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Bioequivalence of Terasin Tablet to Hytrine Tablet (Terazosin 2 mg)
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ABSTRACT-Bioequivalence of two terazosin tablets, the Hytrine™ (Il-Yang Pharmaceutical Co., Ltd.) and the Terasin™
(Daewon Pharmaceutical Co., Ltd.), was evaluated according to the guideline of KFDA. Sixteen normal male volunteers
(21~30 years old) were divided into two groups and a randomized 2 X2 cross-over study was employed. After one tablet
containing 2 mg of terazosin was orally administered, blood was taken at predetermined time intervals and the concentration
of terazosin in serum was determined with a HPLC method using spectrofluorometric detector. The pharmacokinetic param-
eters (AUC,, Cax and Ty, were calculated and ANOVA was utilized for the statistical analysis of the parameters. The
results showed that the differences in AUC,, C,,x and Ty, between two tablets were 6.02%, 3.44% and -3.67%, respectively.
The powers (1-B) for AUC,, Cyx and Ty were 98.05%, 98.34% and 29.81%, respectively. Detectable differences (A) and
confidence intervals were all less than £ 20% except Tpex. AUC; and Cp,e met the criteria of KFDA for bioequivalence,
indicating that Terasin™ tablet is bioequivalent to Hytrine™ tablet.

Keywords—Terazosin, Hytrine™, Terasin™, Bioequivalence, HPLC
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Figure 1- Chromatograms of (A) blank human serum, (B) human serum spiked with terazosin (40 ng/m!/) and internal standard (IS, prazosin
50 ng/m/) and (C) 2 hr serum sample after oral administration of terazosin tablet. " =terazosin peak.
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2% FEEEEH FE(AUC, Cope, Tra)E Table 1] o & 2 w8 2 w3
el Bzl stz Aol HF AUC(ng - hrimi) Time (hn)

= + X138 okol 1 Ao 4 50 = Figure 2-Serum concentration-time curves of terazosin following
= 5788548269, ARl Bl 2 613.70£778 oral administration of Hytrine (@) and Terasin (O) tablet at the ter-

ozl ik HaEA 27 6.02%C1 0 E, Crang/myE 2} azosin dose of 2 mg. Data are expressed as mean=£S.D. (n=16).

Table I-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Hytrine and Terasin Tablets at the
Terazosin Dose of 2 mg

. Hytrine tablet Terasin tablet
Volunteer Age Weight
(yr) (kg) AUC, Cioax Tnax AUC, Crnax Tomax
(ng - he/mi) (ng/ml) (hr) (ng - hr/m{) (ngfml) (hr)
A-l 25 78.7 589.90 37.36 05 778.76 53.75 1.5
A-2 30 57.3 586.14 44.74 0.5 727.97 65.72 0.5
A3 23 63.2 523.04 29.00 1.0 623.81 44.16 0.5
A-4 25 62.8 635.17 46.38 1.0 548.26 39.41 1.0
A-5 22 61.8 54270 50.31 05 566.36 34.66 1.0
A-6 21 64.7 494.31 41.13 05 584.10 4482 0.5
A-7 22 63.0 528.17 36.21 15 575.09 4392 10
A-8 21 61.0 576.57 38.26 0.5 696.60 4744 1.0
B-1 24 4717 634.75 46.13 1.0 560.85 33.10 0.5
B-2 26 614 774.51 69.00 0.5 572.719 4392 1.0
B-3 22 64.8 550.26 4138 1.0 547.77 45.30 05
B4 25 53.8 661.77 49.66 1.0 599.40 50.39 0.5
B-5 22 65.8 44424 32.20 05 704.82 44.82 1.0
B-6 24 60.6 568.90 46.05 1.5 667.68 61.62 0.5
B-7 21 54.5 669.95 51.87 1.0 506.93 36.70 1.5
B-8 22 63.8 481.61 49.90 1.0 557.95 4375 0.5
Mean 23.44 63.36 578.85 4435 0.84 613.70 45.87 0.81
(S.D) (2.39) Q44 (82.69) (9.39) (0.35) (77.85) 8.79) 0.36)
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Table I-Statistical Resufts of Bioequivalence Evaluation between Two Terazosin Tablets

Parameters
AUCt Cmax Tmax
Difference 6.02% 3.44% -3.67%
F value? 2.053 1.443 1.224
Noncentrality(1)® 4.45 4.50 1.53
Power(1-B)° 98.05% 98.34% 29.81%
Detectable difference(A) 13.55% 13.38% 39.32%

Confidence interval(§, %)° -1.90 < 8 < 13.94

438 < § < 11.26 26,69 < § < 19.28

*0=0.05, F(1,14)=4.600, *0=0.05, v=14, §=Mean X 0.2, “0=0.05, %0:=0.05, 1-B=0.8, “a=0.05.
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