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BACKGROUND Cardiac gene expression EGR immunostaining

Recently we found strong association between Despite the comparable elevated plasma TGF- According to gene expression data, CBAxBG-
cardiac TIMP-1 expression and the severity of 31 levels In both transgenic strains, the TGFR} mice depicted Iincreased number of
myocardial fibrosis in TGF-R1 transgenic mice cardiac mMmRNA expression of collagen-1, EGR-1 and EGR-2 positive cardiac cells.

on different genetic backgrounds (B6 and TIMP-1, EGR-1 and EGR-2 were elevated
CBAxB6 F1)!. Fibrosis is usually charaterized only in CBAxB6-TGF[ transgenic mice.

'EGR-1 immunostaining (red nuclel)
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by increased expression of the tissue inhibitors e e Ry e BRSO NER R
of matrix metalloproteinases (TIMPs). AGR T s  SP A S RN W

Early grovx_rth_ response factors (EGRSs), a fgmlly Collagen-1 mRNA T e T
of transcription factors have been associated . RO R e R e

' ' vati i P AL s O IR R R
with TGF-[3 induced activation of fibroblasts and 30 - N TRl S e SRR N T FT

regulation of collagen synthesis?3. However, p < Sl S RG “ - |B6-TGFR

2.5 p<0.01

EGR2.

their role in cardiac fibrosis or their association c e S TR | s e e W
with TIMP-1 is still unkown. 2 2.0 § OV A S SRR e e BRI
In the present study, we aimed to investigate ® SR OO B S e iV
the strain dependent molecular regulation of 5 1.5
cardiac TIMP-1 and its association with o o i EREE AL RO e
profibrotic transcription factors EGR1 and < 10 il S e U v A R TN
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. 200x and 600x magnification
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Animal model: TIMP-1. mRNA Bt s e Oy o0 TS e
Male B6-TGFR and CBAxB6-TGF[} transgenic Woo e 0 NG R

| i - 8.0 <0.01 g tesi it ed (e i ol
:n;ce were generated as previously described e B6 . |B6-TGFR

Experimental groups: P
TGF-R1 transgenic mouse strains and wild type e T :
control strains were used as follows: o :

1) B6-TGFR (n=8)

2) CBAXB6-TGFR F1 (n=9)
3) B6 (n=6)

4) CBAXB6 F1 (n=6)

fold expression

- ' |CBAxB6 | |CBAxB6-TGFR

200x magnification

_ _ B6 B6-TGFR  CBAxB6  CBAxB6-TGFR PrO posed pathway
Cardiac samples of 14-days old male mice were

analyzed for mRNA and protein expression. /}’5”"?‘3
Circulating TGF-B1 levels were analyzed In e

plasma samples. ‘“5*"’*“-%'\‘
Ingenuity Pathway Analysis (IPA) Molecule EGR-1 mRNA (& (3:0)
Activity Predictor module was used on \ \
expression data to construct the proposed

pathway. 2.4

2.3 p{ﬂﬂﬁ

p<0.05 (Fas )

p<0.01

Statistical analysis:
Data are presented as mean+SD. ANOVA and
and Kruskal-Wallis test were performed.

FIBROSIS

EACD-FE ity Syslorme: o A nigals rosereed

RESULTS CONCLUSION
> POTORR  CBAXED - CBABE-TEHE Our results suggest EGR-2 might contribute to

Plasma TGF-R1 levels the development of TGF-R induced myocardial

florosis. We suggest that EGR-1 and EGR-2
might contribute to the strain dependent
EGR-2 mRNA regulation of TIMP-1 expression in this model .

fold expression

Both transgenic strains had elevated
circulating TGF-31 levels, as compared to wild

type controls.
3 2 p<0.001
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