containing 11
3,809 276E:03  FamiSta FAM1S1A family with sequence similarity 151, member A
3777 640E:04  Capnid CAPN13 calpain

3731 280605 Libdrt LTBR leukotriene B4 receptor

3611 473605 Tim38 TRIM38 tripartite motif containing 38

3435 352603  FamiSta FAM151A family with sequence similarity 151, member A
3378 4.90E-04  Adnt ADHIC

323 483604 Cyp2b23 Cyp2b23

3233 247E-04 i ADHIC

3.220 295E:04  Sic16ab SLC16A6 selute cartrfamily 16, merbor &

-3.188 178E04  Ticd2 TLCD2 TLC domain containing

3181 712604 Poskb PCSK6 proprotein convertase etlsinkosin type 6
-3.160 625E05  Secldi2 SEC14L2 SEC14-like 2 (S. cerevisiae)

-3.156 183603 S100a8 S100A8 $100 calcium binding protei

3127 509E-04  Slc2a2 sLc2A2

3,095 896E-05  Slctad SLC1A3

-3.081 46404 S100a9 $100A9 100 calcium binding protein A9

-3.002 170603 Bdh2 BDH2 3-hydroxybutyrate dehydrogenase, type 2
2991 349E-04  Gitpd2 GLTPD2 glycolipid transfer protein domain containing 2
2952 555E05  Elmo2 ELMO2 enguifment and cell motiity 2

2931 108603 Apoad APOAG apolipoprotein AV

2929 877E:05  Libdr2 LTB4R2 leukotriene B4 receptor 2

2890 402604 NiSe NTSE S-nucleotidase, ecto (CD73)

2878 134604 Cda CcDA cytidine deaminase

2839 820E:05  Lmcdi LMCD1 LIM and cysteine-rich domains 1

2823 9.26E:04  Gm156 Gm156 predicted gene 156

2821 221604 Codoltd ccoce coiled-coil domain containing 114

2810 130602 Cyp2e37 cyP2Cts

2795 391E05  Prsst2 PRSS12 protease, serine, 12 (neurotrypsin, motops
2783 8O1E-05  Plokni1 PLEKHF1

2762 8.14E:05  Lmedi LMCD1 LIM and cysteine-rich domain

2719 204E:03  Cyp2d26 Cyp2d26

2711 403604 Ticd2 TLCD2 TLC domain containing 2

2686 101603 TorgV5 TergV5 T cell receptor gamma, variable 5

2,686 6.18E:05  Vsxi SX1 visual system homeobox

2684 112604 Uncd3a UNC93A inc-93 homolog A (C. elegans)

2,680 143603 Apoat 0Ad apolipoprotein A-V

2661 196604 Creb3l3 CREBAL3

2,650 7.A9E05  Ociad2 CIAD2 ‘OCIA domain containing 2

2,642 554E-04  2210407C18RK 2210407C18Ri RIKEN cDNA 2210407C18 gene

2627 82304 Gprisi PR151 G protein-coupled receptor

2,603 833E05  Ckmtl kmtt crestine insse, miochonal 1, uiqitous
2,603 141603 Sic16a6 SLC16A6 solute carrier family 16, member 6

2,59 726605 Gde DE1 glycerophosphodiester phosphodiesterase 1
2592 8.71E-05 2 PRG2

2579 15104 Trirsf22

2523 102604 Gdet GDE1 dycerophosphodiester phosphodesterass |
2498 751E05  Ociad2 ociAD2 ‘OCIA domain containing 2

2485 161604 TU2 TILL2 tubulin tyrosine ligase-ke family, member 2
2481 140604 Mdh2 MDH2 malate dehydrogenase 2, NAD (mitochondrial)
2468 952603 Cyp2d26 Cyp2d26

2,456 11E04  Lypdl LYPDI1 LYGIPLAUR domain containing 1

2453 104602 Cyp2d26 Cyp2d26

2441 396E-04  NiSe TSE S-nuceotidase, ecto (CD73)

2411 155604 Par7 PAQR? progestin and adipoQ receptor family member VIl
2407 215604  Tmemssa TMEME6A transmembrane protein 86A

2391 476E:04  Uspis UsP18 ubiquitin specific peptidase 18

2,390 132602 Gsdme3 GSDMC gasdermin C

2,387 131604 Scoc sC0C short colled-col protein

2,386 130604 Much MuCc4 mucin 4, cell surface associated

2379 159603 1118 118 interleukin 18 (interferon-gamm:

