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ABSTRACT OBIJECTIVE: To establish a method for the d
and to study the pharmacokinetics of Mmalﬁ iﬁ—rel se tablets in Beagle dogs. METHODS: HPLC-MS/MS method
tipn €

of mesalazine concentration in plasma of Beagle dogs,

was used to determine the plasma salazine. Using salicylic acid as internal standard, after pre-treatment of

acetonitrile precipitated

r ein‘the et nation was performed on Inertsil ODS-3 column with mobile phase consisted of
oniuni a

acetonitrile-10 cetate (containing 0.2% formic acid) solution (85 : 15, V/V). ESI source (negative ion

day, for consecutive 7 d) of Mesalazine sustained-release tablets. Blood sample was collected at different time points, and
plasma concentration was determined. DAS 3.3.1 software was used to calculate pharmacokinetic parameters of different doses
administration and accumulation factor (R) of multiple dose administration. Pharmacokinetic parameters were compared by using
SPSS 16.0 software. RESULTS: The linear range of mesalazine concentration were 0.1-100 pg/mL (»=0.999 1), and minimum
quantification limit was 0.1 pg/mL. The RSDs of inter-batch and intra-batch precision and matrix effect were all less than 11% .
Relative error (RE) of accuracy ranged —0.75%-10.45% ; extraction recovery was higher than 60% (RSD<5% ). RSDs of stability
tests were lower than 10% , and RE was within * 15%. After administration of single dose and multiple dose, there was no statistical
significance in peak concentration (cn.), peak time (#w.), area under curve of plasma concentration-time curve (AUC,.,, AUC, . ),
retention time (MRTy.,), retention variance (VRTy,), clearance rate (CL,) or elimination half life (#,) of mesalazine (P>0.05). The

R of multiple dose was less than 1.01. CONCLUSIONS: The method is accurate, rapid, sensitive and specific, which is suitable for

- - pharmacokinetic study of Mesalazine sustained-release tablets in
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Beagle dogs. After single dose and multiple dose administration,
mesalazine has same pharmacokinetic characteristics in Beagle

dogs, but no drug accumulation is found.
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2.1.1 s A% : Inertsil ODS-3(50 mmx2.1
mm, 5 pm) ; 7 s A : £ -10 mmol/L 2 iR 2 1 Mk (&
0.2% &) (85: 15, V/V) ; fiiik : 0.2 mL/min; 1kt : 35 °C;
HEFERE 10 ul.
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), 2 FOW W (MRM) 5 T 2430 B 19 851X 2 m/z
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PR : —4 500 V; 8 F IR B - 400 C 5 KFEH &
(DP):—24.9 V/—27.0 V; fili# 8 (CE) : —16.5 V/—22.0
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R B R O 25, AR B R A 1.0 mg/mL 438
VDR RT BRI 25 VR 5 G 2 e RO Y 28 R o, P
G R A5 5T i Mk BE 430 O 0.4,0.2.,0.08.,0.02,
0.005.,0.002,0.001 mg/mL (1) Z 51 X BE SV W . I AE 2%
FREUK A7 R X BE I8 1, BT 10 mL iR, B B
fifIERE 2, AT MR A 1.0 mg/mL A9 7K A7 R T HE iy
T 28 T G % i O 5 RGE B, ) PR s o 45 o
WEEE A 10 pg/mL P 7KAZ R XS BE ST, B BRI
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BRI I 3 A & 200 pL, i A PIFRIETR 10 pL , 5 i€
1#27 0.5 min; LA Z i 600 pL, 3 5EiE 5 2 min; 13 000
r/min &0 5 min, B 10 pL SRR E
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Tab 1 Results of precision and accuracy tests

e, H ML (n=5) A% (n=15)

pg/ml WEMGEs), WHEE EE WEHGLs), WL M
wg/mL RSD,% RE, % wg/mL RSD,% RE, %

80 88.36£2.07 235 1045  83.11+4.89 5.88 3.89
8 8451028 331 5.62 7.94+0.35 442 —0.75
0.2 021+£0.02 976 5.00 0.20£0.02 8.84  <0.01
0.1 0.11%0.01 7.65 10.00 0.10£0.01  10.01  <0.01
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Tab 3 Results of stability tests(n=3) 20
M2, b g/mL 2
FRK% - o RSD, % 10
Al Wig  SAUEGEs) % .
FEiRAE 3 h 80 77.67+3.17 4.08 0 . . .
0 8 16 24 32 40 48
t,h

c,pg/mL

56

8 7.77£0.46 5.88 ,
0.2 0.19£0.02 8.74 AR L2
T FE 2R AR 16 h 80 84.58+6.24 7.38
8 8.22+0.45 552 j“
02 0.20£0.02 8.59 o
[RE V3 R 80 7843 %211 2.68 55
8 7.54+0.26 3.44 <10
0.2 0.20£0.02 9.58 5 3
—70 CEE6JH 80 83.06+5.31 6.39 T
t,h
0 o o BRI (LI T RAZHIHO b)

