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Bioequivalence of Acer Capsule to Airtal Tablet (Aceclofenac 100 mg)
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Aceclofenac,

2-[(2',6'-dichlorphenyl)amino]phenylacetoxiacetic  acid,
inflammatory drug that belongs to the family of phenylacetic acids.
ance and potent analgesic/antiinflammatory properties,

is a new nonsteroidal anti-
It shows good toler-
and acts on cartilaginous chondrio-

cytes, stimulating their repair mechanism. The purpose of the present study was to evaluate

the bioequivalence of two aceclofenac products,

Airtal™ tablet (Daewoong Pharmaceutical

Co.) and Acer™ capsule (Kyungdong Pharmaceutical Co.), according to the guidelines of
Korea Food and Drug Administration (KFDA). The aceclofenac release from the two ace-
clofenac products in vitro was tested using KP VII Apparatus II method at pH 7.8 dissolu-
tion media. Sixteen normal male volunteers, 23.13+2.03 years in age and 66.33x7.08 kg in
body weight, were divided into two groups and a randomized 2x2 cross-over study was
employed. After one tablet or capsule containing 100 mg of aceclofenac was orally adminis-
tered, blood was taken at predetermined time intervals and the concentrations of ace-
clofenac in serum were determined using HPLC with UV detector. The dissolution profiles
of the two aceclofenac products were very similar at pH 7.8 dissoluton media. The pharma-

cokinetic parameters such as AUC, C_ .

ences in AUC, C,,. and T, ,

and T,
utilized for the statistical analysis of the parameters.
between two products were 6.50%, —1.06% and 11.96%,

respectively, when calculated agamst the Airtal™

C

max

were calculated and ANOVA test was
The results showed that the differ-

tablet. The powers (1-B) for AUC, and

were 89.82% and 82.84%, respectively. Minimum detectable differences (A) at «=0.05

and 1-Bf=0.8 were less than 20% (e.g., 17.51% and 19.30% for AUC, and C_,, respectively).
The 90% confidence intervals were within +20% (e.g., —3.73%~16.73% and —12.34%~10.22% for

AUC, and C_,,
indicating that Acer ™
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respectively). Two parameters met the criteria of KFDA for bioequivalence,
capsule is bioequivalent to Airtal™

tablet.

capsule, Bioequivalence, HPLC
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Fig. 1. Dissolution prof iles of aceclofenac from Airtal™

tablet (@) and Acer™ capsule (O) in pH 7.8 dissolution
media (n=6, mean £ S.D.).
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Table 1. Reproducibility data for the HPLC analysis of
aceclofenac in serum

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

(ng/ml) (n=4) (n=4)
100 7.55 948
300 5.01 580
1000 4.74 695
3000 1.39 6.59
10000 7.56 290

CV. = 100X 8.D./mean
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Fig. 2. Chromatograms of (A) blank human serum, (B) blank human serum spiked with aceclofenac (1000 ng/ml) and
internal standard (IS, flurbiprofen 800 ng/ml) and (C) serum sample at 2 hr after oral administration of 100 mg

aceclofenac products. = aceclofenac peak.
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Fig. 3. Mean (+S.E., n=16) serum concentration-time
curves of aceclofenac following oral administration of
Airtal™ tablet ( @ ) and Acer™ capsule ( O ) at the
aceclofenac dose of 100 mg.
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Table 2. Bioavailability parameters for each volunteer obtained after oral administration of Airtal™ tablet and Acer™

capsule at the aceclofenac dose of 100 mg

Age Weight Airtal™ tablet Acer' " capsule

Volunteer () (kg) AUC, Con T, AUC, Coon Ta
(ng - hr/ml)  (ng/ml) (hr) (ng - he/ml)  (ng/ml) (hr)

A-1 24 64.8 33117.27 13970.20 1.50 23891.60 9643.60 2.00
A2 20 50.0 29546.12 11389.50 1.50 28679.00 14368.40 2.00
A-3 23 62.7 23289.18 9536.30 1.50 21988.27 9884.90 1.50
A4 21 70.2 26274.80 10016.10 1.50 25981.25 9997.80 2.00
A5 21 69.5 16354.48 10634.50 2.00 18013.17 8416.10 2.00
A-6 21 66.9 21042.88 9031.70 3.00 26704.73 6403.30 2.00
A7 24 56.0 24340.60 12957.40 1.50 29825.05 10148.20 2.00
A-8 24 732 17997.30 8691.30 1.50 30889.05 11342.70 1.00
B-1 24 74.8 2188230 11880.30 1.00 21416.63 9473.90 2.00
B-2 21 66.8 22048.25 6096.90 1.50 20048.75 6897.80 2.00
B-3 25 72.3 19283.67 7919.80 1.50 31257.85 10426.20 1.50
B4 27 61.3 23913.35 8917.00 2.00 22330.20 8555.60 1.00
B-5 25 66.9 29405.40 14928.00 1.50 26634.00 11947.30 1.50
B-6 21 64.1 31800.18 8939.10 1.00 35184.40 11113.40 3.00
B-7 25 63.4 31413.78 12885.80 1.50 31825.53 12729.90 1.00
B-8 24 78.3 20120.20 6029.00 1.00 22620.25 10742.70 1.50
Mean 23.13 66.33 24489.36 10238.93 1.56 26080.61 10130.74 1.75
(SD) (2.03) (7.08) (5226.24) (2614.97) 0.48) (4885.93) (2023.58) (0.52)
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Table 3. Statistical results of bioequivalence evaluation between two aceclofenac products

Parameters

AUC, C,.. T,
Difference 6.50% -1.06% 11.96%
F value® 0.143 0.190 2.575
Noncentrality (A)° 344 3.12 1.64
Power (1-B)° 89.82% 82.84% 33.21%
Detectable difference (A)° 17.51% 19.30% 36.84%
Confidence interval (8, %)° —3.73<8<16.73 ~12.34<6<10.22 —9.53<8<33.53

*0=0.05, F(1,14)=4.600, "0:=0.05, v=14, 8=Mean X 0.2, ‘0:=0.05,
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