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Bioequivalence of Taepyungyang Baclofen Tablet to Baclan™ Tablet (Baclofen 10 mg)

I-Mo Kang, Ju-Hee Ryu, Heon-Woo Lee, Ji-Hyung Seo, Hyun-Soo Lee,
Myung-Jae Lee, Sang-Jun Choi, Jin-Yang Kang* and Kyung-Tae Lee'

College of Pharmacy, Kyung Hee University, Seoul 130-701, Korea
*College of Pharmacy, Sahm Yook Universily, Seoul 139-742, Korea
(Received April 30, 2007 * Accepted June 28, 2007)

ABSTRACT - The purpose of the present study was to evaluate the bioequivalence of two baclofen tablets, Baclan™ tablet
(Yooyoung Pharm. Co., Ltd., Seoul, Korea, reference drug) and Taepyungyang Baclofen tablet (Pacificpharma Corporation,
Seoul, Korea, test drug), according to the guidelines of Korea Food and Drug Administration (KFDA). Twenty-four heaithy
male Korean volunteers received three tablets containing baclofen 10 mg in a 2x2 crossover study. There was a one-week
washout period between the doses. Plasma concentrations of baclofen were monitored for over a period of 24 hr after the
administration by using an LC-MS/MS. AUC,  C,,. and T, were compiled from the plasma concentration-time data. Anal-
ysis of variance (ANOVA) test was utilized for the statistical analysis of the parameters using logarithmically transformed
AUC, and C,.y. The 90% confidence intervals of the AUC; and the Cp,, for Taepyungyang Baclofen/Baclan™ were
10g0.92 ~10g1.06 and log1.03 ~logl.22, respectively. These values were within the acceptable bioequivalence intervals of

l0g0.80~log1.25. 1t was concluded that Taepyungyang Baclofen tablet was bioequivalent to Baclan™

both rate and extent of absorption.

Key words —Baclofen, LC-MS/MS, Bioequivalence

tablet, in terms of

ul-Z 22l [4-amino-3-(4-chlorophenyl)butanoic acid}&- 71t

FgAlo] MeiFos Aftsle TEARA, 24U 737
Zﬁ.%ﬂoh opEolt}, o] SRS ATLES S A3 A

2 35En, T4y oFEe] f)iio) njusly FE ke
WAETD 73 A viEEA 20 mgs TSNS
W Chwo= F 340ng/mL, T &F 24742 vbd7le oF

6.54+ 188717t e 2 HuEo] ¢t wdl AENHEZAA]
HRFAH YN st A4S g AU 24200A w2
25mg 4& TSRS W], Cpu= 375.2+113.52 ng/mlL,
Toa= 1.56£0.43A17F, ¥7l71= 435+1.56A7k0.2 Ry
Ao, o= FleA AxE A} FARRS R
£ Q7 FAIAL AN Wfslaia) g vkE
23 AAQ “ejBEEAN F> 718 uiEEE AR
“wlE g7 A o]

e BT M HFpEtHH ol IAF HESHH

§89) oiN BAGHOR BEohris

T2 =] A3 Boje o] AxiAR
Tel : 02)961-0860, E-mail : ktlee@khu.ac.kr

249

TRAEZIEY wEt A7FsE A3 HAHEE 19~284]) 24
Oé% uE R
|

0
"é% EH Aoz 2R WA wet /\]q_gs}oq
lc?E(Cm)Oﬂ ﬂ]ﬁﬂ ij_qig}_g 5

N
Tm"ﬁ
!

oX,

o}ﬂ r—{u:
1r

iQ‘“Ol

lﬁﬂm}aql_nﬁgqﬁqqﬁ-@@_if
AGM] Fee 2 F AGALM tet 545
RE AP FoIE oy o]Folzlnt.

lo >
oo oalo 1 of)

Alef gl 717]

Aol AMSR AP EU A FRE7EY A 36
3722 Tl w}a} Azt F2 AL e HGA 2k <)
hulgEAl A EIZHE: 003, AZYA: 2006. 3. 3),
OFS 2 FoJeERAP o R e ol FAFA}
Aokl A Al = vkE S F AIZHEE: 00915004,

A3 2007, 6. 22)0. 2 ulEEA 10 mg T8 A

==

of I o ¥

_13, rlo



250 AUR. - 5§78 - olfg - Y - 0
(A) (8)
Cl
N\/\N
/
(0] E \\N
OH ?'%\N
NH, N/
F HO

Figure 1 — Chemical structures of (A) baclofen and (B) fluconazole
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Figure 2 - Product ion scan spectra for (A) baclofen and (B) fluconazole (I.S.).
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Figure 3 — Chromatograms of (A) blank human plasma, (B) blank
plasma spiked with baclofen (5,000 ng/mL) and fluconazole (1600
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ministration of Baclan™ (30 mg baclofen). [calculated as 671 ng/mL]
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Table 1 —Precision and Accuracy for the Determination of
Bacfofen in Human Plasma (n = 5)

