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Bioequivalence study of duloxetine hydrochloride enteric — coated tablets in healthy

Chinese subjects
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Abstract; Objective

duloxetine hydrochloride enteric — coated tablets and original enteric —

To evaluate the bioequivalence of domestic
coated capsules in Chinese healthy subjects. Methods In a random,
open, two periods, two sequence, self — crossover study, 40 cases
healthy subjects in fasting test and 48 cases healthy subjects in fed test
were given single oral test preparation and reference preparation 20 mg of
duloxetine hydrochloride. The concentrations of duloxetine hydrochloride
in plasma were determined by high performance liquid chromatography
tandem mass spectrometry. The pharmacokinetic parameters were
WinNolin 8.0

bioequivalence of the test and the reference duloxetine hydrochloride was

calculated using  Phonenix software, and the

evaluated. Results The main pharmacokinetic parameters of the test

and the reference duloxetine hydrochloride in fasting test were as follows ;

C,.were (16.70 +5.94) and (16.70 +7.10) ng - mL™"; AUC,_,
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were (217.28 + 98.82) and (222.42 + 117.98) ng - h -
(229.40 £119.34) ng - h - mL™".
hydrochloride in fed test were as follows: €, were (20.10 £9.56) and (21.30 £10.90) ng - mL™'; AUC,_, were
(266.99 + 146.66) and (273.22 + 168.09) ng - h - mL™'; AUC, ., were (277.83 = 154.73) and
(283.51 £174.63) ng - h - mL~". The 90% confidence intervals of the main pharmacokinetic parameters of the test

AUC,_, were (225.91 + 100.35) and

The main pharmacokinetic parameters of the test and the reference duloxetine

and reference preparations in fasting and fed tests were between 80.00% —125.00%. Conclusion The test and the
reference duloxetine hydrochloride were bioequivalent under fasting and fed conditions.
Key words: duloxetine hydrochloride enteric — coated tablet; Chinese healthy subject; bioequivalence; high

performance liquid chromatography tandem mass spectrometry
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Typical chromatograms of duloxetine hydrochloride (A) and internal standard duloxetine hydrochloride —d3 (B) in plasma

OO ITHEAE N SRR R EE . FCHI BT R 2 0. 60
50. 00 F175.00 ng - mL ™" Y PAE S 6 40y, 2 IfiL
R AL TR WU AP, HERE S BT TR RDSOR . K
FES RIBCREIR LA 1,

BERIA  HL6 kAR 25 3k, 530 2%
£20.60.50. 00 F175.00 ng « mL~"3 /5 & e 35 1) £h
PR B2 U P 1T A6 I 2% L ot rh A 75 55 4 B €00 35 0 1 1) iy
Foflio 25 7R, 3 AN 0T o vk B 0 I B 8 P 1T 170 6 o
500 BB 43 514 89. 50% .86. 20% Fi1 88. 00% ; #H
I AR 1) 800 PR -S4 53 0k 87. 30% (88, 40%

R RGO i H I A DN ER TR B2 % DU T 7 ML P ARG 4 B2 45 [l fie R

Table 1 Precision and recovery of duloxetine hydrochloride in plasma were measured by high performance liquid chromatography tandem

mass spectrometry

Intra — day(n =6)

Inter — day(n =24)

Absolute

Concentration

. Measured Measured recovery
(ng+mL™") RSD(% ) RE(% ) RSD( % ) RE(% )

(ng - mL™!' x%5) (ng - mL™" x%5) (%)

0.20 0.18 £0.01 5.50 -10.50 0.18 £0.02 11.30 -8.00 -
0. 60 0.58 +£0.01 2.30 -2.80 0.59 +£0.03 4.30 -2.00 100. 10
7.50 7.42 +0. 14 1.90 -1.10 7.49 £0.23 3.00 -0.10 -
50. 00 49.40 £0.92 1.90 -1.20 48.70 £1.53 3.10 -2.60 98. 00
75.00 72.00 £2.21 3.10 -4.00 71.40 £2.22 3.10 -4.80 104. 90

RSD: Relative standard deviation; RE: Relative error.
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Figure 2
condition (A) and the fed condition (B) in healthy subjects
T. Test; R: Reference.

Mean plasma concentration — time curves after a single oral dose of the preparation of duloxetine hydrochloride under the fasting
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Table 2 Pharmacokinetic parameters of healthy subjects after a single oral dose of the preparation of duloxetine hydrochloride under the

fasting and fed condition (x +s)

Fasting Fed

Parameter

T (n=38) R (n=37) T (n=44) R (n=43)
b (R) 7 5.00 (4.00, 7.00) 5.00 (2.00, 7.00) 7.25 (5.00, 24.00) 6.00 (5.00, 10.00)
Co(ng-mL™") 16.70 £5. 94 16.70 £7. 10 20.10 £9. 56 21.30 £10.90
AUC,_,(ng+h-mL7") 217.28 +98. 82 222.42 +117.98 266. 99 + 146. 66 273.22 +168. 09
AUC,_, (ng+h-mL7") 225.91 +£100. 35 229.40 +£119. 34 277.83 £154.73 283.51 £174. 63
N, (h™h) 0.07 £0.01 0.07 £0. 02 0.07 £0. 02 0.07 £0.01
t,(h) 11.07 £2.51 10.74 £2.38 10.83 £2.74 10.77 £2.78

*: Median ( min, max).
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