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Supplementary Figure 1. Downregulation of CREB-VE-cadherin signaling is involved
in CLP-induced lung vascular injury.

C57BL/6J mice (n=3) were subjected to cecal ligation and puncture (CLP) surgery for 1, 3,
and 5 days. Protein expression was analyzed in whole lung lysates (A) and in fresh
isolated endothelial cells (B) from mice underwent CLP surgery. (C) Real-time PCR
detection of mMRNA levels in fresh isolated endothelial cells was performed (n=3).
Representative immunoblots and the bar graph quantification were shown. *P<0.05,
**P<0.01, ***P<0.001.



Promoter region of mouse VE-cadherin
(NM_009868, 784 aa), Chromosome 8.
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ACTAGTAGCAGAAACAAGGTCCTCTGGAAGAGCAACTGATGCTCTTAGGTACTGAAGCATCATCCTGCCCCAGAGACCAC
TCGCATATGAAGCACACATATTCAGTCTGCCTTACTTGTGTTAATGATTGCCAGTGTCCCTCTGACCTCCTAGCCCTGAA
AAGGTGTGGCCTGAAGGTCATTTCAGAGACGGGGAGAGCTGCTCAGAGAAGCCAATCGGCGAGTCTAGGACACACAGACA
GGATCTAGTCCCAGAGTTCGCTAGCCTAGGTGAGCGTCCCCTGGCCCCTTATACCACTTCCTTCTCCAGCTTGCATCTAA
TTCGCTCTGGCAGACCATCGTGTTTCCTGTCTTCCTGGCAGCCTCCAGCACGCTCAGTGCTACTCCCTCGCATGCGCCCT
CCTCCCAGTACCTTCTCTGACTCCAGTGGGCTTGGAGTGCGAGGAGGAAGGGTGAGGAAGGGGTGAAATCAGGTATTGGA
TCCACAGGGGGTCTGAAGAGCACTAGCCTGGCCTTTTGGGACTGAACTTCTGCTATGAAGACCTCC TCCCTGG

CREB-CRE®6
AGTCCGGGGCACATCCAAGGGTTGCTGTCCATCGTTTAACTGTTTACAGATGACAACAATGACTCGTGTTCGGGGCAGAA
ATATCACCAGGGCTAGAGTACAAAAGGAGTTTGCATTGATGGCCGGACAGGCCTGTCCCTGGACCAGCCTGCGACGCTGA
GTATGAGACCCAGCGGAAGTGCTACCCTGGCAGACGTGTCACTGAGTACACAGACCACCAAGGCAGGCAGCTCTCGGGGA
AGCTGTCTATGCTGGGCCAGCCCACCTTGAGGGCAGGGAACAGAACAGATTGTGGCAGAGAGGAAAATGTGGAGCTTCTG
TTTGTTCACAGACACACGCACTCGCCCACGCACGCACGCACGCACGCACGCACGCACGAATGCACGCAC GTTGA

CREB-CRES5

ATGCTATGGATTCCGCTCAGAGCTGAGAACAGCCCCAGCGACAGTTCCCTGGCCTCTCTCCTTACTCTGATGTCCTCATC
TGTCTTCACATGGTCTCAGGACGCTAATACTCCATCCTAATGTACACTCCTTTCCCTGGGCCTCCGTTCCAGTTCAGTTC
TCAGAGGACCTGGAGGGAGTGATTGGCTACACCAACTTTGCTTTCGTTCACCAAGCCCATGTCTCTACTTGGGTGTCTAA
TGGGCATC] ICAGAAAACCCTTTCTTCCCCCCAACCACACCCCACCCTACCCCCACAGTAT

