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Fig.1 ESI product ion mass spectra for the precursor ions
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A-Blank plasma of dog B- Blank plasma with standard C-Beagle dog plasma at 2 h after oral administration

-RSP (m/z 411.2—m/z 191.2)

-9-OH-RSP(m/z 427.0—m/z 207.0)

-MRSP (m/z 425.3—m/z 205.2)

Fig.2 Chromotography of risperidone and 9-hydroxyrisperidone
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Table 1 The precision and accuracy of risperidone and 9-hydroxyrisperidone in plasma n=5, x *s

p(conc.added)/ Relative RSD/% RSD/%
Analyte
(hgl?) recovery/% Intra-day Inter-day
2 104.21+5.84 7.98 3.84
Risperidone 20 98.15+4.56 1.58 0.47
100 99.68+3.51 0.55 3.15
2 103.58+5.14 5.98 2.99
9-Hydroxyrisperidone 20 97.08+5.52 3.22 1.89
100 98.11£5.55 1.29 5.24
2.7
100uL  <<2.57” 3 2 20 100 pgL!
QC 2
Table 2 Recovery of risperidone and 9-hydroxyrisperidone in plasma(n=5, x =s)
p(conc.added)/ Risperidone 9-Hydroxyrisperidone
(ngel™ Recovery/% RSD/% Recovery/% RSD/%
2 88.08+4.55 5.16 86.18+5.33 6.18
20 95.31+3.70 3.88 93.25+4.10 4.39
100 98.40+3.48 3.54 97.56+4.20 431
[5] -20 9 72 h
3 3 2 20 100 pgL!
QC 24 h 2 3 24 h
RSD 4.07% 2.23% 1.54% 9- RSD 3.11% 1.96% 1.12%
2 RSD 5.18% 4.43% 1.35% 9- RSD 4.16% 3.14% 1.03%
24 h 2
2.8
6 Beagle
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Fig.3 Mean plasma concentration-time curve of 6 healthy beagle dogs after oral administration of the test or reference
formulation
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Table 3 Pharmacokinetic parameters after a single dose of tested and reference formulation n=6, x #s

Parameter Tested Reference
Risperidone
Prmax/(nmol- L) 31.37+7.68 179.20+28.91
tmax/h 3.67+0.52 0.71+0.10
tip/h 1.83+0.61 0.76+0.19

AUCg-/(nmol-h-L™")
AUC -y /(nmol-h-L™")
MRT ¢-,/h

MRT ¢,y /h

FI%
9-Hydroxyrisperidone
Pmax/(nmol- L)

Lmax/h

ti/h
AUCg-/(nmol-h-L™")
AUC -y /(nmol-h-L™")
MRT ¢-/h

MRT ¢,y /h

FI%

Active moiety
Prmax/(nmol- L)

Lmax/

ti/h
AUCg-/(nmol-h-L™")

AUC -y /(nmol-h-L™")

236.64+48.56

247.00+49.19

5.96+0.51

6.31+£0.56

89.74+21.79

201.65+14.69

9.17+0.41

9.92+1.75

3 182.71£293.05

3 308.12+331.74

14.98+0.20

16.87+0.67

98.80+16.51

225.35+17.17

9.00+0.63

9.92+1.75

3 487.68+341.15

3615.474381.42

270.50+57.75

282.81+£59.43

1.334+0.03

1.44+0.06

470.25+69.61

0.71+0.10

5.07+0.96

3222.50+390.61

3396.36+401.43

6.43+£0.54

7.54+0.55

623.10+£91.54

0.71+0.10

5.07+0.97

3 553.16+435.99

3 730.34+452.06

MRT g/ 14.39+0.25 6.04£0.51
MRT g,y /h 16.17+0.59 7.08+0.47
F% 98.31+16.33
3
a. [6-7] LC-MS/MS 9-
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Pharmacokinetics of risperidone osmotic pump tablet in Beagle dogs
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Abstract: Objective To measure risperidone (RSP) and its active metabolite 9-hydroxyrisperidone
(9-OH-RSP) in Beagle dog plasma with a LC/MS/MS method and investigate the pharmacokinetics in
Beagle dogs. Methods Methyl risperidone (MRSP) was used as the internal standard for RSP and
9-OH-RSP. The analytical column was Agilent Zorbax SB-C;g(2.1 mmx30 mm,3.5 pum). A mobile phase
consisting of acetonitrile and 1%o formic acid (V' ¥7=60:40) was delivered at a flow rate of 0.4mL-min”".
The column temperature was 25 . Mass spectra was equipped with an electrospray ionization (ESI)
source in the positive ion mode. The drying gas flow rate was 9L-min” and the temperature was 350
capillary voltage was 4 000 V, clearage voltage was 160V. The mass spectrometer was operated in the
selected reaction monitoring(SRM) mode. Results The limits of quantitation for both RSP and
9-OH-RSP were 1 pg-L”, the extraction recovery was more than 86% for both substance The main
pharmacokinetic parameters of the two risperidone preparations, the osmotic pump tablets and the
reference tablets, were as follows: #1, (1.83£0.61) and (0.76=0.19) h  pmax (31.37£7.68) and (179.20+28.91)
nmol'L™"; fnax (3.67£0.52) and (0.71+0.10) h, respectively. The main pharmacokinetic parameters of
9-hydroxyrisperidone of the two preparations were as follows: #1,2(9.92£1.75) and (5.07£0.96) h  pnax
(201.65+14.61) (470.25+69.61) nmol'L™; finax (9.174£0.41) and (0.71£0.10) h, respectively. The relative
bioavailability of risperidone and 9-hydroxyrisperidone were (89.74+£21.79)% and (98.80+16.51)%,
respectively. Conclusion Plasma concentration of risperidone osmotic pump tablets are constant and
effective plasma drug concentration can be maintained for a long time.

Key words: pharmaceutics; risperidone; 9-hydroxyrisperidone; LC/MS/MS; osmotic pump tablet



