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Bioequivalence of LG Cilostazol Tablet to Pletaal Tablet
(Cilostazol 100 mg)
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College of Pharmacy and Research Institute of Drug Development, Chonnam National University, 300
Yongbong-dong, Buk-gu, Kwangju 500-757, Korea
°*Medical School, Chonnam National University, 8 Hakil-dong, Dong-gu, Kwangju 501-757, Korea

Cilostazol has both antithrombotic and cerebral vasodilating effects, and one of the me-
chanism is the selective inhibition of platalet cyclic AMP phosphodiesterase. Bioequivalence
of two cilostazol tablets, the Pletaal™ (Korea Otsuka Pharmaceutical Co.) and the LG
Cilostazol™ (LG Chemical Co.), was evaluated according to the guidelines of Korea Food
and Drug Administration (KFDA). Sixteen normal male volunteers (20~29 years old) were
randomly divided into two groups and a randomized 2X2 cross-over study was employed.
After oral administration of Pletaal™ or LG Cilostazol™ tablet (100 mg cilostazol), blood
samples were taken at predetermined time intervals and the serum cilostazol concentrations
were determined using an HPLC method with UV/VIS detector. The pharmacokinetic para-
meters (AUC, C_,. and T_ ) were calculated and ANOVA was utilized for the statistical
analysis. The results showed that the differences in AUCt, Cmax and Tmax between two
tablets based on the Pletaal™ tablet were —5.39%, 232% and 4.26%, respectively. The
powers (1-f) for AUC, C__ and T,, were 83.81%, 96.02% and 91.04%, respectively.
Minimum detectable differences (4) and 90% confidence intervals were all less than £20%.
All these parameters met the criteria of KFDA for bioequivalence, indicating that LG Cilo-
stazol™ tablet is bioequivalent to Pletaal™ tablet.
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Fig. 1. Chromatograms of (A) blank human serum, (B) human serum spiked with cilostazol (800 ng/ml) and internal
standard (IS, isopropyl antipyrine 1 pg/ml), (C) serum sample obtained 2 hr after oral administration of 100 mg cilostazol
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Table 1. Reproducibility data for the HPLC analysis of
cilostazol in serum

Concentration Intra-day C.V. (%) Inter-day C.V. (%)

(ng/ml) (n=3) (n=3)

25 7.50 9.38

50 9.39 722

100 9.55 535

200 0.72 5.80

400 2.87 2.82

800 4.77 5.50
1000 1.44 3.05
2000 2.82 4.19

C.V.= 100X S.D./mean.
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Fig. 2. Mean (+S.D., n=16) serum cilostazol concen-
tration-time curves following oral administration of
Pletaal™ ( @ ) and LG Cilostazol™ ( O ) tablet at the
cilostazol dose of 100 mg
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Table 2. Bioequivalence parameters for each volunteer obtained after oral administration of Pletaal™

and LG

Cilostazol™ tablet at the cilostazol dose of 100 mg
v Age Weight Pletaal™ Tablet LG Cilostazol™ Tablet
olunteer
(year) kg)  AUC (ng - ho/ml) C,_ (ng/ml) T, (hr) AUC, (ng - ht/ml) C,, (ng/ml) T, (hr)
A-l 25 467 10307.66 967.20 3.00 3.00 12036.73 996.93
A2 25 67.3 8090.83 703.69 3.00 3.00 7071.09 668.55
A-3 22 627 14864.80 829.36 3.00 3.00 13871.31 687.47
A4 24 70.0 13531.45 1142.88 4.00 2.00 9266.50 841.53
A-5 24 584 7613.40 622.61 3.00 3.00 11100.42 976.66
A-6 21 66.8 13163.06 1046.93 2.00 3.00 13337.72 04423
A-7 29 58.8 10556.66 1119.91 3.00 3.00 11730.46 957.74
A-8 26 797 11382.14 678.01 3.00 3.00 10958.38 871.26
B-1 26 63.6 19844.01 1298.28 3.00 2.00 11432.96 1210.45
B-2 26 76.8 13375.51 619.91 3.00 3.00 12885.38 809.09
B-3 20 738 18455.04 122126 3.00 3.00 13869.28 1382.07
B-4 24 69.6 14071.00 867.20 3.00 3.00 16717.89 813.15
B-5 23 64.0 774235 746.93 3.00 3.00 7107.07 688.82
B-6 21 440 12822.67 1117.20 3.00 4.00 14950.55 1165.85
B-7 24 66.9 8461.68 602.34 4.00 3.00 12958.61 1022.61
B-8 25 754 16503.62 832.07 3.00 3.00 10671.17 713.15
Mean 24.06 65.30 12549.14 900.99 3.06 2.94 11872.84 921.85
(SD.) (2.29) (9.88) (3723.05) (232.15)  (0.44) 0.44) (2594.30)  (204.24)
Table 3. Statistical results of bioequivalence evaluation between two cilostazol tablets
Parameters
AUC, Cex T
Difference —5.39% 2.32% 4.26%
F value® 2.631 0.438 0.933
Noncentrality (A)° 2.79 3.65 3.16
Power (1-B)° 83.81% 96.02% 91.04%
Detectable difference (A)* 18.73% 14.34% 16.57%
Confidence interval (8, %)° ~18.00<8<7.22 —7.34<8<11.97 —6.90<8=<15.41

*0=0.10, F(1,14)=3.102, "0:=0.10, v=14, 8=Mean X 0.2, ‘0=0.10, ‘a=0.10, 1-$=0.8, ‘¢=0.05
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