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volunteers. Methods: Using diphenhydramine as internal standard, the plasma samples were extracted with solid

phase extraction ( SPE ). The MG S-5 C5 column ( 50 mm x 4.6 mm, 5 pm ) was used, the mobile phase consisted of

methanol, 10 mol/ * mL™" ammonium formate solution ( 80 : 20 ) , flow rate was 0.4 mL * min™'. Atmospheric pressure

chemical ionization ( APCI ) source was applied and operated in the positive multiple reaction monitoring ( MRM ) mode.

Target ions were at m/z 206.0 — 109.0 for trapidil and m/z 256.1 — 167.1 for internal standard. In a randomized cross—

over study, 20 healthy male volunteers were divided into two groups, and were administered respectively with test and

reference preparations 50 mg under fasting conditions. Results: The calibration curve was linear within the range of 4.0-3 200

ng * mL™' (7=0.999 5 ) with the lower limit of quantitation ( LLOQ ) 4.0 ng - mL™". The pharmacokinetic parameters of test

and reference preparations under fasting conditions were as follows: C, were ( 1 325.7 + 389.8 ) and ( 1 377.7 + 287.3 )
ng*mL™"; T, were(0.75+0.65) and (0.68 £0.30) h; ¢,, were (1.3 0.3 ) and( 1.3 £0.3) h; AUC,_,,, were (4
276.3 +1 376.0 ) and (4 060.9 + 123.7 ) ng * mL™" « h, respectively. The relative bioavalability of trapidil capsules was

(105.8 + 17.3 ) %. Conclusions: The method is robust, fast and sensitive, and it is suitable for determination of trapidil

in human plasma. Trapidil capsules and trapidil tablets are bioequivalent.

Keywords: trapidil ; LC-MS/MS; plasma drug concentrations ; bioequivalence
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Fig. 1 Full scan product ion spectra of trapidil ( A ) and diphenhydramine ( B )
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T4 CokFa T IRAE B H
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Tab.1 Results of intra—day, inter—day precision and accurcy of trapidil in plasma
TV e e H 548 (intra—day precision ) F [EK5 %5 % (inter—day precision ) o
(added concentration )/ S I ( found RSD/%, SE VI ( found ki, O (acuracy)
(ng-mL™) concentration )/ ( ng * mL") n=6 concentration )/ (ng*ml)  n=24 e, n=2

10.0 10.3+0.9 8.1 10.5+0.8 11.3 96.6

200 203.0+6.3 2.3 207.0+9.3 6.0 95.5

2 560 2559.4+67.6 2.3 2564.4 +102.5 4.2 100.0

2 I e O3 /R F0 A AREYHR BR S0 2 AN B R
Tab.2 Extraction recoveries, matrix effects of
trapidil and I S ( n=6 )
FEJFRUY, ( matrix effects ) FZHXEIAE (recovery )

HyfE RSD ¥fH RSD
(' mean ) /% 1% ('mean ) /% 1%

W

( concentration )/

(ng cml! )

HivCHbsR  10.0 93.0 7.3 90.4 9.2
(trapidil) 5, 96.2 24 93.0 6.9

2560 100.0 1.5 94.3 55
MHR(IS)  10.0 97.5 4.6 88.4 43

3.6 LR
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H C e 119 90% I 15 B K 95.9%~115.7%, T 1E 5 I
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BERKRW, 2 TR B A A
R3 20 BFRXEOMRAFE i Tith/R (50 mg )
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Tab.3 Main pharmacokinetic parameters in 20 healthy volunteer

after oral administration of test preparation and reference preparation

% 1|51
¥ A ; :““fj

( parameter ) (test preparation )

preparation )

Cpo/(ng-mL™") 1377.7+287.3 1325.7 +389.8
T,./h 0.68 = 0.30 0.75 +0.65
/b 13+03 13403

AUCopp/(ng-mL™"+h™') 42763 +1376.0 40609 +1123.7

AUCy.../(ng-mL"+h™")  4300.2+1399.3 40858 +1142.7
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Fig. 3 Mean plasma concentration—time profile of trapidil in 20 volunteer

after oral administration of test preparation and reference preparation
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