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Triplex forming oligonucleotide of PDGF-B chain combined with antisense oligonucleotide of VEGF inhibits gli-

oma growth in rats
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[ABSTRACT] Objective: To observe the inhibitory effect of triplex forming oligonucleotede (TFO) of PDGF-B chain combined
with antisense oligonucleotide (AON) of VEGF on glioma growth in rats. Methods: Thirty-six male SD rats received 1X10° C;
glioma cells/20 pl normal saline into the right caudate putamen by stereotactic technique. Group [ (n=6) was treated in situ
with 1. 5 mg/20 pl TFO for 3 times on 8,11 and 14 d after glioma cell inoculation. Group [ (n=12) and [l (n=12) were re-
spectively treated with TFO 1.5 mg+ AON 0. 125 mg/20 pl and TFO 1.5 mg+ AON 0. 250 mg/20 pl for 3 times on 8,11 and
14 d after glioma cell inoculation. Control group (n=6) was treated with 20 pl saline for 3 times at the same time pionts. Three
weeks after cell inoculation,all rats were sacrificed to observe tumor growth and to determine the expression of PDGF-B, VEGF
and PCNA. Results; The inhibition rate of tumor growth was 53.1% in group | , 81.4% in group [ and 93.1% in group Il ,
with significant difference found between the 3 groups (P<C0.01). PDGF-TFO had obvious inhibitory effect on the expression
of PDGF-B, VEGF and PCNA in C;glioma cells;and PDGF-TFO combined with VEGF-AON had more potent inhibitory effect
on the expression of PDGF-B, VEGF and PCNA in C; glioma cells. Conclusion: PDGF-TFO combined with VEGF-AON has
more potent inhibitory effect on tumor growth than PDGF-TFO alone.
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Fig 1 Expression of PDGF-B, VEGF and PCNA in glioma samples(Immunohistochemistry staining, X 200)

A: PDGF-B expression in control group,strongly positive; B; PDGF-B expression in group [ ,weakly positive; C; PDGF-B expression in group
I . weakly positive; D: PDGF-B expression in group [ , weakly positive; E: VEGF expression in control group,strongly positive; F;: VEGF expres-
sion in group | ,weakly positive; G;: VEGF expression in group [| ,weakly positive; H: VEGF expression in group [l , weakly positive; 1: PCNA
expression in control group,strongly positive;J: PCNA expression in group [ ,weakly positive; K: PCNA expression in group [ » weakly posi-

tive; L; PCNA expression in group Il s weakly positive
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* 1 SAKREMAEL PDGF-B,VEGF 1 PCNA Ky &K%
Tab 1 Expression of PDGF-B, VEGF and PCNA in glioma samples in different groups

(n=6,xr=Ls)
Group PDGF-B VEGF PCNA
Control 90.714+3.72 68.1645.73 228.56+11.51
Group [ 73.634+3.22" " 52.5745.17"* 133.5949.06* *
Group [l 41.72+3.12* =LA 36.9143. 64 *A4 79.69+4, 94 * AL
Group [l 24.30£3.04% *LLAA 20.62+3.71* *LLAA 24.97+3.14* *LLAA

** P<C0.01 wvs control group; 2~ P<C0.01 wvs group | ;A4 P<C0.01 ws group [l
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Synergism of atenolol and nitrendipine on hemodynamic amelioration and organ protection in hypertensive rats

Xie HH, Miao CY,Jiang YY.Su DF (Department of Pharmacology, Second Military Medical University, Shanghai 200433,
China)

[ABSTRACT] OBJECTIVE: This study was designed to investigate the possible synergism of atenolol and nitrendipine on
blood pressure (BP) and blood pressure variability (BPV) reductions, baroreflex sensitivity (BRS) amelioration, and organ pro-
tection in hypertensive rats. METHOD: The dose was 20 mg/kg for atenolol, 10 mg/kg for nitrendipine and 20 + 10 mg/kg for
the combination of these two drugs. In an acute study, a single dose was given via a catheter previously inserted into the stom-
ach in spontaneously hypertensive rats (SHR). In a subacute study, SHR, deoxycorticosterone acetate (DOCA)-salt rats, and
two-kidney, one-clip (2K1C) rats were used. They received the same dose by gavage daily for 10 days. BP was measured 24 h
after drug administration. In chronic studies, these drugs at the aforementioned dose were mixed into rat chow. SHR were trea-
ted for 4 months. BP was then continuously recorded for 24 h. After the determination of BRS, rats were killed for organ-dam-
age evaluation. RESULTS: In the acute study, it was found that the combination of atenolol and nitrendipine had an obviously
greater and longer BP reduction than treatment with each of these two drugs separately. In the subacute study, an effective de-
crease in BP 24 h after administration was found only in the rats treated with the combination. In chronic studies, it was found
that the combination possessed the obvious synergism on BP and BPV reduction, BRS amelioration and organ protection in
SHR. Multiple-regression analysis showed that the decrease in left ventricular hypertrophy was most significantly related to the
decrease in systolic BPV and BP, the decrease in aortic hypertrophy was most significantly related to the increase in BRS and the
decrease in systolic BPV, and amelioration in the renal lesion was most significantly associated with the restoration of BRS.
CONCLUSION: Treatment with a combination of atenolol and nitrendipine exhibited a rapid and persistent antihypertensive
effect and possessed an obvious synergism on BP and BPV reduction, BRS restoration and organ protection in hypertensive rats.
The decrease in BPV and the restoration of BRS may importantly contribute to organ protection in SHR with chronic treatment.

[J Hypertens, 2005,23. 193-201]



