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Abstract; Objective
of haloperidol tablets in healthy Chinese subjects.

To study the bioequivalence of two formulations
Methods  The
randomized, open, single dose, two periods, crossover study design was
adopted in the study. Twenty — eight healthy subjects were enrolled under
fasting condition and given either test preparation or reference preparation
2 mg respectively in one period. After collecting plasma samples, the
plasma concentrations of haloperidol were determined by liquid
chromatography — tandem mass spectrometry ( LC — MS/MS) . The
pharmacokinetic parameters were calculated by WinNonlin 8.0 and the
bioequivalence was evaluated using the average bioequivalence ( ABE)
method. Results The pharmacokinetic parameters of haloperidol of the
test preparation or reference preparation were as follow: C, . were
(719.50 +378.43) and (703.43 £329.63) pg - mL™", AUC,_, were
(1.94 x10* £6 766.21) and (1.94 x10* +6 522.79) pg - h - mL™",
AUC, _, were (2.31 x10" +7 693.66) and (2.30 x 10* +7 309.97)
pg-h+mL™". The 90% confidence intervals (CI) of the geometric
mean ratio ( GMR) were 92.46% - 114.76% , 96.70% - 108.15% ,
96.36% - 111.34% for C AUC,_, and AUC,_,, respectively,

which were within the acceptance criteria of 80.00% - 125.00% .
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Conclusion The two preparations of haloperidol tablets were bioequivalent in Chinese healthy subjects.
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Figure 1  Typical chromatogram of haloperidol (A) and haloperidol - d4 (B)

I :Blank plasma sample; II : Lower limit of quantification sample.
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Table 1 Precison and recovery of haloperidol in human plasma by liquid chromatography tandem mass spectrometry

Inter — day(n =18)

Intra —day(n =6) Extraction
Concentration
(pg - mL-1) Concentration RSD RE Concentration RSD RE recovery

(pg - mL™",xxs) (%) (%) (pg - mL™",xxs) (%) (%) (%)

10. 00 11.61 +1.28 11.04 16. 05 10. 58 = 1. 60 15.10 5.82 -
30. 00 28.42 +1.62 5.68 -5.27 28.12 +1.88 6.68 -6.26 95. 65
250. 00 226.16 +£3.20 1.42 -9.54 222.96 +4.54 2.04 -10.82 -
1 000. 00 958.41 +18.19 1.90 -4.16 954.88 +19. 17 2.01 -4.51 99. 41
2 250. 00 2 107. 06 +42.25 2.01 6.35 2 084. 84 +39.51 1.90 -7.34 101. 34

RSD; Relative standard deviation ; RE ; Relative error.
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& 2

Mean plasma concentration — time curve of haloperidol
after single — dose administration of haloperidol tablets reference

(R) and test products (T) 2 mg in fasting state
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Table 2 Mean pharmacokinetics (PK) parameters of haloperidol
after single — dose administration of haloperidol tablets R and T

2 mg in fasting state(x *s)

Fasting

Parameter

R(n=28)
703.43 +329.63

T(n=27)
719.50 +378.43

Cpa (pg - mL™")
L (h) 4.50 (2.00,6.00) 4.50 (2.00,5.00)
ti, (h) 70.25 +22. 65 73.38 £31. 06

AUCy_(pg-h-mL™") 1.94x10% +6522.79 1.94 x 10* =6 766. 21
AUC,_,, (pg - h - mL™") 2,30 x 10* +7 309.97 2.31 x10* +7 693. 66

* . Median ( min, max).
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