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Determination of Terazocin in Human Plasma by Liquid Chromatoegraphy
and Bioequivalence Study of Teratonin® Tablets
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ABSTRACT-A rapid, selective and reproducible high-performance liquid chromatographic method has been developed for
the determination of terazocin in human plasma. Terazocin plus the internal standard, prazocin hydrochloride, were extracted
from alkalified plasma with rert-butylmethyl ether, back-extracted into 0.05% phosphoric acid. Fifty pl-portions of extract
were injected onto a octadecylsilane column and eluted with a mixture of acetonitrile, water and triethylamine (30 : 70 :
0.1 v/v, adjusted to pH 5.0 with dilute phosphoric acid) at a flow rate of 1.0 ml/min. The fluorescence intensity of column
eluents was monitored at excitation wavelength of 250 nm and emission wavelength of 370 nm. No interference peaks were
observed. The practical limit of quantitation was 5 ng/ml for terazocin. The average intraday and interday coefficients of
variation were 4.15 and 3.54%, respectively. Also intraday and interday precisions over the range 5~60 ng/ml were
0.49~2.92 and 0.38~5.12%, respectively. The bioequivalence of two terazosin tablets, the Hytn'ne® (11 Yang Pharmaceutical
Co., Ltd.) and the Teratonin® (Sam-A Pharmaceutical Co., Ltd.), was evaluated according to the guideline of Korea Food
and Drug Administration (KFDA). Sixteen healthy male volunteers (24.612.0 years old) were divided into two groups and
a randomized 2X2 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 plasma was determined with a HPLC
method using spectrofluorometric detector. AUC was calculated by the linear trapezoidal method. Cpyax and Tyex Were com-
piled from the plasma drug concentration-time data. Analysis of variance (ANOVA) was utilized for the statistical analysis
of the parameters. The results showed that the differences in AUC,, Cpax and Tyay between the two preparations were 0.21%,
5.53% and 8.82%, respectively. The powers (1-B) for AUC,, Cpax and Tppax were >99%, 97.49%, and 33.26%, respectively.
Minimum detectable differences (A, %) at 0.=0.1 and 1-$=0.8 and the 90% confidence intervals were all less than +20%

except for T AUC; and Cyox met the criteria of KDFA for bioequivalence, indicating that Teratonin® tablets are bioequi-
valent to Hyt:rine® tablets.

Keywords—Bioequivalence, Terazosin tablets, Hytrine®, Teratonin®, HPLC
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Figure 1-Typical chromatograms resulting from the injection of
plasma extracts into the chromatographic system for drug-free plas-
ma (A), plasma spiked with 40 ng of terazosin HCI and 50 ng of the
internal standard (IS) (prazosin HCI) (B), and plasma obtained from
a volunteer 2 hr after oral administration of 2 mg terazosin, spiked
with 50 ng of IS (C).
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Figure 2-Plasma concentration-time curves of terazosin following
oral administration of Il Yang Hytrine® (O) and Teratonin® (®)
tablets at the terazosin dose of 2 mg. Data were expressed as mean
£S.D. (n=16).
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Table I-Physical Data and Bioavailability Parameters of Terazosin in the Individual Healthy Volunteer

Volunteer Age Body weight 11 Yang Hytrine® tablets Teratonin® tablets
() (kg) AUC (nght/ml)  Cpa(ng/ml) Ty (hr) AUC, (nght/ml)  Crnax(ng/ml) Ty ()
A-1 25 62 613.33 5192 2.0 731.61 60.23 1.5
A-2 26 62 498.38 55.25 0.5 515.85 45.12 1.5
A-3 23 75 525.14 45.53 2.0 450.33 30.54 1.5
A-4 19 70 458.49 34.06 0.5 480.41 38.10 1.5
A-5 23 65 406.30 34.94 1.0 438.34 33.55 1.0
A-6 27 66 372.06 31.00 1.0 360.56 34.04 1.5
A-7 24 75 464.01 54.71 0.5 428.35 45.48 0.5
A-8 24 65 409.74 32.55 1.0 396.47 3545 1.0
B-1 24 85 395.29 28.99 2.0 415.39 34.59 1.0
B-2 25 62 339.54 27.80 0.5 343.99 4271 0.5
B-3 24 57 488.48 34.24 0.5 409.57 34.25 1.0
B-4 25 65 343.69 38.86 1.0 340.91 35.87 0.5
B-5 25 68 399.31 31.50 20 396.22 47.62 0.5
B-6 28 66 525.61 35.04 1.5 563.38 49.50 0.5
B-7 26 75 353.17 32.04 0.5 349.44 31.26 1.0
B-8 25 80 5.06.05 42,12 0.5 492.82 46.01 0.5
Mean (S.D.) 24.6(2.0) 68.6 (7.5) 443.66 (78.60)  38.16 (9.07) 1.063 (0.629) 444.61 (99.74)  40.27 (8.18) 0.97 (0.43)

Reference drug: [l-Yang Hym'ne® tablets. Test drug: Teratonin® tablets

Table II-Statistical Results of Bioequivalence Evaluation between Two Terazosin Tablets

Bioavailability parameters

Statistical parameter

AUC, Crnax Tax
Difference 0.21% 5.53% 8.82%
F value? 1.7053 1.4449 2.0923
Noncentrality (K)b 7.57855 3.81006 1.26273
Power (1-B)° >99% 97.49% 33.26
Detectable difference (A, %) 6.904 13.732 41434
Confidence interval (8,%)° 443<0<4.86 3.71<6<14.78 -19.07<8<36.72

a.=0.1, F(1,14)=3.1020, 0= 0.1, v = 14, §=mean X 0.2, ‘.= 0.1, % =0.1, 1-=0.8, 0 =0.1

J. Kor. Pharm. Sci., Vol. 32, No. 2(2002)
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