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Abstract: Objective To study the tissue distribution of Anisodine Hydrobromide Injection in rats and the pharmacokinetic
characteristics in Beagle dogs. Methods SD rats were given a single iv injection of Anisodine Hydrobromide Injection at a dose of
5 mg/kg. Rats were sacrificed at different time points, plasma, heart, liver, spleen, lung, kidney, brain, stomach, small intestine,
skeletal muscle, fat, ovary, uterus and testis were collected. Beagle dogs were given a single iv injection of Anisodine Hydrobromide
Injection at the dose of 0.1, 0.3, and 0.9 mg/kg, 5, 10, 20, 30, 45 min and 1, 1.5, 3, 5, 7, 10 h after administration blood was collected

from cephalic vein. The concentration of anisodine hydrobromide in plasma and tissues at each time point was determined by high
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performance liquid chromatography-mass spectrometry (LC-MS), and statistical moment method was used to calculate the
pharmacokinetic parameters of anisodine hydrobromide in dogs. Results After a single iv injection of Anisodine Hydrobromide
Injection in rats, the peak concentrations in kidney, stomach were the highest, respectively (1 967.6 + 569.4) and (2 316.9 +
952.6) ng/mL, followed by plasma, small intestine, lung, liver, spleen, ovary, heart, uterus and skeletal muscle, while the peak
concentrations in fat, testis and brain were the lowest, lower than 200 ng/mL. Except for the stomach, the peak was reached in 30
min, and the other tissues reached the peak in 5 min and then declined rapidly. After iv injection of Anisodine Hydrobromide
Injection in Beagle dogs, the C,, of each dose group was (43.3 + 8.6), (117.9 + 40.2), and (348.6 + 40.0) ng/mL. AUC_, was (35.9 +
6.6), (159.6 + 56.6) and (443.3 £ 50.3) ng-h/mL, ¢,,, was (0.9 + 0.3), (1.5 £ 0.9), and (1.1 £ 0.2) h, C/,was (20.9 + 5.3), (17.9 + 7.6),
and (19.4 + 2.2)x10° L/(h-kg) and ¥V, was (24.6 + 7.0), (37.0 = 18.5), and (31.3 + 4.3)x10° L/kg, respectively. Conclusion After iv
injection of Anisodine Hydrobromide Injection, its distribution in rats had obvious correlation with organ blood flow, drug water
solubility, physiological barrier and other factors. The plasma clearance rate and tissue distribution of anisodine hydrobromide in
dogs were high, plasma elimination was fast and there was no accumulation.
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Table 1 Conditions of gradient elution

t/min RFR B /(mL-min ) 7K/% FE /%
0.0 0.4 95 5
0.2 0.4 95 5
3.0 0.4 70 30
3.1 0.4 10 90
4.0 0.4 10 90
6.0 0.4 95 5
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Fig.1 Chromatogram of rat blank liver homogenate (A),
rat blank liver homogenate + anisodine hydrobromide stan-
dard substance (900 ng-mL™) (B), and rat liver homoge-
nate 30 min after administration
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Fig.2 Chromatogram of Beagle dog blank plasma(A),

Beagle dog blank plasma + anisodine hydrobromide stan-
dard substance (100 ng-mL™) (B), and Beagle dog plasm 5
min after administration of Anisodine Hydrobromide Injec-

tion of 0.3 mg-kg™ (C)
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Table 2 Pecision and accuracy of anisodine hydrobromide

in rat liver homogenate (intra-assay n=>5, inter-assay n=15)

SFT B BREIREE ST SR/ RSD/ #HEHA
it (ng'mL™") (ng'mL™") % F£/%

1 40 40.142.2 5.5 100.2
900 968.3+6.1 0.6 107.6

2100 2159.9£17.8 0.8 102.9

2 40 39.6+0.9 2.4 99.1
900 886.3+8.7 1.0 98.5

2100 2031.5+204 1.0 96.7

3 40 40.4+1.3 3.3 101.0
900 834.4+47.8 5.7 92.7

2100 203044316 1.6 96.7

fttfa) 40 40.0+1.5 3.7 100.1
900 896.3+62.8 7.0 99.6

2100 2073.9+66.7 3.2 98.8
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Table 3 Pecision and accuracy of anisodine hydrobromide

in Beagle dog plasma (intra-assay n=5, inter-assay n=15)

et ERBTEIRE, SSFTEIRIE/ RSD/

flk (ng'mL ") (ng'mL ") % A%
1 8 7.8+1.0 13.1 97.7
60 61.345.6 9.2 102.1
140 153.4+3.7 2.4 109.5
2 8 7.240.7 9.9 89.4
60 64.6+6.1 9.4 107.7
140 155.443.9 25 111.0
3 8 8.6+1.1 12.3 107.6
60 52.6+1.7 32 87.6
140 154.242.1 1.4 110.1
i 8 7.9+1.1 13.6 98.2
60 59.546.9 11.7 99.2

140 154.3£3.2 2.1 110.2
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Table 4 Tissue and plasma concentrations in rats at different time points after iv Anisodine Hydrobromide Injection (;:d:s, n=6)

SRR AL/ (ng-mL ")

it 45755 5 min 4575 5 30 min 4525 J5 60 min 25590 min £425)5 180 min
5} 1 967.6+569.4 969.0+467.0 392.1+156.4 114.7461.0 26.6+17.0
= 1 529.6+256.8 2316.94952.6 1269.1£369.0 771.84534.5 101.1463.3

N 958.0+119.5 478.7+174.2 225.1+112.0 126.3+38.9 40.4+12.9
Jiti 835.5+92.2 454.3+139.3 204.7+79.8 103.1+50.0 31.9+5.3
JH 784.7+106.3 399.8+115.1 191.7+51.3 97.4+37.7 32.14£20.4
i 755.5+187.8 356.5+134.7 187.8+48.4 67.8425.6 16.2+4.1

[iES 625.9+169.7 358.6£119.6 233.6+90.1 71.2420.3 19.0+4.1
L 484.2496.9 238.4+67.1 95.6+32.4 33.4+14.9 /

TE 465.6+131.0 383.9+213.3 197.4+145.0 60.8+12.3 /

B HL 441.3+105.5 218.2+78.9 109.5+36.0 35.5+13.9 /

JIg 7 184.5+93.4 95.2+83.3 61.6+33.7 19.2+7.2 /

FA 161.2+30.6 174.0£32.7 144.2+19.3 97.1£5.3 24.345.9
i 122.6+28.9 137.0+42.5 93.3+14.6 47.1+13.4 /

i 1060.9+119.5 464.2+235.6 192.0+112.0 72.3+38.9 /
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Fig.3 Plasma concentration - time curve of Beagle dogs after iv different doses of Anisodine Hydrobromide Injection
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Table 5 Main pharmacokinetic parameters of different

doses of Anisodine Hydrobromide Injection after iv

injection in Beagle dogs (x+s, n=6)

ZH L% 0.1mgkg ' 0.3mgkg ' 0.9mgkg '

Crax ng-mL ' 433+8.6  117.9+40.2 348.6+40.0

AUC,, ng-hmL' 359+6.6 159.6£56.6 443.3+£50.3

AUC,., ng-hrmL™' 50.6+12.7 189.8+£65.3 468.8+45.5
MRT,_, h 1.2+0.4 2.0+1.1 1.5+0.2
tin, h 0.9+0.3 1.5+£0.9 1.1£0.2
CL, x10°L‘h "kg ' 20.9+5.3 17.9+7.6 19.4+2.2
v, x10°L-kg ' 24.6£7.0 37.0+18.5 31.3+4.3
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