CREB-CRE4
TTTCTCCATGCCCGGAAAGATCTGCTCTCTTATGGTCCCTCTTTGCCTCACTGAAAAGCAGGACAAGTTGGGGAACTTCC
CAAACTTTTATGCATGAAGAAACCCAGGCAATTTGCCAAAAGGTACACTCTGGGGGTCTGTCATTTACTCTGAGCCAGAA
CCCTGAAATTTTTACTAACCCATCACATAATGAATGAAGAGAATCTTTTTCTTTTTTTTTTTTTTTCTTTTTTTTTGGTT
TTTCGAGACAGGGTTTCTCTGTATAGCCCTGGCTATCCTGGAACACACTCTGTAGACCAGGCTGGCCTCGAACTCAGAAA
TCCACCTGCCTCTGCCTCCCGAGTGCTGGGATTAAAGGCGTGCGCCACCACGCCTGGCTGAATGAAGAGAATCTTGACCT
CATCTCCCCAGCCTCTTGGTCCTGAGGGACCCTGGTCTACCT, TTTGCTGTCTTCTTAGCTCTTCTTACTTTTTTG

CTGACTCAGACCTATGGCTATCTCCATTATACAGATGAGGAGACTGAGGCATGGATCCCTGGTTGGTCCATGGTCACGTG
AAGCCCATCACCCAGTATTTGTAAAGTGAGATGGGCCAGGCTGGTACCTTGGAACTGAAACTCAC ICCTACCTGGA

CREB-CRE2

AGAATCTGACAGGCAAAATCTGCTGCTGAAAGTGATTGTCTGTCACGTTTCTCAGCTGCCCGACTCTGAGAACTCCACAG
CCCCCTTTCGTTCCACCATACTACAGAGTCGCCACGGAAAGCCGGCTCTGTGGAGAAGCTGAGGTAGCTGGGTTTCTGTC
TGGGTTACTCTGTCCAGCGAGGAAACAAGTACCTTAGACCCACTAAGCCTCTGCTTTCTGAACTGTARAGTGGGGGATAT
GACACCTGCCTCCCAGGGATGGCTGAATGCTCTGGCAGAAGCTTAGAGCCCCCACAGCTACCCCTAGGCTCACAGCTCCT
CCGATGAGACCTAGAATTGAGGTATGAGTTGAATACCCCAGGCAGGTCCAAGGCTTCCACGGGCCCAGGCTGACCAAGCT
GAGGCCGCCCACCGTAGGGCTTGCCTATCTGCAGGCAGCTCACARAGGAACAATAACAGGAAACCATCCCGAGGGGAAGT
GGGCCAGGGCAAGTTGGAARACCTGCCTCCCTCCCAGCCTGGETGTGGCTCCCCTCTCCCCTCCTGAGGCAATCAACTGT
GCTCTCCACAAAGCTCGGCCCTGGACAGHBMBEAGTGGAGAGAGCCTTCTGCTCACGGACAAGATCAGCTCCTCCACGAA
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TTTCCTGCTAGCCCACCAGCCGCCTTCCTTGCTCCCAATGACACTTCCTGGCCTTGTGCCCTCCTGTTACCTCCTTTGCC
TCCAGAGAGGTTGGAGCAGAGGCTGGGCAGTGCCAGAAATCAGGCATGAAATCCTCAGGGGGACCAAGGAGGCACCAGCC

CREB-CRES

TCCCTCCCACAGTCTCAGCTACCTCT ICCCCTGGGGCCCACAGCTCATGCCTGGCTCAC
CATTCCTTTGTTTATGGACCACAGGAACAGTCGTTTTCAGGGCAGAGTCAACTTCCTCATGGACTGGGAGTACAAAGGGA
ATTGGCAGATGGTGCCAGGACAGGCCCTGTCCCCATCTGCCACAGCCCCGAGTCTGAGACCCAGCAGGAAGCAATGCACA
GGCCAGTGTATCCCCATGGGCACGTAGACCATGAGGACAGGCGGGGGTGAGGGGGATGTGGACTGGAACACAGGGGACAG
AGCACTGTCCTGGCTCCTCTGCGGCCAACCCCCCCTCTGGGCAGGAGAAAGCAGAGTTAATCCCATTGGAGAAGGAAGCG
CTGAGCTGTTGTTTGTTCATTCCACAATCGGCTGTTGAATGTGTTGGATCCCACTCAGAATTCCGCCCCAAGGACTGTTC
TCCTTCCAGCAGGTCGCTCCTCAGTCTCCAGCATCATCTGTCTTCCCGTCTGCTGGATGCTCCCTGGGGACATGAGCGTG
CTGCCATAGTTAAAAAAAAAAAAAAAAAAAAAAAAAAAAAACCCTCCCACTTCTCTGCTCCCATTCACTGTAAGACTTGG

