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Dynamic effect of Huanglian Jiedn Tang on Nimodipine disposition in rat brain
ZHANG Dong-mei'?, HE Zhen-wei?, LI Yang', LIU Xiao-dong'
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Abstract: Objective
Nimoedipine disposition in rat brain. Metheds

To evaluate the dynamic effect of Huanglian Jiedu Tang (HLIDT) on
In vive, Nimodipine in plasma and brain tissue was

measured in rats treated with Nimodipine alone or Nimodipine co-administered with HLJDT. In witro,
primary cultured brain microvessel endothelial ceils ({BMEC) model was used to study the effect of serum
obtained from HLJDT-treated rats, baicalin and berberine on the transport of Nimodipine across blood-
brain barrier. Results In vivo, C... and AUC of Nimodipine were much higher than those in Nimodipine
alone group when concomitantly ig adminstered HLJDT and the concentration of Nimodipine in braine
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tissue also increased in HLJDT-treated rats. In vitro, the serum of HLJDT-treated rats increasd the
uptake of Nimodipine in tBMEC, so did baicalin (5 ug/mL) and berberine (>>10 ng/mL). But berberine
(10 ng/mL) showed no effect on the uptake of Nimodipine. Conclusion The experimental findings
indicate that HLIDT pretreatment might alter the pharmacokinetic behavior of Nimedipine both in plasma
and brain tissue. The change of pharmacokinetic behavior of Nimodipine in brain tissue might partly result

from the effect of baicalin in HLJDT.

Key words: Huanglian Jiedu Tang (HLJDT); Nimodipine; baicaliny brain microvessel endothelial

cells (tBMEC)
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Fig. 1 Effect of HLJDT on Nimodipine concentration in plasma (a) or level in brain tissue (b) (x+s, n=5)
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Table 1 Effect of HLJDT on pharmacokinetic
parameters of Nimodipine (n=35)

3.4 m MRA xR4
¥ AUCH ng + mL™ 17 232 23678
Wis AUCH g * ¢ 16 155 23 260
BAS AUCY/ % AUC® mL -« .93 0.8
¥y, min 15.91 19.19
WAR 1, min 14.04 16.93
BE Coae ng » mL™? B96. 44 828.93
B Conee ngeg~! 686. 44 §76.03
3m L )
2 250 I
o 200
g 150
£ 100
)
0 .
oyt KERSHE

Exfiaits,. " P<0.01
*® * P<{0. 01 vs control group

M2 XWig4 38g/kg KEMEFFEH RN rBMEC
BRENSFHEM Gts, =5
Fig.2 Ettect of serum of rats treated with Ig 4. 38 g/kg
HLJDT on uptaking Nimedipine by rBMEC

(x1.5, n=5)
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B0 B AR R [ (5. 69+ 1. 53) ng/pg 19 123%
1 197%: & M/ EER 10,100,1 000 ng/mL B, B
HEBTHERES I EANBERRG. 121
0. 64) ng/pg )il 109%.151%.202% . SR RE 3
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BN EHER 1, n=5)
Fig.3 Effect of baicalin (a) and berberine (b} on
uptaking Nimeodipine by rBMEC (x4-1, n=35)
TEARP Y Crue it 5 pg/mLU, NRBE Cocahr 6 ng/
mL® (<10 ng/mL), A AT R K EWMEH AL
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