2378 155604 Prssi2 PRSS12 protease, serine, 12 (neurotrypsin, motopsin)
2,365 183604 Apoc3 APOC3 apolipoprotein C-Il

2,362 644E04  TorgVd Torg-V4 T cell receptor gamma, variable 4

2,354 195604 Hibch HIBCH 3hydroxyisobutyryl-CoA hydrolase

2339 IRVEG4  Gstkl GSTK1 glutathione S-transferase kay

2310 164603 Galt GALT galactose-

2,309 345E-04  Gstkl GSTK1 glutathione S-transferase kappa 1

2.286 108604 Scamp$ SCAMPS Secretory carrier membrane protein 5
2219 189E04  Conm2 CNNM2 cydlin M2

2.258 230E04  Plodd PLCD3. phospholipase C, delta

2254 TBIE04  Mucd uc4 mucin 4, cell surface associated

2254 342604 Rapgef6 RAPGEF6 Rap guanine nucleotide exchange factor (GEF) 6
2.226 103604 Tmdsfs TMASFS transmertrane 4 L i famly momber

2220 522604 Sypl2 sYPL2 synaptophysi

2218 188E-03  1700055D18Rik 1700055D18Rik AREN EONA Toanes18 gene

2,188 382604 Plekhft LEKS

2181 791604 Timpt TIMPY TIMP metallopeptidase inhibitor 1

2164 214604 That That threonine aldolase 1

2157 250603 Nudts NUDTS

2155 171E03  Cxcl2 XCL3 chemokine (C-X-C motif ligand 3

2149 122603 Sic28a2 sLc2sA2

2,136 5.76E:03  Hoxad HOXA9 homeobox A9

2117 739604 Unco3a UNCS3A unc-93 homolog A (C. elegans)

2115 122603 Aldhdal ALDH4AT aldehyde dehydrogenase 4 family, member A
2115 254E:04  Slc5a9 SLC5A9

2113 6.53E:03  Snipb SNRPB

2,109 191603 Hvent HVCN1 hydrogen voltage-gated chan

2,108 138603 Noval NOVAT neurc.oncologial venal anig

2,095 119602 B3galts BIGALTS

2077 122602 Nbeall NBEALT neurobeachin-ike 1

2,073 142604 TmemS3 TMEMS3 transmembrane protein 5

2072 430E04  Cypad22 Cypad22

2071 556603 Offr1221 oIfr1221 olfactory receptor 1221

2,070 622E:04  Hipk2 HIPK2 homeodomain interacting protein kinase 2
2,057 302603 Hdlbp HOLBP high density lipoprotein binding protein
2,049 253603 Necabl NECAB1 N-terminal EF-hand calcium binding protein
2,048 146604 Mmp9 MIPY

2,040 301E-04  4933422H20RK 4933422H20RK RIKEN cDNA 4933422120 gene

2,039 208E-04  Scoc scoc short Golled-coll protein

2,038 117602 Gira3 GLRA3 glycine receptor, alpha 3

2,028 181E03  Timp1 TIMPY TIMP metallopeptidase inhibitor 1

2,020 279E02  Gsdme3 GSDMC gasdermi

2011 216E:04  SicSa9

2,001 579E-04  Vpreb2 Vpreb1NVpreb2 pre-B lymphocyte gene

2,003 628E:03  Bdnf BDNF brain-derived neurotrophic factor

2,004 277604 Scin SCIN scinderin

2,009 107602 Gulo Gulo gulonolactone (L-) oxidase

2,009 257E04  P2ry6 P2RY pyrimidinergic receptor P2Y, G-protein coupled, 6
2,009 428602 Prft RF1 rforin 1 (pore forming protein

2010 486E04  Meti7h METTLTB methylransferase like

2013 683E03  Usp13 USP13 ubiquitin specific pepiidase 13 (isopeptidase T-3)
2015 458E04  Nudtd NUDT4

2017 417603 Lyba Ly8a (includes oth

2022 470802 Ort DR1

2022 3SIE04  Pmvk PMVK phosphomevalonate kinase

2,030 308E-04  OIf1178 oifr1178 olfactory receptor 1178

2032 687E04  Slclla2 SLC11A2

2,036 222602 ligh2l go2! integrin beta 2-1ike

2,040 T46E03  Gent2 GCNT2

2,051 174604 Cxadr CXADR coxsackie virus and adenovirus receptor
2,055 623604 Mostl MGST1 microsomal glutathione S-transferase 1
2,057 376E-02  Clecdg CLEC4G C-type lectin domain family 4, member G
2,080 631E04  Gis GLs glutaminase

