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A sufficient number of subjects for assessing bioequivalence should be included. If
bioequivalence cannot be demonstrated because of an insufficient number, an add
-on subject study can be performed using not less than half the number of subjects
in the initial study.

- Japan National Institute of Health A} 54 4
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' u@x d4 A 712} Bl &(%) A HE(%) &4 W& (%)
0 0.2 6 10000 0 - - -
0 0.2 9 10000 0 - - -
0 0.2 12 10000 0 - - -
0 0.2 15 10000 0 - - -
0 0.2 18 10000 0 - - -
0 0.3 6 9999 1 0.0 0.0 100.0
0 0.3 9 10000 0 - - -
0 0.3 12 9997 3 0.0 100.0 0.0
0 0.3 15 9998 2 50.0 100.0 0.0
0 0.3 18 10000 0 - - -
0 0.4 6 9885 115 9.6 243 66.1
0 0.4 9 9884 116 6.0 31.9 64.7
0 0.4 12 9906 94 9.6 35.1 58.5
0 0.4 15 9892 108 21.3 49.1 40.7
0 0.4 18 9895 105 14.3 63.8 28.6
0 0.5 6 9120 880 9.4 15.0 66.7
0 0.5 9 9100 900 10.2 19.0 69.0
0 0.5 12 9141 859 10.0 229 67.4
0 0.5 15 9083 917 11.2 24.4 66.6
0 0.5 18 9091 909 11.2 26.5 65.0
0.05 0.2 6 10000 0 - - -
0.05 0.2 9 10000 0 - - -
0.05 0.2 12 10000 0 - - -
0.05 0.2 15 10000 0 - - -
0.05 0.2 18 10000 0 - - -
0.05 0.3 6 9972 28 7.1 32.1 67.9
0.05 0.3 9 9965 35 114 34.3 57.1
0.05 0.3 12 9960 40 12.5 35.0 57.5
0.05 0.3 15 9963 37 5.4 459 51.4
0.05 0.3 18 9956 44 11.4 68.2 29.5
0.05 0.4 6 9471 529 10.8 12.3 68.1
0.05 0.4 9 9477 523 9.9 17.8 68.8
0.05 0.4 12 9429 571 11.0 17.0 72.5
0.05 0.4 15 9461 539 11.1 26.0 64.9
0.05 0.4 18 9452 548 11.7 24.8 65.7
0.05 0.5 6 8212 1788 10.0 8.3 583
0.05 0.5 9 8239 1761 10.7 10.7 66.7
0.05 0.5 12 8266 1734 9.3 12.9 71.7
0.05 0.5 15 8229 1771 11.6 12.8 72.6
0.05 0.5 18 8230 1770 11.2 14.7 725
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0.10 0.2 6 9982 18 5.6 222 71.8
0.10 0.2 9 9983 17 353 47.1 412
0.10 0.2 12 9981 19 26.3 47.4 474
0.10 0.2 15 9991 9 0.0 55.6 44.4
0.10 0.2 18 9975 25 12.0 84.0 16.0
0.10 0.3 6 9235 765 9.9 8.2 66.4
0.10 0.3 9 9284 716 11.3 12.7 71.6
0.10 0.3 12 9286 714 10.9 15.7 72.0
0.10 0.3 15 9246 754 12.2 18.8 69.4
0.10 0.3 18 9230 770 10.4 20.1 70.3
0.10 0.4 6 7389 2611 10.3 52 519
0.10 0.4 9 7462 2538 9.6 7.1 63.5
0.10 0.4 12 7484 2516 10.4 8.3 68.9
0.10 0.4 15 7413 2587 10.7 9.4 71.5
0.10 0.4 18 7494 2506 11.1 10.6 73.7
0.10 0.5 6 5839 4161 9.0 39 39.1
0.10 0.5 9 5715 4285 9.3 53 479
0.10 0.5 12 5832 4168 8.9 6.0 57.5
0.10 0.5 15 5780 4220 9.6 6.5 63.9
0.10 0.5 18 5819 4181 9.6 6.4 67.7
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Some Remarks on Consistency Test of Add-on Test in
Bioequivalence Trials
Myoung-Ho Ha%, Sang-Gue Park!?

“Department of Statistics, Graduate School of Chung-Ang University
bDepartment of Applied Statistics, Chung-Ang University

Abstract

The newly revised bioequivalence guideline of Korea allows the add-on test since July 1, 2008 when the
initial bioequivalence trial fails to show the equivalence of two drugs. The statistical model of the add-on test
and its two stage testing procedures are discussed. Some statistical points of consistency test in the add-on test
are considered and the issue on the sample size of add-on test is discussed. Some reasonable alternative like
Japan’s guideline for bioequivalence studies is recommended to secure the proper use of an add-on study through
some simulation studies.

Keywords: 2 x 2 crossover design, add-on test of bioequivalence, consistency test, significance
test.
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