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Project Code : PDF/30/2544
Project Title : Effects of simvastatin on the proliferation and the mRNA levels of
| c-fos and c-myc in primary caivarial cells and primary bone
marrow stromal cells
Investigators Dr. Pasutha Thunyakitpisal
Faculty of Dentistry, Chulalongkorn University
Dr. Joseph P. Bidwell
Medical school, Indiana University, Indiana
Email Address : pthunyak@yahoo.com
Project Period 2 years
The objectives of this study is to investigate the effect of simvastatin on the
profiferation and the mRNA levels of ¢-fos and c-myc on primary calvarial cells and primary
bone marrow stromal cells. Cells were treated with the different concentrations of
‘simvastatin for 24 hours. After that, cells were collected and analyzed by using MTT, [3H]
thymidine incorporation assay and northern blot analysis, respectively. The resu&s revealed
 that the toxicity dose of simvastatin in primary calvaria and bone marrow stromal cells is 2
‘uM as compared to the control group (p<0.05). The toxicity of simvastatin was rebound by
mevalonate in a dose-dependent manner. From [BH] thymidine incorporation assay,
simvastatin, at 0.5 and 1 pM, significantly suppressed the proliferation of primary calvarial
ceﬂs as compared to the control group(p< 0.05). Simvastatin, at 10, 100 and 500 nM,
reduced c-fos mRNA level at 17, 25, 18 and 32 percent from the control group,
respectively. in the same concentration, simvastatin downregulated c-myc mRNA level at
32, 17, 20 uRz 22 percent from the control group, respectively. From the results,
“simvastatin seems to be a suppressor of osteoblast proliferation and the mRNA level of c-

fos and c-myc.

Keywords : Osteoblast, Simvastatin, Proliferation
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1414 (Biorad, USA) mimaaaﬂﬁgnﬁﬂﬂﬁwamoﬁammm%
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-Effect of simvastatin on the toxicity of rat calvaria cells via MTT assay
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. Effect of simvastatin on the toxicity of rat bone marrow stromal cells

via MTT assay
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Effect of 31mvastat1n on the prohferatmn of rat calvarla cells

‘via the [ H] thymidine incorporation assay

100

90

80

70

60

50
skoksk sk ok

40

30

20

10
Simvastatin

The percentage of [ H] thymidine incorporation
compared with the control group

: . ' : ' concentration
0.1 1 10 100 500 1000 2000 nM

‘S‘LJ‘YI 3. Na%ﬂﬁﬁ'ﬁ%u’ﬂm@@%@mﬁﬁaaEﬁ’]\‘}ﬂiwﬂﬂ‘ﬂLLEJﬂ’%’?ﬂﬂ“‘I‘ﬁaﬂﬁ?iﬁ“ﬁﬂd‘ﬂ%uiﬂLﬂ@] LNE)'JLﬂT]“"P\@’JEJ’JD' [BH] thymidine incorporation assay
maannwmaumUmwmwammmmmwwumuwm%umﬂunm 24 ‘ZI’JIZN R *** memwmmnmaamwmmﬂmmaam
LNBLﬂ?UULﬂE}UﬂUﬂ@N@?UﬂN ‘ﬂ oL = 0.01 uge 0. 001ANURIAY Nﬂﬂ’ﬁﬂ@\aBdLLﬁ@Gﬂﬂl%?ﬂ‘ﬁﬂJﬂ%Qaﬂ mmmmumm’mm (n=18)



27

i

The toxicity of simvastatin in primary bone marrow stromal cells

was rebound by mevalonate
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Mevalonate does not affect the primary bone marrow stromal cells proliferation
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Effect of simvastatin on the steady state of c-fos mRNA of primary calvaria
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Effect of simvastatin on the steady state of c-myc mRNA of primary calvaria
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