BRI (=10 h) . 7k H R RS R B R 1 &3 Beagleﬁﬁ?ﬂ]%'—ﬁg%‘]%éﬁ%%@ﬁﬂ%%ﬁ}#ﬁ

HETR TR (12 /) Mok 20 mLIFBIHAZ F T HOFIMETIR - TR 25 (n =)

WETE SR SET . TAZH(0h) RS 1 Fig 3 Mean plasma concentration-time curves of Me-

2.3.4.5.6.7.8.9.10.11.,12.14.16.24.32.48 h i}, %y

) A B H R AT SL B BKEUM 2 mL, & FAFR RS,

3 000 r/min #§.0> 5 min, BUMSE T —70 CARAE, F50 . - - N

259 g%uiéﬁ\%i% $%Hié{ﬁ\?ﬁ*ﬁ€2ﬁ)§,5ﬁ6 %4 Beagleki?ﬂ]z'ﬁgﬂEé’ﬁ%%ﬂ‘?ﬁuﬁgﬁﬁ}#ﬁ
HEE e (5 _

£ Beagle R4S R A7 (=10 h) , Tk H R R MEHFEH(3+ 5,n=6)

25175 LI BT W HOBR Y L qd, o0 4 Pharmacokinetic parameter “Q Yl

VEEEIATE T A, TS5 6.7 i T KA 1. sustained-release tahlet§ aftex si dose and

2.3.4.5.6.7.8.9.10.11.12.14 16,24 .32 48 hii, 4 m“‘%ﬁ@i atfon in Beagle dogs

g A AR R E Sk kL 2 mL, B TR AR ‘

salazine sustained-release tablets after single
dose and multiple dose administration in
Beagle dogs(n=6)

s y e ¢ RIS LRI
13000 r/min 2.0 5 min, UK T —70 CLRAF Frl 234.62+126.32 240.19 +109.35
2.5.3 Il 2 e FiE -1k 1] il 28 222 EUB_F{ ‘ 23634+ 126,30 24251 +108.09
BEHEZAELETEDREERRE [ MRT,,,h 14.54+2.77 15.41 2,56

o, I 04+ 14. 67 £35.

e e e PR
PEREI 2 AL E 2k ML 25Uk FE , I~ fonsh 1033+3.72 1150+ 1.64
ﬁjﬂjl N ) ﬁ?ﬂ[’;ﬂ 3. CL,L/h 6.26£2.95 571£2.13

. - . Cones g/ mL 19.05 +11.07 20.00 + 14.56
2.5.4 SHATEE R DAS 3.3.1 5dasb Bk IR (), pog/mL 8.50+4.27
Xf B 20 B AR 2 S RV R R I 25 VR Y SN RS AUC(AUCY), pg-h/mlL 204.04 £ 102.54
TGN, T2 2 R 4 e Ry EEEED 1612008

SPSS 16.0 Ffbxt it 52 HI A 2G5 25 S22 WIRJR — R 25 )R MR W R ) EA TR OF A 5K
HEAT R0 LA P<0.05 R E Rl 82 L. B8 (Raw™ Coned/Coo; Rue=AUCJ/AUC, M) T3 Z I i 45 25
TR B 20 2 B IR W M BT (co) KW ] R SRIDRIRAE Beagle AR &N T (R) , R LR
(tnee) M2 JE -] 2R F AR (AUC, AUC,—.) M8 5o HIRS AL, ZFAR 255 SRR Renes Ruve I fH
i) (MRT,. ) 60 0725 (VRT.) JERRZ(CL) ks /N TF 101, R W1 SEWHIE L5 R 45 24 1F Beagle KR P
W1 (1) 2 R TG4 7E L (P>0.05) , KW sl REAEATEHHR",
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255 ZH| 42 )5 Beagle K KN Y25 W & BIPE 19 HPLC-MS/MS J5 ¥, FF X0 3% 7 ik BEAT T 07 th 2 %
#r SRFHDAS 3.3.1 SCHRAbFRAR 4 I%T 6 F Beagle K 5% 45 FR W, BT Or ¥k 18 T 3 W B B BB T 1E
() B A 25 2 BN B o AUC, FIZFIIE 425 Beagle RIKN MY B2 0F5T . AR ST S5 45 24 /5 24
JE 258125 B HAUC FAT Con(Cownsr BN A P s BIFBHCS B A SCIREE R HUBT B 12800 — 3L
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wg/mL  pwg-h/mL  pg/mL  pg-h/mL 1252-1257.
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5 1580 203.29 1790 21497 113 1.06 PR Y R 5 10 R (D). o B IR, B 3 42 &, 2009, 19
6 7.20 108.10 6.50 82.28 0.90 0.76 (24):3763-3766.
PO 1905 2462 2000 20404 100 088 [6] PALUMBO G,BACCHI S,PRIMAVERA L,et al. A
PRIz 11.07 126.32 14.56 102.54 0.16  0.15

RSD, % 58.14 53.84 72.80 50.25 16.00 17.05 validated HPLC method with electrochemical detection
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