CREB-CRE7

GGAAGAAGC=ALLLLLL=J.LLLLLL TTCTCCCCTTTCTCTAGCCCCTCCAATCTGTCTTGT

CREB-CRE6

CTACCTTTTCCTGTTTAACCTGTTCTGGTCACAGT| TCCAAAGTTAAGTCTCAGCCCT
CATGCTCCCCAGGCTGACCCACTGACTACTCCCCTGCCCTCCTCCTCTGCCCTCTCCTGGCATTCCTCCTTCATCATGGG
ACCCTCTTCTAATGGATCCCCAAATGTCAGAGGGTCCAAGTCCTCCCTCCCTCCAAGCTCATCCATGCCCATGGCCTCAG
ATGCCAGCCATAAGCTGTTGGGTTCCAAACCTCGACTCCAGGCTGGACTCACCCCTGTCTCCCCCACCAGCCTGACACCT
CCACCTGGGTATCTAACGAGCATCTCAAACTCAACCTGCCTGAGACAGAGGAATCACTATCCCCTCCTCCTCCARAAATA
TCCTTCCATCACACTCCCCATCTTGTGCTCTGATTTACTAAACGGCCCTGGGCCCTCTCTTTCTCAGGGTCTCTGCTTGC
CCAGCTATATAATAAAACAAGTTTGGGACTTCCCAACCATTCACCCATGGAAAAACAGAAGCAACTCTTCAAAGGACAGA
TTCCCAGGATCTGCCCTGGGAGATTCCAAATCAGT TGATCTGGGGTGAGCCCAGTCCTCTGTAGTTTTTAGAAGCTCCTC
CTATGTCTCTCCTGGTCAGCAGAATCTTGGCCCCTCCCTTCCCCCCAGCCTCTTGGTTCTTCTGGGCTCTGATEORGEEN
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ATTTTACAGATGAGGAAACTGTGGCTCCAGGATGACACAACTG GAGCTGGGTCACTTG
ACTCCACCCAATATCCCTAAATGCAAACATCCCCTACAGACCGAGGCTGGCACCTTAGAGCTGGAGTCCATGCCCGCTCT
GACCAGGAGAAGCCAACCTGGTCCTCCAGAGCCAAGAGCTTCTGTCCCTTTCCCATCTCCTGAAGCCTCCCTGTCACCTT

CREB-CRE2

TAAAGTCCATT ICACCACAGAAAATCAAGCTCTGGGGCTAGGCTGACCCCAGCTAGATTT
TTGGCTCTTTTATACCCCAGCTGGGTGGACAAGCACCTTAAACCCGCTGAGCCTCAGCTTCCCGGGCTATAAAATGGGGG
TGATGACACCTGCCTGTAGCATTCCAAGGAGGGTTAAATGTGATGCTGCAGCCAAGGGTCCCCACAGCCAGGCTCTTTGC
AGGTGCTGGGTTCAGAGTCCCAGAGCTGAGGCC GTA TTCAAGTGGGGTGCCCCAGGCAGGGTCCAGTGCCAG
CCCTCTGTGGAGACAGC361CATCCGGGGCCGAGGCAGCCGCCCACCGCAGGGCCTGCCTATCTGCAGCCAGCCCAGCCC
TCACAAAGGAACAATAACAGGAAACCATCCC IGCTGGAAAACCTGAAGGAAGGGGAGGC

AGCCAGGCCTCCCTCGCCAGCGGGGTGTGGCTCCCCTCCAAAGACGGTCGGCTGACAGGCTCCACAGAGCTCCACTCACG
CTCAGCCCTGGACGGACAGGCAGTCCAACGGAACAGAAACATCCCTCAGCCCACAGGCACGATCTGTTCCTCCTGGGAAG
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Supplementary Figure 2. Predicted CREB binding CREs within the mouse and
human VE-cadherin promoter.
The 2.5 kb promoter region of the mouse and human VE-cadherin contains multiple highly

conserved cyclic-AMP response elements (CRES).
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Supplementary Figure 3. IL-1R1 is required for LPS-induced lung vascular leakage.

