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Study on bioequivalence of Meloxicam Chewable Tablets
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Abstract: Objective To investigate in vivo pharmacokinetics and bioequivalence of Meloxicam Chewable Tablets in healthy
Beagle’s dogs. Method Twelve healthy adult Beagle’s dogs were randomized into two groups. Using the double-preparation,
double-cycle, cross-over method and administering orally of testing and reference tablet (2 mg) respectively. The plasma
concentration of meloxicam was determinated by RP-HPLC. The 3P97 software was adopted to calculate the pharmacokinetic
parameters and evaluate the bioequivalence of two preparations. Results The area under the curves (AUCq _o¢y) of the testing
tablets and innovator tablets were (2.8530.64) and (2.79+0.48) pg/mL-h. The peak time (7;,,) Was (4.331+0.65) and (4.16£0.71)
h. The peak concentration (Cpgy) Was (0.09110.017) and (0.086 +0.021) pg/mL. The half time (¢,,) was (26.08 +-3.64) and (26.94 +
4.21) h. After the double unilateral ¢ test, there was no statistical significance in the difference of InAUC and InC,,, between the
testing tablets and innovator tablets. Conclusion
bioavailability of generic tablet is (98.0+-9.76)%.
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1.1 K s1Y)

12 HUBFE LUAR R, MEME %, 44 iTE 12~ 14 kg,
W) b b I e s i Y, VERTUE S N
SYXK (51) 2013-0021, S50 R B AIYMEERE, S50
WY 2 JA N KRR AT 254
1.2 KIS SR

FA2004 J7 73 2 — W R Eigse = ia-r Rl
B BR AT, BTI1250 114y —H 7R (5§
Z RS (dbsD) ARAFD; Mitimate 3000
PR RO E A CREER R R B BR A 71D s L600
f RRE E 0N (KW ACE O N B A R D
TGL-16MC & 2 st 7R 2Ol CRIDHCE LL
ABRAFD,

1.3 SRIEZhYY)

FFZE8 b B MRIEE R AR, fits
20150324); FE95H HES LU Cf [ 2 bRk B ks i
SR BR AT, B 1 mg, #b5 355798); 3%
WEREAHA XK 1 mg, fiLS 20150514); ik
HOREA S ChE a2 R e e, i
100679-201102); ML B e (b [l 6 5 24 b
KoEsihe, it 100177-200603).

2 HESHR
2.1 #HmEE

12 SRR AR A R, RT3 48 S sz st
O, 12 HEENL P4, 415G DR,
Ja RS LI 2 mgs 534106 RS L], 5 R
ZARHIF 2 mgo 2 RZTARG 10 d ST, R
8 HASIHIRG 2, 2y 2h 54— 4Kk 4h J54E
—H . TAAME AN, S25ET 1. 2, 3. 4.

5. 6+ 8. 12, 24, 36, 48. 72. 96 h BlkE, HHKY
AR 2 mL T FEAE T, 4 000 r/min 540 10
min, U BRI, T-20 CLRAEAN.
2.2 IMAEALIE

Fs M BUILEAE S 0.2 mL, AN RAFRIL 2 E R
(10 pg/mL) 20 pL, FFHAA 1 mol/L ;¥R 0.1 mL, i
JiE 5 min, JOIAIECKE-—FTEE (2:1) 1 mL iwhE 15
min, 10 000 r/min &> 5 min, B EZHHAH, 40 C
TFRERAWT DI 50%IFTHEE 100 uL K45, i E S min,
15 000 t/min £5.0> 5 min, HU5EB3E T HPLC 4347,
23 H&maHh
2.3.1 HPLC %f *M DiKMA Diamonsil C;g
(200 mm X 4.6 mm, 5 pm) A%H; FahH k-
Wl SR (pH=3) (35:65); AFRiE 0.8
mL/min; £ 30 “C; Al 362 nm; FEFFHE 10 puL.
232 TEME BEBICEAMKES 02mL, A
IANWFR, F “1.57 WURTEGIAEs, WE: K
BRI ML RER 02 mL, 353 4y, 2RI
I8 BERREIR M (0.1 24 20 pg/mL) 10 pL, $41.5”
TR T7i e i, W s B4 255 48 h INF[A] s ()
MAERESL 02 mL, F% “1.57 W R 5kl & AE s,
JEo G LK 1, 855K Bl (a4 F T i

t/ min

A FMSERE b s B-"PIRBESTRE b C-45 25 48 h ILEAEAls 1-
Mt 2R 2-SR IR

A-blank plasma samples; B-quality control samples of middle
concentration; C- plasma samples after administration 48 h; 1 -

