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Bioequivalence Study of Imatinib Mesylate Tablets in Post-prandial Conditions in
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ABSTRACT Objective
MS/MS) method for the determination of imatinib in human plasma, and to evaluate the relative bioavailability and bioequivalence
Methods

teers were randomly divided into two groups. Each group received a single oral dose of 400 mg imatinib mesylate tablet as a test or

To establish an ultra-high performance liquid chromatography tandem mass spectrometry ( UPLC-

of imatinib mesylate tablets in post-prandial conditions in Chinese healthy volunteers. Twenty four healthy volun-
reference drug in post-prandial conditions. UPLC-MS/MS was used to determine the concentration of imatinib in plasma. The
pharmacokinetic parameters were calculated by the WinNonlin 6.4 statistical software, and the bioequivalence of the two prepara-
tions was evaluated by the SAS 9.2 software. ~ Results After oral administration of test or reference preparation, imatinib in
plasma reached peak concentration(2 308.3+873.59) and (2 119.6+597.20) ng - mL™" at 3.47(1.98-5.98) h and 2.97(1.98-
6.00) h, respectively. AUC,, were(39 724.7+18 670.30) and (35 294.4+7 991.97)h « ng - mL™"; AUC,, were (40 111.0+
19 014.95) and( 35 595.0+8 048.28)h - ng - mL™". The 90% confidence intervals of C,, , AUC,, and AUC, for two prepara-
tions after a logarithmic transformation were 95.52% - 119.59%, 97.07% —119.35%, and 97.10% —119.39%, respectively,
which were all within the limits of 80.00%-125.00%.

Conclusion It could therefore be concluded that the test preparation of
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imatinib mesylate tablets was bioequivalent to that of Gleevec tablets( reference ) .

KEY WORDS Imatinib mesylate; Pharmacokinetics; Bioequivalence; UPLC-MS/MS
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A.blank plasma;B.mobile phase spiked with imatinib and internal standard(IS) ; C.sample of lower limit of quantitation;D.sample at 36

h after oral administration of 400 mg imatinib mesylate tablet.

Fig.1 Typical UPLC-MS/MS chromatograms of imatinib
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Tab.1 Accuracy and precision of imatinib xXts Tab.2 Recovery and matrix effect of imatinib  x+s
i AR i s MR g DU n=6)
y e i T o | i L
(ng+mL™") (n=6) (n=18) (n=6)  (n=18) W/ (ng - mL™") (% ,n=6) I HFHT
5(LLOO) 4.17£0.19 457+0.55 462 11.99 EER
15(QCL) 14.64£0.52 14.63+0.66 3.57 4.52 15(QCL) 101.70£3.38  138.50+19.75  113.83+9.00
150( QCM) 146.33+6.25 139.39+8.07 4.27 5.79 150( QCM) 100.67+6.32 - -
2000( QCH) 2 031.67£100.08 2 036.67+96.04 4.93 4.72 2000( QCH) 94.30£4.08  115.47£12.81  103.22£5.77
IR 2 -dg(1S)
400 100.98+11.10 116.84+12.35 -

214 B|EERE AN FEE RN R
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T A 6 4 AN TR VR A9 2 1l 2% (25 2R BRAS
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EIAE R (R Al ) Fr DU AN AR 2% F o A
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= .
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Fig.2 Mean plasma concentration vs. time curves of ima-
tinib after a single oral dose of test and reference formulations

at 400 mg in 24 healthy volunteers under fed conditions

24 &HFHFHH ZERE D RT RS
Be k2 S il ] 400 mg J5 , 13 S8 e
LG ES RO 3, LAS LUl ) O b i ) 1 32K
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A 7 13238 KA RFA(29.17%,7/24) ,5 B
R KNSR, 1% 1 BIRAREEE T,
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KA EARFAM, 255 S R AR L A
A, R 52 KA
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AR % H UPLC-MS/MS 310 5 A A 1 3% v {7+