(A) IL-1R17-and control mice (n=6) were challenged with LPS (12 mg/kg, i.p.) for 1 day. mLMVECs were freshly
isolated using anti-CD31 and magnetic beads. Protein expression in endothelial cells was detected by Western
blot using the indicated antibodies. Quantification of protein expression changes in mLMVECs was shown as
the ratio of target protein to B-actin using Image J. ***P<0.001; “ns”, no significant difference. (B and C) IL-1R1-
and control mice were challenged with LPS (12 mg/kg, i.p.) for 1 day. (B) Lung vascular permeability is detected
by Evans Blue dye leakage in the lungs. Extracted dye contents in the formamide extracts were quantified by
measuring at 620 nm. (C) The ratio of the wet lung to dry lung weight was assessed. Results are shown as
mean £ SEM, n=4-5. ***P < 0.001; ns, no significant difference. Statistics obtained from ANOVA.
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Supplementary Figure 4. IL-1B8 decreases cAMP-CREB-VE-cadherin signaling in
hLMVECs.

hLMVECs were stimulated with IL-18 (5 ng/ml) over time. (A) Protein expression and
phosphorylation were detected by Western blot using the indicated antibodies. (B) Intracellular
cAMP levels were measured. Results are shown as mean + SEM, n=4. *P<0.05, ***P < 0.001;



Promoter region of mouse CREB1
(NM_009952.2, 341 aa), Chromosome 1.

-2500 GAATGAAAAAATGGTCATGGGAACAGAGAGAGGTCACAAATCCAATTTTCCAGGGAGCAGACAGATGTAGGTGATTCTGC -2421
-2420 TGTGTGTTGGAGGTGTGCTAGGTTTCTGGCATGAACTGGGTAGATGTTAAGATACCCTTTACTGAACCAGGGACTATGGG -2341
-2340 AGGAGCGTTTTGAAGGAATTATGATATACGGGTTGAGTTTGAAATGCCCTAAGTCATCCAAATGAAAGTGTACCAAAGGC -2261

-2260 AGTATGCTGGGAACTATGAATGTAGGATTCCAGAGCAAGATCTAGGCTTGAGTTATGGATTGAAGAGTCTTTGACAGAGG  -2181
-2180 GTATTTGATGCTGCTGGGAGAGCATAAGACCACCTAGGAAAGTGTATGGGGAGACTCAGTAAGAGGGCCAGGGTTCAGCT -2101
-2100 CAGCATGATTCCAATGTGTAAGAGGTAGATCAAGGAGGAGCTGGTTGTTAAAGAGCAAACTCAGGTAGGGAGGAAACCTG  -2021
-2020 GGACATAAGACCAGAGGGAAGAGGGTATTTGGAAGCAACTGTGGTCAATCEATACTGGGATGAGGGCTTGTAAA -1941

CREB-CRE7
-1940  ATGAGGACTGAAAATGATCCGCTGCATTTACAGTCATGAAGCTTGTCTGTGGACAATTCAGAGCCACTTCAGGTGAGCGG  -1861

-1860 TGGGGACACTGGAGAGGGCTGGGAGGTGGGACATGAAAGACTGTCCATGGGGTAAGAGACAGCTGCAGTTGTTGGAGAGC -1781
-1780 AATTTAGGGAGAAGAGAAATCTTTTTAAAGAATTGAAAGACTTAAGCATGTTTAAATACCAGTAAGAAAGAGCCGGTAGA -1701
-1700 GAAGGAAAGGTTGAGAGTAACAGAAGGAAAGGAGACTCGTTAAGGGCAAAGTCCATAAGAAAACAGTAGGGTACCTGGAG -1621
-1620 TACCAGGAAGGACAACTCTTTCTTTACAAGAGAAGTGAGTCATGGGCGGAGTCCAGAATCGAACCCTCTCTGCTTCCTAA -1541
-1540 AGACACGTCTCCTTTAAAGGACAGAAAAAGAATGATTAAGACTTGAGGCCGGGCGCGGTGGCTCATACGTGTAACCCCAC -1461
-1460 CACTTTAGGAGGCCGAGGCGGGTGGATTACCTGAGGTCAGGAGTTCCATACCAGCCTGGCCAACATGGTGAAACCCCGTC -1381
-1380 TCTACTAACAACACAAAAATTAGCCAGGTGTGGTGGCAGGTGCCTGTAATCCCAGCTACTAGGGAGGCTGAGGCAGGAGA -1301
-1300 ATCGCTCGAAACCGGGAGGCGGAGGTTGCAGTGAGCCGAGATCGTGC C-ACTCCAGCCTGGGC GACAAGGGCTAGA -1221