piroxicam; 2 - meloxicam

1 EEE R HPLC EiZ
Fig.1 HPLC of meloxicam
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233 FRdEMNE:  OREEARECE I R L 20.00
mg, ‘& T 100 mL S=3EH, A 0.1 mol/L IS AL
IR T AR ZI R, HIRE 200 pg/mL R0
it 8o TN 25 AN [RIAA R TR0 L i 2% VR R
HR TR 2 4 0.1, 024 050 1. 2. 4. 8.
12 20 pg/mL [0 RO 29 ol RS 25 W E ok
TR 10 pL INAE] 0.2 mL 25 (L R, i
il SR 75 1 R IR VA FE 4303 0 0.005. 0.01. 0.025.
0.05. 0.1, 0.2, 0.4, 0.6, 1 pg/mL & 2L, %
“CLS” IR PVERIA R, e . DASEE T RERIE
BE R TIALLAE (V) XS89 BE AR il 25 9k
(C) BATLIERDA, fpruEihsk Y=16.937 6 C+
0.014 0, 7=0.999 7, F & HEMZE TGl 0.005~
1 pg/mL. &5 FPREA 0.005 pg/mL.

234 HERRRE SRR RSSO U A IR AE
02mL, £ 154, 72034, 5N 0.1, 2. 20
pg/mL 1383 5 BEN IR 10 ul, el picoe s
R TEIRE 25108 0.005. 0.1+ 1 pg/mL 5 24 1fiL

Ko % “1.57 WUNTRERIEREM, AEAIR By &
3 MNIRFER AL, WE, % R R 7 ke 8
£ 3 d, ME o MRHE 4 HFRAE thZevh 5B AN RE
(R SINA L, RS il ) S B2 B LUk B2 R4
PREAMG 52 o AR AN I PS8 A R 5 #5401 RSD P2y
ERIIESE 3 d (152 1) Fr A $iis RSD o5 tH A ANk
FEG I H PURS 3 BEAN H RS2 R . R3S A
st (R VEAA SEFIORG 2 FE SR A e oKk, S5 R 1.
235 FREUEIRE RSB ECE B LR FE 0.2
mL, 3£ 1543, 7324 3 41, 235N 0.1, 24 20 ug/mL
(K5I8 H5 BT R 10 L, s i 35 14 8 e It
IR 0.005. 014 1 pg/mL (&2, 1%
“1.57 TR R, AR T 3 ANK
FE TR, WE, il SR8 BRI R Ay
A ISRS 25 HL 0.1 24 20 pg/mL FRISE 15 FEXT I L
I 10 pL 33N S B0 LSOl e, e SR g IR
i Ao WHUETTAAME A4, B LA THIFAME 4, BPASER ]
W AR s 3 ANIREE A SRE R R 530
5 97.31%+ 95.91%. 92.08%, #EH W% 1.

x1 HBEE. EREFERKELBER (n=5)

Table 1 Results of precision, accuracy and recovery tests (n=5)

JJD)\%I/ — A — 18] %
(ng'mL™) xXts RSD/% xts RSD/%
0.1 92.59+4.466 4.82 92.59+4.302 4.64 97.31+1.91
2 94.82+3.397 3.54 94.82+4.556 4.80 95.91+£2.78
20 96.15+£5.155 5.33 96.15+5.388 5.60 92.08+3.47

23.6 R MR OREBICT 3 IEFE S 0.2 mL,
L5468, AN 0.1 pg/mL ¥ SE3 5 BT B S 10
uL, O SE s B BRI E R 0.005 pg/mL ¥
MK, $% “1.57 WL GIAE R, e, R
1 H bR UE hZeSKRAFEEANFE M IR SR 2, IS
ThHEERURE % R . a5 R IUEM A (9292 +
2.79) %, RSD 4 3.00%. FWAAFVEER FHRAT
X% 0.005 pg/mL.

237 FEVESRE RSB BT O IR FE A 0.2
mL, 3t 54 43, 534 3 41, 43NN 0.14 2. 20 pg/mL
() S KT R VA 10 L, T fh S 1% B I
IR 54 0.005. 0.14 1 ug/mL (K& 25103, 1%
“1.57 WUk, AEE, 3 AN
SR AR, 3 PR RS TR L) 18
WIFERL YA 3 A, S IR o 1) = R AR
EVE, KA R E MR S S Rl Ra e v . i

EVE: BEANREERE A& BUR ECHILF ) 3 4, LR AR
FEE . A, FREGH 3 T EECE 4 h e, A
PRI o UKIRAGE PR K T 4 1 T2 B RN
=20 CH&AE, TH5 20 KA 32 REUHREANKR AL
WA 3 MR AR TR g o S SRR E M B
A=20 CHAFRAKRERE & 6 1, AL,
FEAVRPERE S AL 3 U AL 5, AN IR FERE R
AR 3TN0 CHAE, 2 Ja PRI B 2 .
G5 T R 2 S 1 0 L RN A R] 1)l 2234
INT15%, RIS AE S WEICE 4 h, —20 C
P URIRAT 32 KA Rl 2 IR & FR&E, il LR
E AT R g5 R A v, Lk 2,
24 HUEALIE