2,062 423804 Dhor2d DHCR24 24-dehydrocholesterol reductase

2,084 142603 Moap! MOAP1T modulator of apoptosis 1

2073 647E-04  Fbxo32 FBX032 F-box protein 32

2,080 260E-04  Dhor2é DHCR24 24-denydrocholesterol reductase

2,082 348E-04  Aacs AACS acetoacetyl-CoA synthetase

2,084 9.92E:03  OIfr67 oifis7 olfactory receptor 67

2,086 180E04  Sultlc2 suLT1c2 sulfotransferase family. cytosolic, 1C, member 2
2,097 629E-04  Cacnb3 CACNB3

2,097 261E02  Gsted GSTCD

2,098 407E04  Pla2g10 PLA2G10 phospholipase A2, group X

2,099 392604 Pmi2 PRMT2 protein arginine methy/transforase 2

2,104 451602 2xda 2xda zinc finger, X-linked. duplicated A

2,107 371602 Tafda TAF4

2115 406602 Scid2 SCFD2 sec family domain containing 2

2118 495604 Pipr PTPR) protein tyrosine phosphatase, receptor
2123 238602 Cyp2cs7 cvP2Cts

2126 190603 OIfi25 ifi25 olfactory receptor 25

2132 173602 BCO21785 BC021785 CDNA sequence BC021785

2,135 201602 Cdhit CDH11 cadherin 11, type 2, OB-cadherin (osteoblast)
2135 164E03  Nbit MINOS1-NBL1/NBL1 neuroblastoma 1, DAN family BMP antagonist
2,137 256602 Cyp2dd YP2D6

2,141 250E:04  Aldngal ALDHBA1 aldehyde dehydrogenase 8 family, member A1
2,145 312604 Dsg2 5G2 desmoglein 2

2150 107604 Agig2 AGFG2 ATGAP with FG repeats

2150 280E:04  Lss Lss

2,155 604E04  Tnsd NS4 tensin 4

2,157 220E:03  OIfr3gs 0Ifr385 olfactory receptor 385

2,164 375603 Nind NTN4. netrin 4

2170 104603 Krbat KRBAT KRAB-A domain containing 1

2175 21ED  Sprod2 SPRED2 sprouty-related, EVH1 domain containin
2177 1,08E-03 GNAT1