CREB-CREG6
-1220  CTCCGTCTCATTAAAAAAAAAAAAAAAAAAAAAAAGACTTGAAACCCCAAGGAGAGGGCTGCAGAGTTCACTATCAAGGA  -1141

-1140  GAATGGGGACCTAGTGGTGCCGTCCTGAGAGACCTCTGAAAGAACAATTCAGTAGTTTCCAGCCACGGAAGTCCCCCTGC  -1061
-1060  TGGGTTTAGGCTEEMENGGGTGCGAATCCCTGCTGTAGAAAACAGGCTGAGGAAAGAAAGCGACACAGGATGTTGTCTGG  -981

<

CREB-CRE5
-980 AGAAAGGCGGGGAGGTAGGATGGGGCATATTTCCAGGGGTCCGGGCAGGTTGTGTGGCTTGGAGGCCTCCGAGGGCCGTC  -901
-900 GECCATGGTCCGGGCAGAGCCCCGCAAGGTGCCACAGTATCGGGGCCAGCGCCCCCCGGAAAAGCATGCTCCGC -821

CREB-CRE4
-820 TGGCGGCCGCCAGGTTTCTCCGCGGAGTCTCGGAAAGGAAAACCCGTCCCCACGGGGGTCCCACGACGCCCCCGGGTCCC  -741

-740 AGGCCCCGGGACGTTGGCAGAGGCGCAGCAGACCTTCTTCCCCAGCCCGCACGGCTCCAGCGGTCCGGCCGCGTCCCAGC -661
-660 CCGGGCTGCCCGTCCCCCGTCTCCCGGCGGCGTCGGAAAGTTCCCGGGGCTGGCGGCGGTCAAGAGCAGAGCCAGGGCAG -581
-580 CCGCAGCCGCCTTCTAGCCCGCCGCTCACCGCCGCAGGGGCAGGCCTGAGCGGGGGTTTCCACCAAGTCGCCGACACCCC -501
-500 TCGGGAATTCCCCCACTGGGCCACACACAAACCCCGCTTCCTCCTTCAAATTTCCGCTGCCGGCTTTACCGATGCGAAAG -421
-420 CCGCGGTGGAGTTTAGACCACTCCTCCCGGCGCCGGGCTCAGCCCGCCTTCGCCTTCCCTCTCCCCGCGGAACCCCTTCT -341
-340 CGTCGCCCGAAGAAACCCGAAGGTCTTCGGCAAGTTCCGTCCCCAGCGCGGGGGCGGGGCCGCTCGAGCTGCTCCGGGCC -261
-260 TAGCTCGGCTGTTTCCGTGCGCGGCCGCTGCGCACTCGGCACTGGGCGGCGCTGGCTGGCTCCCTGGCTGCGGCTCCTCA -181
-180 GTCGGCGGCGGCTGCTGCTGCCTGTGGCCCGGGCGGCTGGGAGAAGCGGAGTGTTGGTGAG-CGGCGGAGGTGTAG -101

—>>
CREB-CRE3
-100 TTgGGTGTGTTACGTGGGGGAGAGAATAAAACTCCAGCGAGATCCGGGCCGTGAACGAAAGCA Gaceac  -21
CREB-CRE2 | 3 CREB-CRE1

-20 CTTGTACCACCGGTAACTAAATGACCATGGAATCTGGAGCAGACAACCA +29
Translation initiation site

Supplementary Figure 5. Predicted CREB binding CREs within the mice CREB
promoter. The 2.5 kb promoter region of the mouse CREB gene itself contains multiple
highly conserved cyclic-AMP response elements (CREs).
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Supplementary Figure 6. Augmentation of cAMP signaling by rolipram alters the dynamics of
polymorphonuclear leukocytes (PMNs) through the lung.

