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Study on the Pharmacokinetics of Arotinoid Ethylester in Beagle Dogs

YANG Hui', ZHOU Yuanda', HE Haixia', SUN Jihong® (1.Dept. of Pharmacy, the First Affiliated Hospital of
Chongqing Medical University, Chongqing 400016, China;2.Dept. of Anesthesiology, Chongqing TCM Hospi-
tal, Chongqing 400011, China)

ABSTRACT OBIJECTIVE: To study the pharmacokinetic characteristics of arotinoid ethyl ester (RO) in Beagle dogs in vivo.
10 mg/kg), 6 in
each group. Rats were intragastrically administrated related doses of RO. Blood sample 1 mL was taken after 0.5, 1.0, 2.0, 4.0,
6.0, 8.0, 12.0, 24.0, 36.0, 48.0, 60.0, 72.0 h of administration, and plasma was separated. RP-HPLC was used to determine the

concentrations of RO and its metabolite arotinoid acetic acid (RA) in plasma. Using DAS 2.0 software for fitting, pharmacokinetic

METHODS: 18 Beagle dogs were randomly divided into high-dose, medium-dose, low-dose groups (40, 20,

parameters were calculated. RESULTS: Both RO and RA showed a distribution in one-compartment model in dogs in vivo. The Cua
of RO high-dose, medium-dose, low-dose groups in dogs in vivo were (0.42 + 0.87), (0.54 £0.09), (0.31 £0.05) pg/mL; #p,
were (1.20+0.33), (1.14+0.45), (1.90 +£0.65) h; AUCor, were (3.55+0.90), (0.87+0.50), (0.92+0.31) pg-h/mL; and CL/F
were (11.99+4.01), (19.87 +10.79), (12.29+7.57) L/(kg-h). The cum. of RA high-dose, medium-dose, low-dose groups in dogs
in vivo were (32.51 £4.04), (19.87 £2.78), (16.55 +4.06) pg/mL; t,., were (7.27 +4.20), (7.17 +4.20), (10.18 £4.01) h;
AUC.1,, were (408.14 £ 96.61), (333.39 £61.28), (286.55 + 30.96) pg-h/mL; and CL/F were (1.30 £ 0.53) ,(0.76 £ 0.87) .
(0.54 £ 0.10) L/(kg-h). CONCLUSIONS: Orally taking RO is easy to absorb with rapid elimination. Its active metabolite RA has
longer accumulation time in vivo.
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Fig 2 Concentration-time curves of RO and RA in
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Tab 1 Results of pharmacokinetic compartment mod-
el fitting of RO and RA in vivo in each group

RO RA
FEER RE  RNEA PR MR mRRA beeg  feied
AC K AC B AC R ANC B AC R AC K

—EEAL 1100304 0948 76865 0.875 80459 0.865 47259 0.975 33823 0.983 33210 0972
1/C 49892 1 42746 0999 41209 0.999 22573 0.99% 20.734 0.994 14.588 0.993
1/C 10964 1 9.562 1 239 1 18900 0997 4303 0.998 10.100 0995
CRER T 104383 0947 70076 0973 79822 0924 48240 0980 37750 0983 37.110 0972
1/C 53913 1 50026 0998 46528 0.999 26572 0.99% 25.447 0.994 18.588 0.993
1/C 11702 1 14306 1 3477 1 22900 0997 8333 0998 14.097 0.995
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Tab 2 Results of pharmacokinetic compartment mod-

el fitting of RO and RA in vivo in dogs of each
group(x+s,n=6)

By ~ RO ~ RA
- il Sl O - O N O 161 <
fizesh 134022 2008263 218083 10363611 885EL6S 1060088
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Kb 082011 0452033 0372015 0082003 0082002 0074001
fioh 069:025 0382038 059304 1452065 LOTEOSE 1772080

AUCo, pgrh/mL 361£834 1001059  1.02x037 47791£80.05 337716400 290.83+31.46
AUCyns, pgeh /mL 3554090 087£050 0922031 408.14£96.61 3333946128  286.5530.96

Gy og/mL 1422087 0542009 0312005 32512404 19874278 16.55%4.06
foh 3005000 283£037 3172037 8002231 §00£231 8174318
CL/FL/(kg'h)  1199£401 1987£1079 1229£757  9745£3581 614921206 34794380
VI/F,L/(kgh) 21752996 253341030 3402£1428  130£0.53 0762087 0542010
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