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Bioequivalence study of montelukast sodium chewable tablets in Chinese healthy
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Abstract; Objective
sodium chewable tablets test formulation and reference formulation in
Chinese healthy subjects. Methods

two — period, randomized, open — label, self — cross — over design was

To evaluate the bioequivalence of montelukast
A single - center, single — dose,

designed. A single oral dose of montelukast sodium chewable tablets
5 mg was administered under fasting or fed conditions in each period.
The blood concentration of montelukast in plasma was determined by
and pharmacokinetic

liquid chromatography — mass spectrometry,

parameters were calculated by SAS 9. 4 software. Results Twenty — six
and 30 cases healthy subjects were included in the fasting and fed
groups, respectively. The main pharmacokinetics (PK) parameters of the
test formulation and reference formulation in the fasting group: C,, were
(331.00 + 86.00) and (327.08 +76.03) ng - mL™"; AUC,_, were
(2265.12 £560.34) and (2 318.56 + 589.51) ng - mL™" - h;
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AUC,_, were (2 352.60 +591.43) and (2 409. 12 +636.79)
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ng - mL~" - h, respectively. The main PK parameters of the test formulation and reference formulation in the fed
group: C,. were (262.07 £52.94) and (256.73 +63.07) ng - mL™"; AUC,_, were (2 014.43 +356.47) and
(2071.53 £+462.56) ng + mL™" - h; AUC, , were (2 072.30 +384.30) and (2 138.57 +£509.46) ng -+ mL™" - h,
respectively. The 90% confidence intervals of the geometric mean ratios of the main PK parameters of montelukast in
the test formulation and reference formulation in fasting and fed groups were all within 80.00% - 125.00% . In the
fasting test, a total of 8 cases (32.00% ) subjects had 11 adverse reactions, and in the fed test, a total of 11 cases
(36.67% ) subjects had 18 adverse reactions. Conclusion The test and reference montelukast sodium chewable

tablets were bioequivalent under fasting and fed conditions.
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Table 1
(LC - MS/MS)

The accuracy, precision and recovery rate of montelukast in human plasma by liquid chromatography mass spectrometry

Intra — day (n=6)

Inter — day (n=18) Recovery (%)

Concentration

- Measured Measured
(ng - mL™") RSD (%) RE (%) RSD (%) RE (%)  Montelukast Montelukast —d6
(ng - mL™!' x%5) (ng - mL™' x%5)

2.00 1.87 £0.07 3.50 -6.42 1.81 £0.13 7.13 -9.36 - -

5.00 5.22 £0.06 1. 16 4.40 5.00 £0. 36 7.23 -0.07 104. 85 99. 54

100. 00 105.00 + 1. 67 1.59 5.00 102.96 +7. 61 7.40 2.96 101. 40 -

380. 00 399.33 £7.42 1. 86 5.09 395. 11 £24. 40 6.18 3.98 107.93 -

RSD: Relative standard deviation; RE: Relative error.
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Figure 2

Mean plasma concentraion — time curve of montelukast
after single oral administraion of montelukast sodium chewable
tablets test (T) and reference (R) under fasting (A) and fed
(B) condition
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Table 2 The pharmacokinetic parameters of montelukast in fasting and fed state(x +s)
Fasting Fed
Item
Test(n =25) Reference(n =25) Test(n =30) Reference(n =30)
b () 2.67(1.67 -5.01) 3.00(1.34 -5.00) 3.26(1.51 -10.00) 4.76(1.51 -10.01)
Cou(ng - mL™h) 331. 00 +86. 00 327.08 +£76.03 262.07 £52.94 256.73 £63.07

AUCy_ (ng - mL~" - h) 2265.12 +560. 34
AUCy_.. (ng » mL™" « h) 2 352.60 =591. 43
L 4.90 £0.74
AUC_g, gyivap (%) 3.64 £1.54

2 318.56 +589. 51

2 409. 12 +636. 79
4.81 +0.73
3.53£1.79

2 014. 43 +356. 47

2 072.30 +384. 30
5.05 £0.58
2.65 +1.31

2 071.53 £462. 56

2 138.57 £509. 46
5.22£0.55
2.92 +1.39
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