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[Abstract |

countries to evaluate the robustness of clinical trial results. FDA requires pharmaceutical companies to conduct two identical multi-

Objective: Multi - regional Clinical Trials (MRCTs) are more widely accepted by regulatory authorities from different

regional clinical trials in some therapeutical areas, which is named as twin studies, to ensure that the trials results are repeatable. The
paper evaluates two strategies for China to participate MRCT in case twin studies are required. Methods: Data simulation is performed
to evaluate these two strategies, and further assess the consistency in efficacy between China and overall population. Results:
Accordind to the consistency probabilinies calculate by standard 1 and standard 2, the strategy A is better than the strategy B in the
two strategies. Conclusion: Strength and weakness of two strategies are illustrated under different scenarios, and provides
corresponding solution and recommendation.
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Table 1 Parameter settings in simulation

SR E
BRHFEA R (N) 100,200
Dai 0.4,0.6,0.8
D/D" 0.8,1
N/Na! 10% ,20% ,30% ,40% , 50%

Ne/Nui® 5% ,10%,15% ,20% ,25%
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Table 2 Power and probability of consistency under various parameter combinations in two strategies and standards (Do/

D.=1)
e W A KW B
= D AR o o A o o
At Ne/Nat SR RE (%) PRfEL hRfE2 N/N,i SRR (%) FRifiE 1" il 2"
100 0.4 10% 80.42 0.6828  0.8145 5% 80.27 06227  0.7304
20% 81.45 0.7458  0.890 4 10% 80.22 06705  0.8021
30% 80.49 08117 09322 15% 80.24 07212 0.8613
40% 81.01 0.8618  0.9552 20% 80.29 07517  0.8933
50% 79.92 0.8962  0.9542 25% 79.69 07765 09114
0.6 10% 98.65 07544 09106 5% 98.67 0.682 0.826 8
20% 98.63 0.8504 09714 10% 98.81 0.7628 09115
30% 98.96 09108  0.9911 15% 98.67 0.8162 09519
40% 98.65 09455  0.9972 20% 98.75 0.8522 09725
50% 98.85 09706  0.997 4 25% 98.68 0.8820  0.9834
0.8 10% 100.00 08262 09625 5% 99.98 07407  0.8985
20% 99.99 09117 09955 10% 99.99 08186  0.9614
30% 99.99 09615  0.9992 15% 100.00 0.8800  0.9867
40% 100.00 09850  1.0000 20% 99.99 09167  0.9940
50% 100.00 09944  0.9999 25% 99.98 09418 09977
200 0.4 10% 97.81 07501  0.903 4 5% 97.57 06707 08112
20% 97.70 0.8384 09651 10% 97.68 07411  0.8957
30% 97.70 0.8963  0.98538 15% 97.83 07951 09398
40% 98.07 09376  0.9946 20% 97.91 0.8389  0.9663
50% 97.81 09620  0.9963 25% 98.06 0.8653  0.9780
0.6 10% 99.99 08387  0.9699 5% 100.00 07571 09142
20% 99.99 09304  0.9970 10% 100.00 0.8470 09721
30% 100.00 09698  0.9993 15% 100.00 0.8897 09885
40% 99.99 09858  1.0000 20% 100.00 09281 09957
50% 100.00 09972  0.9999 25% 100.00 09536  0.998 4
0.8 10% 100.00 09079  0.9943 5% 100.00 08191 09632
20% 100.00 09718  0.9995 10% 100.00 09101 09935
30% 100.00 09935  1.0000 15% 100.00 09474  0.999 4
40% 100.00 09982  1.0000 20% 100.00 09730  0.9997
50% 100.00 1.0000  1.0000 25% 100.00 09847  0.9999
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Table 3 Power and probability of consistency under various parameter combinations in two strategies and standards (D/

D..=0.8)
o A g B
= D AR o o AL o o
EN Ne/N! SRR (%) FRETS  ARiE2* No/Na? S E () PRUELS FRifE2’
100 0.4 10% 79.02 06146 07598 5% 80.03 05789  0.6869
20% 77.12 06716  0.8391 10% 79.53 0.6045  0.7536
30% 75.31 07233  0.8843 15% 77.78 0.6408  0.806 8
40% 73.79 0.7644  0.9043 20% 76.75 06702  0.8388
50% 72.35 0.8239 09288 25% 76.36 0.6977  0.8649
0.6 10% 98.58 0.665 0.856 4 5% 98.83 06123 07781
20% 98.22 07472 09379 10% 98.51 0.6619  0.85838
30% 97.78 0.8072  0.9686 15% 98.27 07119 09129
40% 97.10 0.8637  0.9832 20% 98.35 07477 09335
50% 96.88 09110  0.9904 25% 98.12 0.7800  0.9538
0.8 10% 99.97 07173 09221 5% 99.99 0.6529  0.8387
20% 100.00 0.8118 09759 10% 99.99 07204  0.9240
30% 99.97 0.8798  0.9931 15% 99.98 07775  0.9588
40% 99.97 09271 09978 20% 99.97 08110  0.9794
50% 99.87 09631  0.9992 25% 99.97 0.8435  0.9896
200 0.4 10% 97.29 0.6559 08516 5% 97.73 06107  0.758 4
20% 97.05 07318 09238 10% 97.52 0.6582  0.8488
30% 96.35 0.7983  0.9614 15% 97.00 06916  0.8910
40% 95.60 08513 09771 20% 96.72 07367 09243
50% 94.82 09013 09859 25% 96.59 07609  0.9447
0.6 10% 100.00 07267 09358 5% 100.00 06610  0.8555
20% 100.00 0.8305 09856 10% 100.00 0.7349  0.9383
30% 99.99 0.8937  0.9959 15% 99.98 07862  0.9697
40% 99.98 0.9403  0.9990 20% 99.99 08215 09825
50% 99.01 09529  0.9958 25% 100.00 0.8587  0.9922
0.8 10% 100.00 0.7905 09783 5% 100.00 07120 09255
20% 100.00 0.8943 09978 10% 100.00 07890  0.9794
30% 100.00 09504  0.9997 15% 100.00 08597  0.9949
40% 100.00 09783  1.0000 20% 100.00 0.8877  0.9980
50% 100.00 09935  0.9999 25% 100.00 09182  0.9990
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