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Pharmacokinetics and relative bioavailability of fixed-dose combination of antituberculous tablets — ri-

fampin tablests in healthy volunteers

GU Shi-fen, CHEN Hui, YANG De-long, WU Gui-bao, LI Ling, ZENG Fan-dian( Institute of Clinical Pharmacology,
Tongji Medical University, Wuhan 430030, China )

ABSTRACT: OBJECTIVE To study the pharmacokinetics and bioavailability of domestic fixed-dose combination of antituberculous

tablets rifampin tablets (isoniazid.rifampin plus pyrazinamide ) , using the imported Rifater tablets as control. METHOD  Theran-
domized, cross-over study was conducted in 20 healthy volunteers. After a single close, the plasma drug levels were determined by RP-
HPLC and the pharmacokinetic parmaters were caculated. RESULTS The plasma concentration-time curves of the sample and the
control almost showed no difference. The pharmacokinetic parameters of the sample and the control for isoniazid were as follows: C, . =

(7.67 £2.14)and(7.33 £2.07 ) pg* L™' T, =(0.89 £0.60)and(1. 18 +0.66)h, T,,, = (3. 13 +1.07)and(3.39 £0.77 ) h,

AUC,_,, =(26.80 £10.61)and(25.86 +9.57 ) g * L', the pharmacokinetic paramaters for pyrazinamide wrere as follows: C,, =
(24.96 +4.69)and(23.93 +3.27) )pg « L', T, =(1.35+0.73)and(1.78 £1.12)h,T,,, = (12.20 +2.40) and( 12. 54 +2.28),
AUC, 4 = (334.50 +£60.21)and(341.63 +58.97) g * L™". The Relative bioavailability of domestic tablets was(104.9 +19.93) for
ixoniazid, (105.82 £27.03) % for rifampin and (99.94 £22.46)% for isoniazid, (105.82 +27.03)% for rifampind pyrazinamide.
CONCLUSION  The sample and the control tablets were bioequivalent.

KEY WORDS: rifampin tablets; Pharmacokinetics; Bioavailability; HPLC
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Tab 1 Preccision differences in a day and among days and relative recovery rate of Insoniazid. Rifampin. Pyrazinamide in plasma( n =5)

25y gL HPER . AmzR A R
W g - L RSD% WO g L RSD% %

INH 0.8 0.85+0.02 2.56 0.83 +0.03 3.77 103.2 +3.9

4.0 3.74 £0.20 5.37 3.97+0.24 5.95 99.2+5.9

12.0 11.70 £0.52 4.47 11.93 £0.63 5.24 99.4 +5.2

RFP 0.6 0.59 £0.02 3.54 0.59 +£0.03 4.28 97.7+4.2
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H N2

%) W pg e L7 A g L) RSD%
10.0 9.49 £0.22 2.31
20.0 20.38 £0.65 3.19
PZA 2.0 2.00 +£0.01 0.61
20.0 20.45 £0.84 4.10
40.0 41.44 +0.67 1.62

H ] 22 5 AEX ] g

MFFHE g « L RSD% %
9.65 £0.37 3.79 96.5 +3.7
20.02 +1.27 6.34 100.1 +6.4
2.02 +0.06 2.94 101.2 £3.0
20.30 +1.26 6.22 101.5 6.3
40.07 +1.95 4.87 100.2 4.9

15,5 FERAICR a3 0. SmlL, #4¢ vfE ih £ il 4%
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T2 KPR EE TG S INHCRFPPZA I % oy 2
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Tab 2 Absolute recovery rate of Isoniazid. Rifampin. Pyrazi-

namide in plasma( n =5)
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SHT. AUC SR IE IR L, T, C SIS A
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40.0 60.2£3.0 4.9
1.6 %fEabm
3 INH.RFP.PZA K2/ ¥ 5 HK(n=20,x5+s)
Tab 3 The Pharmacokinetic parmamcters of Isoniazid, Rifampin, Pyrazinamide after single oral dose of 400mg.600mg 1250mg
INH RFP PZA
T R R T R
C, /pge L 7.67%2.14 7.33 £2.07 8.32+1.85 7.66+1.68 24.96 £4.69 23.93 £3.27
T e/ 1 0.89 £0.60 1.18 £0.66 2.52 +1.47 2.65+1.42 1.35+0.73 1.78 £1.12
T, »ke/h 3.13+1.07 3.39+0.77 4.07 £1.09 4.92 £1.61 12.20 £2.40 12.54 £2.28
MRT 4.07£1.15 4.37+1.04 6.78 £1.20 7.66 +£1.21 16.89 +£2.49 17.54 £2.68
AUCy_/pgh+L"" 26.80+10.61 25.86 +9.57 60.77 £17.62 59.02 £17.65 334.50 +60. 21 341.63 +£58.97
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Fr( %) 104.99 +19.93

105.82 +27.03 99.94 +£22.46
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