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Abstract -
torasemide tablets in healthy subjects under fasting and postprandial
Methods
dose, double — period, double — cross study design was adopted. Each

Objective To investigate the bioequivalence of oral

states. A single — center, randomized, open — label, single —
period involved a single oral administration of 10 mg of torasemide under
fasting or postprandial conditions. The plasma drug concentration of
torasemide was determined by liquid chromatography - tandem mass
spectrometry (LC — MS/MS). The pharmacokinetic data were calculated
and bioequivalence evaluation was performed. Results The pharmacokinetic
parameters of the test formulation and reference formulation in the fasting
e Were (1 664.91 + 353.89 ) and
(1645.29 +363.80) ng - mL™', AUC,_, were (3 459.38 +659.07) and
(3468.21 +616.06) h + ng - mL.™", AUC,_, were (3 637.12 +700.25) and
(3 644.48 +651.24) h
the test formulation and reference formulation in the postprandial group

o Were (1 018.18 £336.79) and (883.97 +172.43)
AUC,_, were (3 974.56 £963.76) and (3 924.70 +943.83)

group were as follows: C

- ng + mL~". The pharmacokinetic parameters of

were as follows: C

ng - mL™",
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h-ng-mL"', AUC,_ , were (4 192.17 +1081.81) and (4 143.90 = 1068.71) h - ng - mL™"; the 90%

confidence intervals of the ratios of the pharmacokinetic parameters of the test formulation and reference formulation

(test formulation/reference formulation) under fasting and postprandial conditions were all within the statistically

equivalent range. Conclusion Torasemide tablets test formulation and the reference formulation have bioequivalence

under both fasting and postprandial administration conditions.
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Table 1

Precision and recovery of torasemide concentration

determination in plasma samples

Concentration Intra — day(n =6) Inter — day(n =18) Recovery
(ng-mL™")  RSD/% RE/% RSD/% RE/% /%
120 3.69 2.5 5.19 4.2 99.76
800 5.34 0.9 7.31 0.8 103.32
4000 7.20 3.0 3.66 0.3 102. 29
6000 2.67 1.8 2.57 4.3 100. 75

RSD : Relative standard deviation; RE; Relative error.
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Figure 2

The semi — logarithmic curves of the mean plasma concentration — time of torasemide tablets after single oral administration of

the test formulation (T) and the reference formulation (R) in the fasting state (A) and postprandial state (B) of the subjects.
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Table 2 Summary of pharmacokinetic parameters in fasting and post — feeding states

Fasting

Fed

Ttem

Test (n=33)

Reference (n =33)

Test (n=34) Reference (n =34)

Ty ™ (h)
Cpox (ng - mL™")
AUCy_,(h - ng - mL™")

0.83(0.5,2.67)
1 664.91 +3 53.89
3 459. 38 £659. 07
AUCy_, (h - ng-mL™")
x, (1/h)
t1,,(h)

3 637. 12 +700. 25
0.31 £0.09
2.48 £0.76

0.67(0.33,1.5)

1 645.29 +363. 80

3 468.21 £616. 06

3 644. 48 +651. 24
0.31 £0.09
2.48 £0.74

2(1,4.5)
1 018. 18 +336.79

3(1,4.5)
883.97 £172. 43
3 974.56 +963. 76 3.924.70 +943. 83
4192.17 +1 081.81 4143.90 + 1 068.71
0.28 £0.07 0.27 £0. 06

2.61 £0.72 2.70 £0. 65

* :Median (min, max).

]R3 ACREORAEME R IE S AR 5 26 1F T R AE S Ak 4G

Table 3 Bioequivalence results of torasemide in healthy subjects under fasting and post — feeding states

Pharmacokinetic Geometric mean and ratio (n =34) Individual 90% confidence
Conditions intra — subject
parameters Test(T) Reference(R) (T/R) % variation % CV interval

Fasting Cpo(ng » mL™1) 1 627.08 1589.11 102. 40% 21.49% 93.69% —-111.89%

AUC,_,(h - ng » mL™") 3.402.10 3413.91 99.70% 6.80% 96.87% —-102.52%

AUCy_,, (h+ng-mL™") 3575.74 3 586. 69 99.70% 6.73% 96.94% —-102.53%
Fed Coo(ng » mL™") 970. 08 871.24 111.30% 19.59% 102. 62% - 120. 82%

AUCy_,(h - ng-mL™") 3872.02 3 810. 53 101. 60% 3.74% 100.01% —103. 24%

AUCy_,, (h - ng-mL™") 4073.91 4014. 02 101. 50% 3.69% 99.92% -103. 09%
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