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Bioequivalence Study

Bioequivalence study of desloratadine tablets in healthy Chinese subjects
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Objective To explore the pharmacokinetic ( PK )
characteristics of desloratadine tablets and reference drugs in healthy
subjects, and evaluate their bioequivalence and safety. Methods The
random, open, two — period, cross — over pharmacokinetic study method
was adopted, each subject received a single oral dose of desloratadine
tablets test drug(T) or reference drug(R) for 5 mg. The concentrations
of desloratadine and 3 — hydroxy desloratadine in plasma were determined
by liquid chromatography — tandem mass spectrometry ( LC — MS/MS) ;

BEETWE MM TR & R e VB 5 R and the PK parameters were calculated by WinNonlin 8. 1 software to
(yfzx201912)

TEE R T € (1985 - ), I3, Al AL 250, . . N
S 2549 B 0 % I B 222 R of desloratadine were as follows: the fasting condition C, were

A G A respectively (3 809.82 + 1 016.54) and (3 642.36 + 777.07)
AR R oK R E AL pg - mL™"; AUC,_,,,, were respectively (5.75x10* +5.03 x10*) and

Tel : (0735)2343073 4 4 1
F — mail ; czsdyrmyyyqle@ 163, com (5.51 x 10" £4.00 x 10*) pg -+ h - mL™"; AUC,_, were respectively

evaluate the bioequivalence. Results The main PK parameters of T and
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(6.85x10" £1.03 x10") and (6.37 x10* £7.92 x10*) pg + h - mL™".
(4398.98 £1 191.22) and (4 744.40 +1 511.97) pg - mL™"; AUC,_,,, were respectively (5.25 x10* £1.82 x 10*)
and (5.55 x 10" +£1.98 x 10*) pg - h - mL™"; AUC,_, were respectively (5.37 x 10" = 1.86 x 10*) and
(5.68 x10* +2.04 x10*) pg - h - mL™". The 90% confidence interval of C AUC, _,and AUC,_,, of desloratadine

were all within 80.00% ~ 125.00% . Conclusion There was no significant difference in the main PK parameters

The fed condition C,, were respectively

max 9

between T and R under fasting or high — fat postprandial conditions, and desloratadine tablets were bioequivalent, safe

and well tolerated.

Key words: desloratadine tablet; healthy Chinese subject; pharmacokinetic; bioequivalence
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Figure 1  Typical chromatogram of desloratadine ( DES) , deslora-

tadine — d; (ds; — DES), 3 — hydroxy desloratadine ( HDE) and
3 - hydroxy desloratadine —d, (d, — HDE)
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Table 1 Precision and recovery of DES,d; — DES,HDE and d, — HDE in human plasma were measured by the liquid chromatography —

tandem mass spectrometry

Concentration Intra — day(n =6)

Inter — day(n =18)

Relative recovery

flem (ng-mL™")  Measured(pg - mL™', x+s) RSD(%)  Measured(pg - mL~', x=s) RSD(%) (% ;n=6)
DES 0.02 20.84 =1.29 6.18 20.88 £3. 12 14. 94
0. 06 64.74 £3.26 5.03 63.92 +3. 88 6.07 101.93 +8.72
0.30 294.23 +6.23 2.12 307.47 +13.33 4.33
2.00 1 999. 48 +16. 56 0.83 2039. 12 +53. 15 2.61 96. 00 =2. 68
6. 00 6 009. 99 +85. 13 1.42 6 214.73 +201. 95 3.25 96. 62 +2.37
ds - DES 2.00 - - - - 94. 66 2. 99
HDE 0.02 23.26 £2.18 9.39 19. 83 +3. 64 18.35
0. 06 63.76 £5.02 7.87 62. 66 £6.25 9.98 99.03 =11.26
0.30 302.33 +11.44 3.78 301.46 +12.92 4.29
1.50 1.527.82 +35.77 2.34 1 533.33 +43. 34 2.83 96.10 £3.72
4.50 4.495.22 £47.13 1.05 4 603.65 £161.35 3.50 96. 67 3. 30
d, - HDE 2.00 - - - - 92.19 +2.52

RSD : Relative standard deviation.
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Mean plasma concentration — time curves of DES(A) and HDE ( B) after taking the test and reference drugs in fasting state
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Figure 3  Mean plasma concentration — time curves of DES (A)and HDE (B) afier taking the test and reference drugs in fed state
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Table 2 The main pharmacokmetic parameters of DES after taking the test or reference drugs in fasting and fed state(x +s)
Fasting Fed

Parameter

Test(n =28) Reference(n =28) Test(n =28) Reference(n =27)
ax (h) 2.77 £1.63 3.05 +1.54 3.11+1.21 3.59£2.13
Cow(pg - L7 3 809.82 £1 016. 54 3642.36 £777.07 4398.98 £1 191. 22 4744.40 £1 511.97

AUCy 195 (pg-h-L7")

AUC,_,, (pg-h-L7")
1y, (h)

5.75 x10* 5. 03 x 10*
6.85 x10* 1. 03 x 10*
22.95+17.92

5.51 x10* 4. 00 x 10*
6.37 x10* 7. 92 x 10*
22.74 +15. 88

5.25 x10* =1. 82 x 10*
5.37 x10* = 1. 86 x 10*
22.06 +3. 50

5.55 x10* 1. 98 x 10*
5.68 x 10* 2. 04 x 10*
22.55+3.48
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Table 3 The main pharmacokmetic parameters of HDE after taking the test or reference drugs in fasting and fed state(x +s)

Fasting Fed
Parameter
Test(n =28) Reference(n =28) Test(n =28) Reference(n =27)
oy (h) 4.91+1.43 4.88+1.24 4.07 £1.34 4.32£2.09
Cou(pg - L7 1 678.98 +459. 88 1 693.02 +485. 54 1 603. 58 +301. 73 1 685.58 +468. 46

AUCy_ 5 (pg-h-L7")
AUC,_,, (pg-h-L7")
L1, (h)

4.01 x10* +1.22 x 10*
4.30 x 10* +1.25 x 10*
35.80 +15.77

4.04 x10* +1.21 x 10*
4.37 x10* +1.20 x 10*
41.53 +47.92

3.63 x10* +7 174.24
3.92 x10* +7 895. 65
35.31 +4.34

3.55 x10* +7 783. 65
3.85 x10* 8 616. 06
36. 86 6. 47
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