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[ABSTRACT] Aim  To investigate the regulatory role of sphingosine- -phosphate receptors (SIPR) in cardiomyo—
cvte hypertrophicresponse induced by SI1P. Methods Cellvolumes and protein compound rate of neonatal heart cells
were used as indexs of hypertrophic cardiomyocytes models induced by S1P . Neonatal heart cells were randomly divided
into 5 groups: normal control; hyperrophic group: cells were stimulated by SIP (1000 nmol/L) ; pretreatment group: cells
were treated with VPC23019 (10 wmol/L) 30 min before adding S1P; pretreatment group: cells were treated with JTE (10
wmol /L) 30 min before adding S1P and pretreatment group: cells were treated with Staurosporine (10 nmol/L) 30 min be-
fore adding SIP.  Protein compound rate of neonatal rat cardiomyocyte cells was assayed by [*H] Jeucine incorporation.

The expression of B-myosin heavy chain (B-MHC) was detected by qPCR and Western Blot . Results 10, 100 and
1000 nmol/L S1P increased neonatal rat cardiac cell volume and [PH] —leucine incorporation; especially 1000 nmol/ L
SIP.  Cells treated with S1P at 1000 nmol/L for 48 h were chosen as hypertrophic cardiocyte model. ~ S1P (1000 nmol/
L) treatment of myocyles 48 h, can increase significantly [H] —leucine incorporation, the effect was significantly inhibi—

ted by S1P2 receptor inhibitor (JTE) or protein kinase C (PKC) inhibitor (Staurosporine) . ~ Compared with the con—
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trol group, hypertrophy of myocardial cells of B-MHC mRNA and protein levels were significantly increased.

Compared

with SIP (1000 nmol/L) treatment group, B-MHC expression levels of S1P2 receptor-specific inhibitor and the PKC inhib—

itor group was significantly decreased.

hypertrophy induced by S1P.
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Conclusion The activation of S1P2 played an important role in cardiomyocytes

S1P2-PKC signaling regulates the cardiomyocyte hypertrophic responses induced by S1P.
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rosporine 1 I\ S1P (1000 nmol /L) 4k %E5% 3% 48 he
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+s,n=12)
Table 1. Cellvolumes and protein compound rate of hyper—

trophic cardiomyocytes induced by S1P
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SIP ¥R o i A4 7R (cpm/10-°)

0 (X ER41) 100% 666.91 =55. 44
10 nmol /L 212.18% =28.08% 787.54 +64.76
100 nmol /1. 378.38% +31.32% 890. 52 +69. 87

1000 nmol/L  619.27% +41.07%* 1412. 12 £98. 74*

a A P<0.05, 5% 4H LA o
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Table 2. Effects of signal inhibitions on protein compound

rate of hypertrophic cardiomyocytes induced by S1P

7 A CH] =R BB N E (cpm/10 )
Xof R 4 578.49 +53.23

SIP 4 1348. 14 +89. 98*
VPC23019 41 1287.78 +82. 46"

JTE 41 714.34 £79. 35"

Staurosprine Zf 654.39 +68.72"

ay P<0.05, 5XIIRZLLLE b Jy P <0.05, 5 SIP 4 HEL.
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Table 3. Effects of signal inhibitions on B-MHC mRNA and
protein levels of hypertrophic cardiomyocytes induced by
S1p
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Xof e 4R 0.55+0.08 0.51 +0.11
S1P 4 0.84 +0.12° 0.76 0. 14
VP(C23019 41 0.80 +0.11° 0.68 +0. 13"
JTE 4 0.58 +0. 08" 0.45 0. 10"
Staurosprine 2 0.46 0. 06" 0.40 +0.08"

a4 P <0.05, 5XRALLE D 4 P <0.05, 5 SIP A HE.
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Figure 1. Effects of signal inhibitions on B-MHC protein lev—-

els of hypertrophic cardiomyocytes induced by S1P
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7% S1P2 324Kk, W1 55 B-MHC K F£iEH N, &
FHoo WUAE B, 10 PKC 7 i) 571 &2 10 i BE W7 0o AL 40 A
SIP & S1P2 J5 & 1) PKC {55 & 428, FH 1k 0 L
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