C57BL/6J mice were administrated with rolipram (5 mg/kg) for 1 hour, and injected intraperitoneally
with LPS (12 mg/kg) for 1 day. Intravital lung imaging of PMNs and lung microvascular endothelium
structures was analyzed. (A) Representative two-photon fluorescence images were shown (scale bar,
50 um). (B) PMN trajectory was evaluated. The maximum intensity projection (MIP) images were
presented (scale bar, 50 ym). (C-E) Quantitative analyses of PMN number (C), transit (D) and
velocity (E) were performed. FOV size is 500 x 500 ym. n=6, **P<0.01.
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Supplementary Figure 7. Endothelial CREB directly regulates expression of VE-cadherin In Vivo.
(A) ldentification of the central VE-cadherin promoter regions enabling endothelial specific expression
of CREB. Various fragments of mice VE-cadherin promoter regions were cloned and inserted into the
upstream of CREB coding sequence. (B) The 2.5 kb-VE-cadherin promoter-directed CREB expression
constructs were delivered into C57BL/6J mice by liposome-mediated retro-orbital injection for 7 days.
Tissue expression distribution was assessed by Western blot. (C-E) CREB expression constructs
driven by various fragments of VE-cadherin promoter were delivered into C57BL/6J mice for 7 days.
Protein expression in endothelial cells and non-endothelial cells was analyzed by Western blot and

Control 2.5kb 2.0kb 1.3kb

Control 2.5kb 2.0kb 1.3kb

quantified. n=3,"*P<0.01; ***P<0.001, ns, no significant difference.



CREBfIIfI

CREB D - - -

CREBEC™

VE-cadherin 4l S

B-actin wem— c————— 42 kDa

D Sk
| ]
— 6-
)
e
=
o
2| &
=
'
o
5 e
o 2| F
2|
©
T
0 v
s
L 3
OQ. <&

&

Supplementary Figure 8. Loss of endothelial CREB develops lung
permeability. (A) EC-specific CREB knockout mice were confirmed by Western blot using the
indicated antibodies. (B) lung tissue MPO activity was measured (n=5). (C) Inflammatory cytokine
levels of IL-18 in mice serum were measured by ELISA (n=8). (D) Lung vascular permeability is
detected in lungs from CREB" and CREBEC-- mice (n=6). (E) The ratio of the wet lung to dry lung
weight was determined (n=6). (F) Survival of mice post 20 mg/kg LPS challenge was monitored and

presented as a Kaplan-Meier plot. n=10. ***P<0.001.
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Supplementary Figure 9. Loss of endothelial CREB promotes interaction of neutrophils with
endothelial cells. (A) Two-photon fluorescence images of PMNs and lung microvessel endothelium
structure of CREB" and CREBEC" mice (scale bar, 50 ym). (B) PMN trajectory of CREB" and
CREBEC™ mice. The maximum intensity projection (MIP) images were presented (scale bar, 50 pm).
(C-E) Quantitative analyses of PMN number (C), transit (D) and velocity (E) were performed. FOV size
is 500 x 500 um. n=6, **P<0.01. (F) Lung lysates of CREB" and CREBEC" mice were prepared for
expression detection of ICAM-1, LFA-1 and Mac-1 by Western blot.



Table 1: Primers are used for quantitative real-time PCR and RT-PCR

Target gene

GenBank™

- Forward primers
accession #

mCREB1 NM-001037726.1 | CCAGGTCCATGGCGTTATCC
mVE-cadherin|NM_009868 CAGGCCCTAACTTTCCCCAG
mCTNNB1/ NM_001165902.1 | GTTCTACGCCATCACGACAC
B—cadherin

mGAPDH NM _001289726.1 | CTCAGGAGAGTGTTTCCTCGTC

Reverse primers PCR product
size (bps)
ACTGCCCACTGCTAGTTTGG 353
CACAGTGGGGTCATCTGCAT 473
TTCAGCACTCTGCTTGTGGT 279
CTCGCTCCTGGAAGATGGTG 268