LR JE MR, UPLC M8 S0 43 B R G S B e
A b5 O 5 2 Je-dg 1Y OR BB )43 5 R 1024 R
1.25 min, AR | A M A i 2% b G 8 JE vk
JE . IMSRAE A F A B R FH FH R0 T ik ik 80 A BB 1
FPREE , HL 254 R0 N AR Y TSR 8 (29 100% ) , 2tk
FiliA 5~2 500 ng - mL™' (GEHR FRA 5 ng - mL™") 55
SCRRARAEARIN 535 S R G T A pr st Ta) [ B
P TR SR AR RE W AR I 2R b G T R e
TSR P 5 T2 465 4 v B I B | R M A R R
FAEM MR K IE A, H AL C IR 5 R B, SCilikR
A R ] Waters XTerra RP18 {7 3% #:*° | Hypersil
Gold® PFP (AL ) (i i, o ffy o FLA6H 77
AR, T A AT AR, AR SCaE A ZIC®-HILIC 557K
VER A LIBR B 7 sV G, (S Al e K B
B T RO, TR SR A R e -d SR AR AR
WRKEE = T ik I, R B AR b, 20 A
0.4% W iR 7K (pH {H 3.2) ¥ WA it 80 AH LAAS B2 77 =Xk
JIE, LA SR 1) 8 R AR 1, 3 FH T S S AR
U FENE 5 WOJINICZ 251 458 J7 AR
FBITIRET ARFIT®(400 mg) 25512 HE AL
HRIE  KIM 250 e A28 T T 3ot 46 T
400 mg 185 DO JG 2 s+ 2 80 R T, :3(1.5~5) h,
C.:(1792£357) ng - mL™', AUC,,: (28 485+ 6 274)
h - ng - mL™ AUC,, : (29 079+6371) h - ng - mL™"; 0S-
TROWICZ %™ A T ARG (100 mg,400 mg) 52 iR

®3 UHZHBEEORPHERFASERKFZIXMSILHIF 400 mg EREERHIZHHFSH

Tab.3 Main pharmacokinetic parameters of imatinib after a single oral dose of test and reference formulations at 400 mg in

24 healthy volunteers after dinner xxs,n=24
Wi [ binax iy Coa/ AUG,, — AUCo.
h (ng - mL™") (h+ng-mL")
Z A il 5 3.47(1.98,5.98) 14.23+1.45 2 308.3+873.59 39 724.7£18 670.30 40 111.0£19 014.95
Z: il 3 2.97(1.98,6.00) 14.01+1.99 2 119.6+597.20 35294.4+7 991.97 35 595.0+8 048.28

Gk T, UP AR HROME R R A S, R A Ak £ AR,

nax

Note: T, is expressed in median( minimum, maximum ) , Others are expressed as meantstandard deviation.

*4 HEBFSBERRZHMNSLHFEDERETENER

Tab.4 Bioequivalence assessment on test and reference formulation of imatinib mesylate tablets

P%Mﬁ — ﬁmﬁjﬁ( n=23) R 90%CI ABRZEE Power fii
(LA log fHITH) A il 5 ZH I HAA
C /(ng-ml") 2 196.2 2 054.9 106.88 95.52~119.59 240  76.05
AUC,,/(h - ng - mL™") 37 200.2 34 560.2 107.64 97.07~119.35 2055 79.03
AUC,,/(h - ng » mL™") 37 528.8 34 856 107.67 97.10~119.39 2056  78.89

H1BI % REES 2 AMLHE 6 h WvRek  RANFREFN,

One subject vomitted within 6 hours after drug administration in the second cycle,and was not included in the bioequivalence analysis.
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FUFIAES T (100 mg,400 mg) 78 IR A H AR sk, 45
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C.:(1 439 +£459) ng-mL™", AUC,,: (24 149 + 778)
h - ng - mL™" ,AUC,,: (24 304+7 957) h * ng - mL™", Ak
BrpPH R e R 2] (400 mg, 100 mg/ F +4)
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AR B FRA FRIAYRERE, AR e
?ﬁ]”ﬂéﬂtﬁiﬁk?ﬁj_iﬁjﬁ#ﬁm oy

GAPEVEM T, Bl WA R A B R4S
e JBTE H B Kk R B S A RS
NI Sk s S H A N N R B A I T L IR
e SN TAUELE N SRSl IR S U A A A g 7.
il 5 2 Ll 4 TE ™ A R A R kA R
R i b ORI A B, 5 SR HRGE S A — B
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