Concentration Precision (C.V.%) Accuracy (%)
(ng/mL) Intra-day  Inter-day  Intra-day  Inter-day
10 10.99 6.68 98.68 102.11
50 5.31 2.76 103.86 102.06
500 4.96 4.02 105.80 104.18
5000 2.19 1.25 104.67 106.05
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2 3 9 2 47 AU 9 ZEAEE 20% PR R
SIS o HAMAZFFA(LLOQ, lower limit of quantita-
tion)= 10 ng/mLe} 2 (Table 1), 3 AE2HE T8
vE R A4k Y=0.000267X+0.00024(*=0.9999)
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Figure 4 — Mean (£S.D., n=24) plasma concentration-time curves
of baclofen following the oral administration of Taepyungyang Ba-
clofen (O) and Baclan™ (@) tablet at a dose of 30 mg of baclofen.
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Table II — Pharmacokinetic Parameters in Normal and Logarithmic Scales for Each Subject Obtained after Oral Administration of
Baclan™ and Taepyungyang Baclofen Tablet at the Baclofen Dose of 30 mg

Baclan™ Tablet

Taepyungyang Baclofen Tablet

Subjects

T ety WAUC e nCu e AT TnaUG (LG
Al 31573 3.50 671.6 2.83 2.00 2955.5 3.47 620.2 2.79 2.00
A2 2841.5 345 385.1 2.59 1.00 2667.4 343 362.9 2.56 4.00
A3 2805.1 3.45 290.4 2.46 2.00 2288.7 3.36 325.5 2.51 1.00
A4 2660.6 3.42 440.2 2.64 1.50 2469.6 3.39 504.0 2.70 1.00
AS 2230.4 3.35 405.3 2.61 1.50 2293.5 3.36 433.9 2.64 1.50
A6 2666.7 343 381.2 2.58 1.50 2432.3 3.39 440.9 2.64 0.50
A7 2501.3 340 333.2 2.52 4.00 2185.2 3.34 302.7 2.48 3.00
A8 3028.2 3.48 507.6 2.71 2.00 2910.1 3.46 448.2 2.65 1.00
A9 2210.0 334 4171 2.62 1.50 1880.8 3.27 359.2 2.56 1.00
Al0 2844 4 345 4278 2.63 0.50 2687.8 343 580.0 2.76 1.50
All 1887.5 3.28 3123 2.49 1.00 2182.3 334 3494 2.54 0.50
Al2 27884 3.45 459.5 2.66 2.00 2982.7 3.47 590.6 2.77 0.50
B1 22992 3.36 345.5 2.54 3.00 3012.3 3.48 385.1 2.59 3.00
B2 2059.6 3.31 3299 2.52 2.00 2473.9 3.39 488.0 2.69 0.50
B3 2056.2 3.31 342.5 2.53 2.00 2010.1 3.30 4193 2.62 1.00
B4 2805.5 3.45 4273 2.63 2.00 2751.3 3.44 519.8 2.72 3.00
BS 1928.3 3.29 319.3 2.50 1.50 2181.6 3.34 285.1 245 3.00
Bé6 1599.3 3.20 213.5 2.33 3.00 2242.5 3.35 375.1 2.57 1.50
B7 1459.6 3.16 257.8 241 1.00 1590.5 3.20 244.6 2.39 3.00
B8 2248.5 3.35 405.2 2.61 1.00 1926.6 3.28 5179 2.71 2.00
B9 2489.0 3.40 567.1 2.75 1.00 2308.1 3.36 3533 2.55 1.50
B10 1060.8 3.03 161.2 221 2.00 14174 3.15 316.5 2.50 1.00
Bi1 1916.7 3.28 278.1 2.44 0.50 2516.5 3.40 409.6 2.61 1.00
B12 2388.2 3.38 412.0 2.61 2.00 21163 3.33 404.7 2.61 2.00
Mean 2330.5 3.36 378.8 2.56 1.73 2353.5 3.36 418.2 2.61 1.67
(S.D.) 5213 0.11 110.0 0.13 0.81 4211 0.08 999 0.10 1.01
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Table I - Bioequivalence Parameters for Each Volunteer
Obtained After Oral Administration of Baclan™ and Tae-
pyungyang Baclofen Tablet at the Baclofen Dose of 30 mg*

Parameters®
AUC, Crnax
Difference(%) 0.99 10.40
Test/Ref point estimate 0.99 1.12
Confidence interval(8)” 0.92<8<1.06 1.03<8<1.22

*The AUC, and Cu. values were calculated on the basis of In-
transformed data.
a=0.05
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