2,180 16902 4633431D13R\k 4833431D13RIK RIKEN cDNA 4833431013 g

2,184 5.06E-03 GAA glucosidase, alpha: acid

2,189 S50E0:  Sessazo SLC25A20

2191 363604 Mapkd MAPK4 mitogen-activated protein kinase 4
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1,67E-02
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133603
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7.27604
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1,.86E-04
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240604
1,85E-04
2.21E-05
6.31E-06
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Mael MAEL maelstrom spermatogenic transposon silencer
Piprd Ptprd protein tyrosine phosphatase, receptor type, D
ipt GRIPY glutamate receptor interacting protein 1
Ap2o1 ATP2B1 ATPase, Cat+ transporting, plasma membrane 1
Tor PR translocated promoter region, nuclear basket protein
Hmgor HMGCR Ihydroxy-3-methylglutaryl-CoA reductase
hrl HRL ghrelin/obestatin prepropepid
Psorstc2 PSORS1C2 psoriasis susceptibilty 1 candidate 2
Sycpl-pst Sycpi-ps1 synaptonemal complex protein 1, pseudogene 1
it RK4 G protein-coupled receptor kinase 4
Cap2 cAP2 ‘CAP, adenylate cyclase-associated protein, 2 (yeast)
Tst ST thiosulfate sulfurransferase (hodanese)
Eifée1b EIF4E1B eukaryotic ranslation iitation factor 4 family member 18
Adk 0K adenosine kinase
Mt MTIE metallothionein 1€
Ghrl GHRL ghrelin/obestatin prepropepiide
Akric19 Air1ct9 ldorelo reductaso famiy 1. member G19
\doc ALDOC aldolase C, fuctose-bisphosphat
Tef12 CF12 ranscription factor 12
4930430A15R Kk 4930430A15RiK RIKEN GDNA 4930430A15 gene
0 32 F-box protein 32
4933403008Rik 4933403008R K RIKEN cDNA 4933403008 gene
SD1787 hydroxysteroid (17-beta) dehydrogenase 7
78 8 coagulation factor VIll, procoagulant component
Oifi382 oifi382 olfactory receptor 382
Ugtiasb UGT1A6 UDP glucuronosyltransferase 1 famil, polypeptide A6
Papsst PAPSS1 3-phosphoadenosine 5-phosphosulfate synthase 1
Plscr PLSCRI phospholipid scramblase 1
War16 WOR16 WD repeat domain 16
Aldhiat ALDH1AT aldehyde denydrogenase 1 famiy, member A1
Guft GUF1 GUF1 GTPase homolog (S. cerevisiae)
Tipl TFPI tissue factor pathway inhibitor (ipoprotein-associated coagulation inhibitor)
Taf? TAFT TAF7 RNA polymerase Il, TATA box binding protein (TBP)-associated factor, 55kDa
Hoxb7 HOXB7 homeobox B7
prmi2 PRMT2 protein arginine methy/transforase 2
Tmem6s TMEM6S transmembrane protein 65
Det oct dopachrome tautomerase
Atg3 ATG3 autophagy related 3
Papsst PAPSS1 3:shosphoadncsine 5 phosghosufle synhaso 1
Serpinadm Serpina3k (includes oth lade A, member 3K
Itpr2 1TPR2 ncstol 1.4 5 epnoephats receptor, 5o 2
Sic6a20b Sic6az0b, solute carrier family § (neurotransitter transporter), member 208
pb2 PB2 carboxypeptidase B2 (plasma)
Camk2a A calcumicamodl dapendent rtan inase Il ipha
Oifr292 0292 ncludos ohers)  alfaclry raceptr
inmt INMT indolethylamine N-r mathyllrans‘erass
0771 o771 olfactory receptor 771
Ankil ANKK1 ankyrin repeat and kinase domain containing 1
Tyh3 TIYH3 tweety family member 3
Ssird SSTRA somatostatin receptor 4
Abimt ABLIM1 aciin binding LIM protein 1
Fazh A2H fatty acid 2-hydroxylase
Fbxo32 FBXO032 F-box protein 32
Tims2 Timd2  cell immunoglobulin and mucin domain containing 2
b2 CPB2 carboxypeptidase B2 (plasma)
Cyp2c70 Cyp2c70 cytochrome P450, family 2, subfarily c, polypeptide 70
mt Nt endoplasmic reiculum o nuclaus signaiing 1
Serpinat0 SERPINA10 inhibitor, clade anitrypsin), member 10
Ipst PST mercaptopyruvate sulfurransferase
Pmp22 PMP22 peripheral myelin protein 22
Sicotb2 SLCO1B3 solute carrier organic anion transporter family, member 183
4 R84 st 54
Xpnpep2 XPNPEP2 P2
Ugt2b36 T28; s glucumnosyilranslerase 2 family, polypeplide B7
Oifr126 OIfr126 (includes others)  olfactory receptor
Itiha, He interalpha-ypsin nhor heavy chain ey, member 4
Toxis TBX15 T-box
Toeals TCEALS transcription elongation factor A (SII)-ike 8
Pprd Ptprd protein tyrosine phosphatase, receptor type, D
Fhil FHLT four and a half LIM domains 1
Nsdhl NSDHL NAD(P) dependent steroid dehydrogenase-like
Ocm ocm oncomodulin
Pibf1 PIBF1 progesterone immunomodulatory binding factor 1
Vepht VEPH1 ventricular zone expressed PH domain-containing 1
Cpnt CPN1 carboxypeptidase N, polypeptide 1
Plprd Plprd yrosine phosphatase, receptor type, D
D01 gene
Fhit FHLT four and a half LIM domains 1
Nsdhl NSDHL NAD(P) dependent steroid dehydrogenase-like
Cyp2et CYP2ET cytochrome P450, family 2, subfarmiy E. polypeptide 1
Hoxb7 HOXB7 homeobox 87
Nsdhl NSDHL NAD(P) dependent steroid dehydrogenase-like
Itint ITH inter-alpha-trypsin inhibitor heavy chain 1
Xpnpep2 PNPEP: Xeprolyl ami 3
9130024F11Rik 9130024F11Rik RIKEN GDNA 9130024 11 gene
LSCR1 phospholipid scramblase 1
MTMRE myotubularin related protein &
Cyp2css cypace ofechvome PAS0,family 2 subfaridy C. poipapide
Epbd. tlda EPBAILIA erythrocyte membrane protein band 4.1
sic13a2 SLC13A2 solute carrier family 13 Asadlum-dapsndsm d\carboxy\ate transporter), member 2
Fgfbpt FGFBP1 fibroblast growth factor binding protei
Ugt2b36 uGT287 UDP glcuronosylransirase 2 o, polyuapme 87
Rasd2 RASD2 RASD family, member 2
ypS1 CYPS1AT Gytochrome PASD, iy 51, subfariy A, plypepice 1
Cablest CABLES1 Cals and Abl enzymo subsiote
0 IR transthyret
4732465J04Rik 4732465104RiK RIKEN CDNA 4732465404 gene
bidbp ABI3BP ABI family, member 3 (NESH) binding protein
Time2 Timd2  cell immunoglobulin and mucin domain containing 2
Ugtia2 UGTIA3 UDP glucuronosyltransferase 1 famil, polypeptide A3
Mup3 Mup1 (includes others)  major urinary protein 1
Bexd BEX4 brain expressed, X-linked 4
Itina ITH4 inter-alphaxtrypsin inhibitor heavy chain family, member 4
Poskd proprotein convertase subtiisin/kexin type 9
Eiféebp3 EIF4EBP3 eukaryotic ranslation iitiation factor 4 binding protein 3
1 Kininogen
0a fibrinogen alpha chain
sic13at SLC13A1 solute carrier family 13 (sodium/sulfate symporter), member 1
Lamb3 LAMB3 Taminin, beta 3
Pmp22 PMP22 peripheral myelin protein 22
nlip NLIP pancreatic ipase
Zahhe19 ZDHHC19 zinc finger, DHHC-type containing 19
Hox HPX hemopexin
Mup2 Mup1 (includes others)  major urinary protein 1
Hmges2 MGCS2 2
crz CcFL2 cofiin 2 (muscie)
Hspb1 HSPB1 heat shock 27kDa protein 1
Pik3apt PIK3AP1 phosphoinositide-3-kinase adaptor protein 1
Gsta3 STAS glutathione S-transferase alpha 3
Bexd BEX4 brain expressed, X-linked 4
Syen SYCN syncolin
Gentt GONT1 glucosaminyl (N-acety) transferase 1, core 2
Serpinab SERPINAT inhibitor, lade A (alpha-1 anitrypsin), member 1
Serpinatd SERPINAT inhibitor, clade A (alpha-1 anitrypsin). member 1
Gentt GONT1 glucosaminyl (N-acety) transferase 1, core 2
Sertadd SERTAD4 ERTA domain containing 4
Serpinab SERPINAT inhibitor, lade A (alpha-1 anitrypsin), member 1
Serpinab SERPINAT inhibitor, clade A (alpha-1 anitrypsin). member 1
ubn BN cubilin intrinsic factor-cobalamin receptor)
Slc40at SLC40AT solute carrier family 40 (iron-regulated transporter), member 1
Defb37 637 defensin beta 37
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Table S4. Primers used for qPCR analysis of gene transcripts

