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ABSTRACT OBIJECTIVE: To establish the me ination of carteolol hydrochloride concentration in plasma of Beagle
dogs, and to study pharmacokinetics \1‘1

Pharmacokinetics Study of Carteolol Hydrochloride Orally Disintegrating Tablet

orlde orally disintegrating tablets in Beagle dogs. METHODS: The plasma
samples were pre-treated by ceto@ ipttation. HPLC method was adopted. The determination was performed on VP-ODS Cis
column with mobile nsa's of acetonitrile-0.067% disodium hydrogen phosphate solution (13:87,V/F) at flow rate of
1.0 mL/min; i velength was set at 251 nm; the column temperature was 30 °C ; the sample size was 20 pL. Six healthy

er®selected and given self-prepared Carteolol hydrochloride orally disintegrating tablets (test preparation) or imported
ydrochloride tablets (reference preparation) , 15 mg/dog by the way of double-preparation double-cycle crossover
administration. Venous blood samples were collected at corresponding time points, and plasma concentration of carteolol hydrochloride
was determined. The pharmacokinetic parameters of two preparations were calculated by using DAS 2.0 software, and relative
bioavailability (F) of test preparation was calculated. The pharmacokinetic parameters of two preparations were compared by SPSS 20.0
software. RESULTS: The linear range of carteolol hydrochloride concentration in plasma was 9.77-1 250 ng/mL (#=0.999 7). The
limits of quantitation and detection were 3.6 and 1.2 ng/mL, respectively. The extraction recovery rates were higher than 80% ; RSDs of
precision and stability tests were all lower than 12% ; average RE of accuracy were within —8% to —2% . The main pharmacokinetic
parameters of Carteolol hydrochloride orally disintegrating tablets in Beagle dogs were as follows as e of (327.82 + 17.27) ng/mL, fm
of (0.54£0.10) h, AUCss s of (1 136.09 £ 172.69) ng-h/mL, AUC, .. of (1 243.52 + 190.08) ng-h/mL; compared with reference
preparation, Foo, was 93.03% , F, . was 95.45% . There was statistical significance in InCn and #w. (P<<0.05), but no statistical
significance in INAUC: , (P>0.05) between 2 kinds of preparations. CONCLUSIONS: The established HPLC method is simple,

rapid, accurate, precise and sensitive, and can be used for pharmacokinetic study of Carteolol hydrochloride orally disintegrating tablets

in Beagle dogs. Compared with imported tablet, absorption rate
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FUAE 5 mg) s ER RIS R v (S il EIZISjt%%IJ*E
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Fig1l HPLC chromatograms
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2.1.6  $REUENSCRIAE  $42.1.57 TR Jy vk £ AR R

FPEZG 2018 4E55 29 4555 184



RS ARG P R BT (19.53.156.3 .1 250 ng/mL)
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[ AL B 2 e R, T@%@EPE%JJHA*EI‘
Jo I R ER TR S R U SR K R S VAR A, BRI A5

A (A) T?Q}ﬁ(Al/AzXlOO%)Tb’%ﬁeﬁl@qﬁjf:nﬁ/\
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Tab 1 Results of precision and accuracy tests

‘ Hl% % (n=6) H %5 (n=18)
0 e v
ng/mL MERENEE  WEE  EMERE  DAWEWEE KEE REERE

(¥ts)ng/ml RSD,% HfE,%  (¥ts),ng/ml RSD,% HH,%
19.53 18165076 457 —685 18044047 279 =751
1563 149388011 594 —44 14834£705 534 —491
1250 12036£3217 280 —237  122036+4107 368 —237
2.1.8 FuEtkiEm #2157 H kS SRR

RV IRAK L i B R R (19.53 .1 250 ng/mL ) F IfiL 3¢ #:
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Tab 2 Results of stabili

A ZRREHEE ng/ml. PTG Bongml  RSD,%
FHE4 U S 11+040 231
1166.67+57.57 493
=20 CRE ARG 53 1691+ 111 6,56
1250 116500+ 132.11 1135
~20 CHE20d 1953 16,77+ 1.04 6.18
1250 1164177732 6,64
TR R E 24 h 19.53 1700+ 1.00 586
1250 1165.83+94.62 812
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Fig 2 Average plasma concentration-time curves of 2

S-pR il

kinds of preparations of carteolol hydrochlo-
ride in Beagle dogs(n=6)
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100% ) , 3K4% Beagle K 11 ilRER IR < 2 /K H I A i v I
B Fooin M 93.03% , Fo- M 95.45% o
F3 HRBFERRAFEFEBeagle KENHEEL
ESE (xts,n=06)
Tab 3 Main pharmacokinetic parameters of 2 Kinds
of preparations of carteolol hydrochloride in
Beagle dogs(x*s,n=06)

dishe Bl ZiH SHiH
Coang/mL M8 236472711
fnsh 31506 342095
fush 054+0.10 1172041
AUCqs,ngeh/mL 1136.09%172.69 1221.20£105.76
AUy ng+h/mL 1 24352419008 1302.79£ 11634
MRTes,h 339027 4184030
MRT, -.h 4344074 5092040

34 BEFEHRREMAFNAIESHLE

W ER R BRI IR ZA IR AN S LR A AUC, 5%
ok A SRS BUG AT 2500 S5 R BN, 2 R TG
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J R i R 7E Beagle R AR N 1) 25 s 2400 5% ; [RIBF, LAl

VLR BR AR I IR 1 I R A 7 Beagle R AR N 19 24 3l
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