I 2 3% 5 W) ) ph 2 UL T 20 oK S 36 500 3 ik
3P97 # A3 M, 43E] 110 F1 AUCq.06 1 55 T2 2245
ZH, HER K 3. K SPSS 5 Coax A1 AUCo.06 1
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*2 WEMIREER (n=6)
Table 2 results of stability tests (n=6)

W /(ugrmL™h) Ak X=£s RSD/%
AR E Tk 92.08+4.19 4.55
0.005 VKRt 92.30+2.38 2.58
VRRlEE e 89.59+2.54 2.83
AR E 95.60+1.88 1.97
0.1 YIS/ syl g 94.65+5.47 5.77
Rl e Tk 95.9146.53 6.81
AR E Tk 94.77+1.23 1.30
1 VKRt 91.75+3.87 422
VRl 94.21+2.51 2.67
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Fig2 Mean plasma concentration-time curves of

meloxicam in serum

R3 FEHHFSH(X £5,n=12)
Table 3 Main pharmacokinetic parameters(X =5, n=12)

24 L) gy Z
Cnax pgmL! 0.09+0.02 0.09+0.02
T h 433+0.65  4.16x0.71
tin h 26.08+£3.64  26.94+4.21
AUCo61 pgmLh!  2.85+0.64  2.79+0.48
AUCy ugmL-h?!  3.14£0.78 3.07+0.65
MRT h 40.79+5.45  42.08+4.95

ERARIAT Z T 22 T SRR ¢ A
B AT AR TS AR AR AR P SR P 2 1
F=AUCT / AUCR 5.

T B Coax M AUC X BUE G HEAT
Gevt o, D7 ZE o A S R WP E] e ) 2=
RS EE L, MENZERAGRU B, Toa
ZAESHRR =R LGt 2=, AR ¢ % B
INEMEERE, Coax 0 90% B 5 X IH] Ny (81,7~

97.5) %, AUCy.gs n F1 AUC,., B 155 X 1] 73 51 A
(93.3~103.6) %Al (94.6~106.9) %, HFIFIKLE
JRREREL Wy PR~ S AN AR R FE A (98.049.76) %
3 iTie

SR RP-HPLC J7 250 5 Fl o A7 953
SR ML 2GR EE, LA AH IRl BEAZ 45 M itk 2 Fe 1
N AREG I SE (ks i, S HEAE 270 nm Al
362 nm A B KW, 25 R 362 nm A I
Ko, FESMUERT N bRIGEA B ITC AT, AR
B (PRSI R BHRE , SR ARG DN B Ak F55 T LIS 3]
0.001 pg/mL. EL#H FREFIBERR £hVE i ahAt,
TS IR FE IS, TR A IR R VA T I N R
ffi4E RN E W] WG, & A pH2.50. pH3.00.
pH3.60. pH4.50 YE17H%2, 25 A sEmhme — a4
W pH & 3 v DUGRIESE 1 & FR 146 2 A 11k 3
1.05, WETELT, 32 BEANIL ' 5 BE AR B A1) 4331
2124 7.3 A 8.5 min,

AARERT IE - —E b IE Cbe- LBk, IE
CLC-BA IR £ T6 R IR £ 08-S N B S OE Clbt-— 50
fi- S NI 2 IR Ge kAT I AF AR P %%, 1E
fi- R R G 0 i b BRI s 6 1E Ak
AR (301020 1. 30 2) #EATEE,
PL3 01 FELEE 29 R AR WA, DA 3 1 2 Al #E
IS I 2 o W S PR 25 o, o S A HE &
fe-—E R (21 1D RGE ARG AEIG . 1wl
T2 25 SR W AR 7 VR R S e BT, T
TR PN S I 24 5 (R0 s R AR R B 1) 2
%,

Gt 25 BRI R B 1R AR R A P 22 5%
{EBAT S 29 SR, DI AR T (1 2 IR
SHMERIE NI R 5w S5
FHI RS AR BT S adE AT T LA R IR 25 3057 LU et
FeM, 5 A AL A A 2 LI 25 3h 2R SR
0 T A1 1 05204 4.5 h A1 24 h, 5 A SZIG (%K
WA, Frfd o ah REEm 48— e FE g b S FFm
FUR— 2500k, eI IR AT @R e SE K 23R
Y, KIAHEAR RN KA.
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