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Abstract; Objective
formulations of agomelatine tablets in healthy Chinese subjects. Methods

To evaluate the safety and bioequivalence of two

A randomized, open - label, two — treatment, four — period,
two — sequence, fully replicated crossover bioequivalence study was
conducted under both fasting and fed conditions. Each subject received a
single 25 mg dose of the test (T) product or reference (R) product
agomelatine tablet in both fasting and fed conditions. Plasma
concentration of agomelatine was determined by the liquid
chromatography — tandem mass spectrometry ( LC — MS/MS) method.
The main pharmacokinetic parameters were derived using WinNonlin 8. 3
software. Results A total of 128 subjects were enrolled, 64 in the
fasting group and 64 in the fed group. The primary pharmacokinetic ( PK)
parameters of the test and reference formulations under fasting condition
o were (25.55 £29.65) and (26.59 +28.04)ng - mL ™',
AUC, _, were (28.59 +26.66) and (29.33 £26.98)ng + h - mL™',

AUC,_, were (29.13 +26.96)and (29.62 +27.17)ng + h - mL™".

were as follows:C
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The primary pharmacokinetic parameters of the test and reference formulations under fed condition were as follows:C,
were (26.26 +23.29) and (28.97 +34.82) ng + mL™', AUC,_, were (35.75 +27.67)and (36.91 +32.59)ng + h - mL™",
AUC,_, were(36.15 +27.89)and(37. 14 +32.69)ng + h - mL~". Under both fasting and post — meal conditions, the

90% confidence interval of the geometric mean ratio ( GMR) of the main PK parameters of the test formulation of

agomelatine tablets compared to the reference formulation fell within the range of 80% —125%. Conclusion The test

formulations and reference formulations of agomelatine are bioequivalent under both fasting and fed conditions.
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Figure 1

Typical chromatogram of agomelatine ( I ) and it’ s
internal standard agomelatine —d6( II ) in plasma
A ; Blank plasma sample; B: Blank plasma spiked internal standard sample;

C: Lower limit of quantitation sample.
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Table 1
(LC - MS/MS) method

Precision and recovery of agomelatine in human plasma detected by liquid chromatography — tandem mass spectrometry

Concentration Inter — day(n =6)

Inter — day(n =6) Relative

(ng - mL™")

Measured(ng - mL ™! ,x +5) RSD(% ) Measured(ng - mL ™! ,x +5) RSD(% ) recovery( % )
0.04 0.04 £0 8.28 0.04 £0 8.88 -
0.12 0.12 +0 3.20 0.12 +0 3.14 60. 60
40. 00 40.00 £0. 41 1.03 40.04 £0.73 1. 83 58.03
75.00 71.99 £0.93 1. 30 71.57 £1.20 1.67 56. 38

RSD: Relative standard deviation.
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Figure 2

The mean plasma concentration — time profiles of test(T)and reference( R) agomelatine under fasting( A) and fed state(B)
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Table 2 The pharmacokinetic parameters of agomelatine after single oral test and reference agomelatine under fasting and fed state

Fasting Fed

PK Parameters

T R T R
M (h™h) 0.67 0. 15 0.66 +0. 17 0. 60 +0. 20 0.59 0. 20
tn(h) 1.10 £0. 26 1.1£0.34 1.32+0 .48 1.33 +0.47
Lo (h) 0.75 (0.17 =5.00) 0.75 (0.1 -4.00) 1.25 (0.33 -=4.00) 1.50 (0.33 -=4.00)
Cpu(ng - mL™") 25.55 £29. 65 26.59 =28. 04 26.26 £23.29 28.97 £34. 82
AUC,_,(ng-h-mL™") 28.59 +26. 66 29.33 +£26.98 35.75 £27. 67 36.91 £32.59
AUC,_, (ng+h-mL™") 29.13 +26. 96 29.62 £27.17 36.15 £27. 89 37.14 £32.69

* :Medium( min,max) ; PK; Pharmacokinetic.
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