Claudin-1
Up 5’-GCCATCTACGAGGGACTGTGGA-3’

Dw  5-TGCCAATTACCATCAAGGCTCGG-3’

Claudin-2

Up 5’-GCCACCCACAGATACTTGTAAGGAG-3’

Dw  5-TTCGGAGCCTGTTTGCTTGTCG-3’
Claudin-3

Up 5’-CCTTGCTGTGTTGCTCCTGCC-3’

Dw  5-CTCAGACGTAGTCCTTGCGGTC-3’
7.0-1 (TJP1)

Up 5’-TGCAGAGACAATAGCATTCTCCCAC-3’

Dw  5-TAGCTCCACGGGCTTCAGGAAC-3’
Jam-1 (F11R)

Up 5’-TGGATATGGGACAGCCATGAGGT-3’

Dw  5-GCTATAGGCAAACCAGACGCCA-3’

Occludin
Up 5’-GGAACACATTTATGATGAACAGCCCCC-3’

Dw  5-CGCTTGCCATTCACTTTGCCAT-3’
E-cadherin

Up 5’-ACCAAAGTGACGCTGAAGTCCAT-3’

Dw  5’-GATGGGAGGGATGACCCAGTCT-3’

Icam1
Up 5’-CTGCTACCTGCACTTTGCCCTG-3’

Dw  5-AGGCTTCTCTGGGATGGATGGAT-3’

Cx3crl
Up 5’-GAGTATGACGATTCTGCTGAGG-3’

Dw  5-CAGACCGAACGTGAAGACGAG-3’

1-1
P Up  5-TAGCCCGCACTGAGGTCTTT-3’

Dw  5-AGCAATGTGCTGGTGCTTCA-3’
cds

Up 5-CCCCACAGGAGTGAACCAGAACA-3’

