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Fig.1 Core structure of SIPI-A - SIPI-F. SIPI-A is erythro
form racemic; SIPI-B is(1R,2S) -optical isomer; SIPI-C is (1R,
2R) -optical isomer; SIPI-D is (1S,2R) -optical isomer; SIPI-E is
(1S,2S) -optical isomer; and SIPI-F is threo form racemic.
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Fig.2 Effect of SIPI-A, B, C and F on [ Ca®** |, of
PC12 cells in Hank’ s solution. SIPI-A, B, C and F
10 pmol-L " were added after successive scanning for 50 times,
respectively. The fluorescence intensity at each time point was
compared with the basal level before SIPI-A, B, C or F stimula-
tion. The ratio was considered the relative value of [ Ca®* ],.
X+s,n=5-6. *P<0.05, * P <0.01, compared with the
corresponding before dosing group.
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Fig.3 Effect of SIPI-C (A1,A2) and SIPI-F (B1,B2) on [ Ca®* |, of PC12 cells. x+s, n=5-8. ** P<0.01, compared with
the corresponding before dosing group; P <0.01, compared with 1 ymol-L ="' group; % P <0.01, compared with 10 umol-L =" group.
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Fig.4 Effects of combination of SIPI-C (A) or SIPI-F (B) 10 umol-L " with nifedipine 10 umol-L~" on [ Ca** ], of

PC12 cells.
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Fig.5 Effect of SIPI-C (A) and SIPI-F (B) 10 ymol-L™"
on [ Ca®* |, of PC12 cells in D-Hank'’s solution.
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Effect of new antidepressants SIPI-C and SIPI-F on cytosolic
free Ca’* concentration in PC12 cells

ZHOU Hui', WANG Xi-jie', WENG Zhi-jie*, LI Jian-gi*, MA Jing'

(1. National Shanghai Center for New Drug Safety Evaluation & Research, Shanghai Institute of
Pharmaceutical Industry, Shanghai 201203, China; 2. Novel Technology Center of
Pharmaceutical Chemistry, Shanghai Institute of Pharmaceutical Industry,

Shanghai 200040, China)

Abstract: OBJECTIVE To investigate the effect of SIPI-C and SIPI-F on cytosolic free Ca®*
concentration ([Ca®*],) in PC12 cells. METHODS PC12 cells were cultured in culture dish coated
with collagen | . After incubation at 37°C for 40 —50 min in 10 umol-L ™' Fluo-3/AM enriched media, the
[Ca®" ], changes were continuously measured by the confocal laser scanning microscope: (1) effect of
SIPI-A, B, C and F 10 umol-L ™" on [ Ca’* ], in normal extracellular fluid; () effect of SIPI-C and SIPI-F 1,
10 and 100 pmol-L~" on [ Ca®* ], in normal extracellular fluid; (3 effect of nifedipine 10 ymol-L™" on
effects of SIPI-C or SIPI-F 10 ymol-L ™" in normal extracellular fluid; @ effect of 10 ymol-L "' SIPI-C or
SIPI-F on [ Ca’* ], in non-calcium extracellular fluid. RESULTS SIPI-A 10 ymol-L ™' decreased [ Ca®* ],
while SIPI-B, SIPI-C and SIPI-F 10 ymol-L ™" resulted in the elevation of intracellular calcium by 27%,
84% and 87% in normal extracellular fluid. In SIPI-C or SIPI-F 10 umol-L ™' combined with nifedipine
10 ymol-L ™" group, [ Ca®* ], was elevated by 24% and 15% after application of compounds. At the
same concentration, SIPI-C and SIPI-F resulted in the elevation of [ Ca®* ], by 16% and 18% in non-cal-
cium extracellular fluid. CONCLUSION SIPI-C and SIPI-F increase [ Ca®* ], which could be related to
SIPI-C and SIPI-F induced neurotoxicity.

Key words: antidepressive drugs; aryl alkanol piperazine derivatives; SIPI-C; SIPI-F; PC12 cells;
cytosolic Ca®* concentration
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