SUBTOTAL RENAL ABLATION INDUCES TUBULOINTERSTITIAL
EGR-2 OVEREXPRESSION IN MICE
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BACKGROUND

The number of patients with chronic kidney
disease and renal fibrosis is growing worldwide.

Control mice underwent sham operation (n=38).
Kidneys were removed 12 weeks after surgery,
and analyzed for  histology, immuno-

0.5

Renal EGR-2 expression

In SNX mice, EGR-2 mRNA expression was

Glomerulosclerosis 5-fold higher (p<0.01) than in control mice.

e R ¥ e B
b= B - B & A T T Fic . ;-\. §cel
K Ty | e i = I _
ATE : T - i, 2 f,._
: T, L sl S 3
g o L af ,:q,. = i o 1 .::- ..-.:I

s P ﬁgw 4

—; ! L L
L -h: e
o Pl W il S
. Y i S

K BT T ]

7 = 3 S 7y X E

- & A e ook . ol e g R y ' TR
i AT AR e e T R i B A
et ¥ £, - Al - E ' = 3l i

Subtotal (5/6) renal ablation (SNX) I1s a 2.5 EGR2 mRNA expression
commonly used model of progressive renal
florosis, which Induces glomerulosclerosis and 2.0 6.0
tubulointerstitial fibrosis.
TGF-31 plays a pivotal role in fibrosis by ® 1.5 g 2.0
regulating profibrotic genes. Upon TGF-[31 8 W 40
stimulus, cultured fibroblasts Increase the » 10 o
expression of EGR-2 (early growth response S 3.0
o . >
factor-2), an early transcription factor which 0.5 o
induces collagen synthesis . 5 20
We hypothesized that EGR-2 could also 0.0 O 10
contribute to renal fibrosis In the mouse model control
of renal mass reduction. p<0.001 0.0
control SNX
METHODS interstiti Y
Tubulointerstitial damage

Animal model- 2 5 E(I\Bl)é 2kidne}{[_s dfpti)ctle(_:l tsigtl_wti_fitlzantlﬁ more
As C57BlI6 (B6) mice are less susceptible to -2 positive tubulointerstitial cells (see

. arrows below) as compared to control
renal mass reduction, we chose BalbCxB6 2.0 kldneys (p<0 05)
hybrid (F1) males at 8 weeks of age. f —
One week after removal of the right kidney, 66% O 1.5 virc
of the left kidney was surgically excised (SNX, 8
n=8). ? 1.0

histochemistry and mRNA expression levels as
follows.
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Performed analyses:
- Glomerulosclerosis index
- Tubular damage index

- TGF-31 mRNA expression

- Collagen-1 mRNA expression
- EGR2 mRNA expression
- EGR2 immunostaining

TGF-B, and collagen expression

EGR-2 |mmunosta|n|ng (red) 400)( magmflcatlon

SNX kidneys had increased mRNA expression
of profibrotic TGF-31 (p<0.05) and collagen-1

Statistics- (p<0.01). EGR-2 positive cell count
Data are presented as mean+SD. Student’s t- TGF-R1 mRNA expression 4
test and Mann-Whitney test were performed 4.0 lﬁ_l-
(SPSS 10). I
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RESULTS ; ;
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Histology g— 20 2
u:
SNX mice developed significant glomerulo- O 10 8_
sclerosis (p<0.001) and tubulointerstital e b
damage (p<0 001). control SNX
0.0
control p<0.05
p<0.05
Collagen-1 mRNA expression Our results indicate that renal tubulointerstitial
60 EGR-2 overexpression strongly correlates with
matrix overproduction and might further
S 0 exacerbate the profibrotic effects of TGF-R1.
D 40 Thus, EGR-2 could serve as a novel target
8 against fibrosis in the future.
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