Dw  5-TGGATAAGCAGACAGGTGAGAGTTCC-3’
Cd69

Up  5-ACTTCTTCTCCACCACAACCAAGAGT-3’

Dw  5-GCCCAATCCAATGTTCCAGTTCACC-3’
I-1Br

Up  5-TCGCTATCCGTTTATCTGTGTTGTTAAGAA-3’
Dw  5-TGTAGCCGTGAGGATGATAAAGCCC-3’



I1-23a

Cel20

Cecer6

Cxcell

I1-21

Ccr4

Cd25s

Cxcr4
Up
Dw
Foxp3
Up
Dw
Ifn-y

11-10

I1-13

5’-CCCGTATCCAGTGTGAAGATGGTTGT-3’
5’-TCCCCTTTGAAGATGTCAGAGTCAAGC-3’

5’-GCCTCTCGTACATACAGACGC-3’
5’-CCAGTTCTGCTTTGGATCAGC-3’

5’-CCTGGGCAACATTATGGTGGT-3’
5’-CAGAACGGTAGGGTGAGGACA-3’

5’-CTGGGATTCACCTCAAGAACATC-3’
5’-CAGGGTCAAGGCAAGCCTC-3’

5’-GGACCCTTGTCTGTCTGGTAG-3’
5’-TGTGGAGCTGATAGAAGTTCAGG-3’

5’-TCCCCTCGTGCTCTGCA-3’
5’-TGCGTGTAAGAGGAGCTGGAC-3’

5-TTGTCGGGCAGAACTGTGTCT-3’
5’-GCTCCAGGAGTTTCCTAAGCAA-3’

5’-AGCATGACGGACAAGTACC-3’
5’-GATGATATGGACAGCCTTACAC-3’

5’-GGCCCTTCTCCAGGACAGA-3’
5’-GCTGATCATGGCTGGGTTGT-3”

5’-CAGCAACAGCAAGGCGAAA-3’
5’-GCTGGATTCCGGCAACAG-3’

5-TTTGAATTCCCTGGGTGAGAAG-3’
5’-TGCTCCACTGCCTTGCTCTT-3’

5’-CACGCTACCTCCTCTTTTTGG-3’
S>-TTTTCTCTGGCCGTCTTCAC-3’

5’-GGTGCAAAGAAACATGGACTTG-3’
5’-GACAGAGACGCCATTCCACAT-3’

5’-GTGTCTCTCCCTCTGACCCTTAA-3”
5’-GAGATGTTGGTCAGGGAATCC-3’



11-17

Up  5-TCCAGAAGGCCCTCAGACTAC-3’
Dw  5-TGTGGTGGTCCAGCTTTCC-3’

I1-2

Up  5-CCCAGGATGCTCACCTTCAA-3’
Dw  5’-CCGCAGAGGTCCAAGTTCAT-3’

11-23r

Up  5-GCCAAGAAGACCATTCCCGA-3’
Dw  5-TCAGTGCTACAATCTTCTTCAGAGGACA-3’

11-24

Up 5-CTCCACTCTGGCCAACAACTT-3’
Dw  5’-CACCAAAGCGACTTCTGTATCC-3’

Tgfp

Up  5-GGACCCTGCCCCTATATTTG-3’
Dw  5-GCTTGCGACCCACGTAGTAG-3’

Tnfo

Up  5-AGGCGGTGCCTATGTCTCA-3’
Dw  5-GGGTCTGGGCCATAGAACTG-3’

Table S5. Primers used for gPCR analysis of ChIPs experiments

Site 1
mClau2prom-331upl
mClau2prom-157dw1
Site 2

mClau2prom-1706up3
mClau2prom-1528dw3

Site 3 (-1775 to -1762)

mClau2prom-18186up5
mClau2prom-1707dw5

Negative region

mouselL1B(-398)-FWD
mouselL1B(-197)-REV

5S’-TGACATTTTGGCTCTACTTCCA-3’
5S’CAGGCTCAAGAAGGCATCTA-3’

5’-ATTACCCCAGGGATGTTGGT-3’
5’-GGAGGGGGTTAGGATTTAGC-3°

5’-TGGTGGAAATGAGAAACACAA-3
5’-CCTTGACACCCTGTGCCTAT-3’

5’-CCAAACTCCAACTGCAAAGC-3’
5’-TGGTGGAAATGGGCATTATT-3’



Full length gels for claudin-2 and actin blots
displayed in Figure 2b.
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