Table 2: Primers are used for reporter assay for mice VE-cadherin transcription

Promoter
fragments

Forward primers

Reverse primers

0.5 kb (-509/+18)
0.8 kb (-804/+18)
1.0 kb (-1003/+18)
1.5 kb (-1512/-24)
1.7 kb (-1762/-24)

2.0 kb (-1984/-24)
2.5 kb (-2482/-24)

ACTCGGAGCTCAGAAGCTGAGGTAGCTG
ACTCGGAGCTCTGCTGACTCAGACCTATGGCTA
ACTCGGAGCTCTGGAACACACTCTGTAGACCA
ACTCGGAGCTCATGGTCTCAGGACGCTAA

ACTCGGAGCTCAGCTGTCTATGCTGGGCCAGC
ACTCGGAGCTCAGGGTTGCTGTCCATCGTTTA
ACTCGGAGCTCAAGCACACATATTCAG

CGATAACTCGAGCTCTGTGAGCCTCTGCAT
CGATAACTCGAGCTCTGTGAGCCTCTGCAT
CGATAACTCGAGCTCTGTGAGCCTCTGCAT
CGACTACTCGAGCGTGAGCAGAAGGCTCTCTCCA

CGACTACTCGAGCGTGAGCAGAAGGCTCTCTCCA
CGACTACTCGAGCGTGAGCAGAAGGCTCTCTCCA
CGACTACTCGAGCGTGAGCAGAAGGCTCTCTCCA

Supplementary Table 1 and 2| Sequences of primers for RT-PCR, Real-time PCR
and Reporter assay.




Table 3: Primers are used for ChIP assay for mice VE-cadherin promoter

Promoter
fragments

Forward primers

Reverse primers

VE-cadherin-CRE1 (-376/-5)
VE-cadherin-CRE2 (-803/-524)
VE-cadherin-CRE3 (-1138/-781)
VE-cadherin-CRE4 (-1465/-1259)
VE-cadherin-CRES5 (-1679/-1571)

VE-cadherin-CREG6 (-2077/-1902)

GCTCTGGCAGAAGCTTAGAG
GCTGACTCAGACCTATGGCTATC
TTACTCTGAGCCAGAACCCTGA
GGGCCTCCGTTCCAGTTCAGTTC
GTTCACAGACACACGCACTCG

AGGGGGTCTGAAGAGCACTA

CGTGGAGGAGCTGATCTTGT
TCCGTGGCGACTCTGTAGTA
GATAGCCATAGGTCTGAGTCAG

CAGATCTTTCCGGGCATGGAGAA
GCTGTTCTCAGCTCTGAGCGGAAT

GTACTCTAGCCCTGGTGATAT

Table 4: Primers are used for ChIP assay for mice CREB promoter

Promoter
fragments

Forward primers

Reverse primers

mCREB1-CRE1 (-93/+29)
mCREB1-CRE2 (-32/-114)
mCREB1-CRE3 (-112/-339)
mCREB1-CRE4 (-780/-1002)
mCREB1-CRE5 (-981/-1171)
mCREB1-CRES6 (-1219/-1460)
mCREB1-CRE7 (-1837/-2114)

CGGTGTGTTACGTGGGGGAG
CGGCGGAGGTGTAGTTTGACG
GTCGCCCGAAGAAACCCGAA
AGCGACACAGGATGTTGTCTGG
AGGAGAGGGCTGCAGAGTTC
CACTTTAGGAGGCCGAGGCG
GCCAGGGTTCAGCTCAGCAT

TGGTTGTCTGCTCCAGATTCC
TTCGTTCACGGCCCGGATCT
CCGCGTCACTCACCAACACT
TTCCTTTCCGAGACTCCGCGGA

CCAGACAACATCCTGTGTCGCT
AGTCTAGCCCTTGTCGCCCA

TCCCAGCCCTCTCCAGTGTC

Supplementary Table 3 and 4| Sequences of primers for ChlP assay for mice VE-
cadherin and CREB promoter regions.
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