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Bioequivalence test of commercially available rifampicin capsules was performed. Sixteen volunteers
were divided into 2 groups and the reference and test drug were given orally (450 mg) by cross-over
design. Statistical evaluation of AUC, Cue and Twe involved an analysis of variance (ANOVA). The di-
fferences of mean value in AUC, Cua, and Tue between the reference and test drug were within 20%
with reference drug. ANOVA showed no significant differences for “between group”, “drug” and “period”,
but not for “between subjects”. The power of test (1-B) of AUC and Cue was larger than 0.8 and the

confidence of bioavailability was within + 20%. From these results, it was concluded that the two pre-
parations were bioequivalent for AUC and Cue, but was not for Toe.
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Table I—Cross-over Schedule by Latin Square Method

Period
Group Subject Name
I II
1) SJ. Na 5) C.0. Park
1 2) H. Lee 6) LO. HwangReference  Test
3 HC.Lee 7 JP. Brum Drug Drug
4) DJ. Kim 8)CK. Lee
9) JL Kim 13)S.1. Chun
2 10) J.G. Lee 14)N.D. Kim Test Reference
11) DS.Park 15)]. Mun Drug  Drug

12) DO. Choi 16) J.C. Choi
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Figure 1—Chromatogram of an extract of rifampicin (A)
and internal standard (B) from plasma.
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Figure 2—Dissolution profiles of rifampicin capsules in

artificial gastric juice (pH 1.2). Mean® S.D. (n=6)
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Table X — Plasma Concentration and AUC of Rifampicin Reference Drug in Each Subject

Time (hr)
Period Subject AUC
0.5 1 15 2 3 6 9 12
1 3.55° 3.26 6.32 13.92 2.94 1.62 1.57 144 34.62°
2 3.98 3.33 6.02 393 3.58 3.68 2.96 1.60 39.09
3 11.02 12.32 13.01 7.57 320 2.68 2.74 1.58 48.88
I 4 7.24 6.37 899 16.62 10.60 6.18 3.60 341 78.34
5 2.03 7.18 7.82 11.36 8.74 4.95 1.77 1.20 56.48
6 8.03 9.38 9.96 6.20 449 418 2.14 1.82 49.25
7 444 6.62 8.00 6.96 5.20 355 3.52 3.08 50.98
8 3.34 9.10 11.48 11.28 8.32 2.52 243 0.85 53.19
9 2,04 6.31 488 4.84 4.34 412 2.57 1.56 41.34
10 5.97 11.72 11.49 7.64 6.16 2.87 2.14 1.26 49.56
11 13.20 14.02 10.74 9.07 8.66 7.25 271 1.22 74.81
I 12 1.73 7.56 5.66 8.66 6.62 2.56 2.40 0.91 43.46
13 4.90 7.98 8.16 4.96 4.86 3.00 144 0.60 38.18
14 6.86 9.99 10.20 11.00 6.90 5.02 348 2.60 64.98
15 8.39 7.10 9.08 7.68 401 4,01 275 1.09 4797
16 542 8.15 8.70 12.40 5.64 3.88 2.32 2.59 54.20
Mean 5.76 8.18 3.78 9.01 5.86 3.88 2.53 1.68 51.58
(S.D) (3.26) (2.95) (2.32) (352) (2.18) (1.45) (0.65) 0.82) (12.36)

*ug/mi, *ug - hr/ml
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Figure 3—Dissolution profiles of rifampicin capsules in
artificial intesinal juice (pH 6.8). Meant S.D. (n=6)
Key : @ ; reference drug, O ;test drug

the oral administration of ripampicin capsules to 16 vo-
lunteers.
Key : @ ; reference drug, O ; test drug

Table INI—Plasma Concentration and AUC of Rijpampicin Test Drug in Each Subject

Time(hr)
Period Subject AUC
1 15 2 3 6 9 12
9 4.75° 10.55 4.02 444 2.04 2.39 2.57 192 34.86°
10 1.57 3.98 6.70 5.87 481 3.14 246 1.84 39.71
11 8.36 7.10 10.72 7.68 401 4.00 2.74 1.37 49.15
I 12 8.00 4.87 8.15 7.65 420 431 1.86 1.92 46.04
13 3.34 5.37 7.10 7.70 4.80 3.03 157 0.74 38.19
14 5.38 741 9.20 6.74 6.80 5.07 3.61 2.76 59.83
15 4.37 6.40 8.16 10.67 5.90 4.06 2.58 0.46 49.88
16 4.23 7.32 10.70 9.29 5.34 3.70 274 1.97 51.05
1 2.36 4.00 6.24 9.68 12.73 6.43 293 1.56 69.44
2 1.75 224 2.65 6.66 5.10 4.26 2.86 1.96 42.82
3 273 7.28 12.40 8.87 6.64 2.82 1.90 2.10 4845
I 4 154 244 4.06 6.71 10.84 7.05 3.19 140 63.55
5 4.22 7.32 6.48 11.28 5.33 3.60 2.74 1.99 50.14
6 3.34 9.10 12.04 11.29 8.32 2.52 243 144 54.35
7 7.90 4.88 791 7.66 421 4.32 1.87 1.38 45.15
8 1.76 2.25 6.66 817 5.21 4.27 2.87 1.62 45.73
Mean 4.10 5.78 7.70 8.15 6.02 4.06 2.56 1.65 49.27
(S.D.) (2.31) (2.45) (2.83) (1.94) (2.66) (1.28) 0.54) 0.54) 9.15)

*ug/ml, ’ug - hr/ml
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Table IV—Analysis of Variance Table for AUC of Rifampicin
Preparations

T84 AEH2E) 53

Table VI—Analysis of Variance Table for Tne of Rifampicin
Preparations

Variation Sources DF SS MS F Variation Sources DF SS MS F

Between subjects 15 2369.60 15797 2,035 Between subjects 15 4.80 032  2.899
Between group 1 69.82 69.82 0.425 Between group 1 0.95 0.95 3429
Subject/group 14 2299.78 16427  2.116 Subject/group 14 3.86 028 2495
Intra Subject Variation Intra Subject Variation

Period 1 93.10 93.10 1.199 Period 1 0.20 020 1767
Drug 1 42.75 4275 0551 Drug 1 0.38 038 3466
Residual 14 1087.02 7764 Residual 14 1.55 011

Total variation 31 3592.47 Total variation -, 31 6.92

F (@, 14)=4.600, F (14, 14)=2.483
DF ; degree of freedom, SS;sum of squares, MS ; mean
squares.

Table V—Analysis of Variance Table for Cume of Rifampicin
Preparations

Variation Sources DF SS MS F
Between subjects 15 139.13 9.27 2.614
Between group 1 8.67 8.67 0.931
Subject/group 14 130.45 932 2626
Intra Subject Variation

Period 1 0.059 0.059  0.017
Drug 1 7.31 7.31 2.062
Residual 14 49.68 355

Total variation 31 196.18

F (1, 14)=4.600, F (14, 14)=2483
DF ; degree of freedom, SS;sum of squares, MS ; mean
squares.
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