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[ Abstract]  Objective To explore whether sphingosine 1-phosphate (S1P) is involved in pancreatic fibrosis in
KEAy type 2 diabetic mice, and whether this process is related to transforming growth factor—1 (TGF-B81). Methods
Real-time (RT)-PCR was used to detect the level of sphingosine kinase 1 (SphK1), TGF-B1 and smooth muscle actin o
(a-SMA) , which were measured as an index that reflects the activation of pancreatic stellate cells in the pancreas in KkAy
type 2 diabetic mice and C57 mice. The main components of the extracellular matrix, collagen al (1) [ Col al(I)] and
collagen a1 (1) [ Col al (III) ], were also measured by Real-time RT-PCR. Results SphK1, TGF-B1, a-SMA, Col al

(T) and Col al (TIT) were overexpressed in the pancreas in KkAy type 2 diabetic mice. There was a significant positive
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correlation between SphK1 and TGF-B1 in pancreatic tissue of KkAy type 2 diabetic mice. Conclusions

S1P may be

involved in the development of pancreatic fibrosis in KkAy type 2 diabetic mice, and this process may be related to TGF-B1.
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Table 1 Primer sequence list
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Gene type Sequence
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R: CCATCCAATCGGTAGTAGCG
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SphK1 R: AGAAGGCACTGGCTCCAGAGGAACAAG
A K -1 F: TGCGCTTGCAGAGATTAAAA
TGF-B1 R: TCACTGGAGTTGTACGGCAG
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Table 2 «-SMA mRNA expression in pancreas of C57
mice and KkAy type 2 diabetic mice
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Note. mRNA expression of a-SMA in pancreas of C57
mice and KkAy type 2 diabetic mice. All results were
confirmed in three independent experiments. “P< 0. 05.

Figure 1 «-SMA mRNA expression was up-regulated in
pancreas of KkAy type 2 diabetic mice
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Figure 2 Collagen mRNA expression was up-regulated in KkAy type 2 diabetic mice
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Table 3 Collagen mRNA expression in pancreas of
C57 mice and KkAy type 2 diabetic mice

{275 5 TGF-B1 %5 SphK1 7 4k AH 3¢, Fo AT xt
KkAy 2 BUBELRT/NERBERR o SphK1 5 TGF-B1 4545
FRA mRNA 7KFHEATAH M43 B, 25 3R, KkAy
2 B BRI /N BRUBE IR P SphK1 5 TGF-B1, a-SMA |
Col al (1) K Col ol (TIT) /K- 5 0 B 1E ARG, 25 24
At E L (F£ 5), X2/~ , TGF-B1 5 SphK1 =
M PRI A S SRR AT AL 1 & AR A AR DG

3 itig

BT A A 2 15 18 P IR 2 T IRt g A
PEBER)— R B AR AL, AT S BB IR S RE Rk R
LRI R A A L, TR R R T A By B
WU B JCAT BAR T 7 15 R 3 JEE A vy 1)
gz HETA KR T SR R
I E A BRIIR LT AEAL bR 75, (0 AR AR S 5

x4 57 XWI/NRE Kkdy 2 BIOBEIRI%
JNERJBERE SphK1 B TGF-B1 35
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Figure 3 SphK1 and TGF-B1 mRNA expression were up-regulated in KkAy type 2 diabetic mice
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Table 5 Correlation analysis between mRNA levels of SphK1 and TGF-B1
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0.993,P<0.0001) , &SR A G4 3, "P<0. 05, ™ P<0. 01 W EAGI#F L,
Note. Correlation analysis of SphK1 and TGF-B1 mRNA expression in the pancreas of KkAy type 2 diabetic mice (r=0.993,P<0.0001).*P<0.05 and

" P<0.01 are statistically significant.
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