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Study on Bioequivalence of Quetiapine Fumarate Tablets in Healthy Vonlunteers

DAI Jie', LI Fangfang®, CHEN Qingqiang®, TAN Huanjun®, HU Jinging’, ZHANG Ming?, WEN Yuguan®
(1.Clinical Drug Trial Institution, Sun Yat-sen Memorial Hospital, Sun Yut-sen University, Guangzhou 510120, China; 2.Clinical
Drug Trial Institution, Guangzhou Brain Hospital, Guangzhou 510370, China)

ABSTRACT: OBJECTIVE To study the bioequivalence of quetiapine fumarate in Chinese healthy volunteers. METHODS
200 mg test preparation and reference preparation were given to 20 male healthy vonlunteers in randomized two-way crossover
design for the pharmacokinetic and relative bioavailability study. Plasma concentrations of quetiapine were determined by
HPLC-MS/MS. RESULTS The primary pharmacokinetic parameters of two preparations were: Cpax(984.9£323.0) pg-L™" and
(989.6+332.4)ug' L™, £3ax(0.6£0.3)h and (0.7+0.3)h, #5(4.9£0.7)h and (5.2+1.2)h, AUCy16(2 998.7+541.7)pg'L™"*h and
(3 054.1£632.7)ug'L™"*h, AUCy.,(3 013.0+£542.3)ug'L™"h and (3071.7+630.4)ug-L™"h respectively. The results of statistical
analysis demonstrated the bioequivalence of two preparations, and the relative mean bioavailability of test preparation were
(99.1+£8.9)%. CONCLUSION The two preparations are bioequivalent.

KEY WORDS: quetiapine fumarate; bioequivalence; LC-MS/MS
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Fig 1 HPLC-MS/MS chromatograms of quetiapine in
plasma

A-blank plasma; B-blank plasma spiked with quetiapine(l pg-L™")and
olanzapine (200 pg-L™"); C—plasma of a volunteer after oral dose of
quetiapine fumarate tablets
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1 ERkXH5HA. REHTE(XLs, n=5)

Tab 1 Recovery rate, intra-batch and inter-batch precision (X + s, n=5)

TN e i ARG % it IFRG % 1 $RIX AR
/ugL™! S SRR S ug L RSD/% SIS fug L RSD/% % RSD/%
2 2.1£0.2 9.3 2.0+0.2 4.8 89.4+5.1 5.7
100 103.142.4 6.5 100.4+6.0 10.3 89.942.3 2.5
1000 949.0+26.8 2.7 952.9+23.7 12 91.243.2 3.5
1 500 1394.6+48.7 3.7 1401.0+47.6 1.0 90.7+3.2 3.5
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Tab 2 Stabilities of blood samples (X + s, n=3)
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s tE. . m 2 NIRBEAE SIS Y RSD
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TN BT 3 S8/ Aib PR BERE BT SR 2 h Qb B HERE R S WUCE 26 h IML2E A b S SCE 2 h
pgL™ S TR fug L RSD/% SEI TR S /g L RSD/% ST fpg L RSD/%
2 1.89+0.03 1.70 1.94+0.04 1.92 1.94+0.03 1.70
100 95.35+5.33 5.59 98.54+5.73 5.81 97.10+5.18 5.34
1500 1 382.62+43.62 3.16 1417.73+22.10 1.56 1368.18+45.38 3.32
F3 MEHREREM(X+s, n=3)
Tab 3 Stabilities of blood samples (x * s, n=3)
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ugl™! S 5 R g L RSD/% ST B ug L RSD/% S R S g L RSD/%
2 1.91+0.03 1.56 1.88£0.09 4.66 1.91+0.06 3.11
100 98.60+7.04 7.14 97.86+6.08 6.22 103.11%5.09 4.94
1500 1 385.43+40.83 2.95 1420.20+21.73 153 1399.07+46.31 331
x4 MEHEREM(X+s, n=3)
Tab 4 Stabilities of blood samples (x £ s, n=3)
TIN5 v 3/ YiAE 1 d HATF 7 d WAT 27d
ugL™! SR B fug L RSD/% SR fug L RSD/% SR fug L RSD/%
2 1.90+0.02 0.80 1.92+0.07 3.65 1.95+0.05 2.47
100 95.40+6.99 7.33 96.74+5.18 5.35 95.22+4.06 4.26
1500 1 436.66+19.46 1.35 1407.92+42.67 3.03 1365.39+71.89 5.26
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Fig 2
preparation and reference preparation after a single oral dose
of 200 mg quetiapine fumarate in 20 male healthy
vonlunteers

*5 FRHAUREIBRERFAENADFIESHK
(xxs, n=20)

Tab 5
vonlunteers afer oral administration of quetiapine fumarate
tablets (x s, n=20)

Mean plasma concentration-time curve of test

Primary pharmacokinetic parameters of healthy

23 S H Z LI SZAR
tin/h 5.2+1.2 4.9+0.7
tmax/h 0.7+0.3 0.6+0.3
Crnax/ngL”! 989.6+332.4 984.9+323.0

AUC0,3(,/ug'L'l~h 3054.1£632.7 2 998.7+541.7

AUCy./ug'L ™" h 3071.7£630.4 3013.0+542.3

F](U\ AUCy.36 il‘)/% 99.1+8.9
Fy(Lh AUC o 71)/% 99.0+8.8
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