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Study on Pharmacokinetics of Arotinoid Trometamol in Mice

LI Ting-xia', WANG Bo-chu’, ZHAO Yu’, XIA Zheng-zheng’ (1.Chongqing Huapont Pharm. Co., Ltd., Chong-
qing 401121, China; 2.Bioengineering College of Chongqing University, Chongqing 400044, China; 3.Dept. of
Pharmacy, University-Town Hospital of Chongqing Medical University, Chongqing 401331, China)

ABSTRACT OBJECTIVE: To study the pharmacokinetic profile of arotinoid trometamol (code name: FY-10) in mice. METH-
ODS: Blood concentrations of FY-10 were determined by HPLC-MS/MS using acitretin as internal standard 0.08, 0.25, 0.5, 1.0,
1.5, 2.0, 3.0, 4.0, 6.0, 8.0, 10.0, 12.0, 24.0, 48.0 and 72.0 h after i.v. (16 pg/kg) and 0.25, 0.5, 1.0, 2.0, 4.0, 6.0, 8.0,
10.0, 12.0, 24.0, 48.0 and 72.0 h after i.g. (4, 16 and 64 pg/kg) administration, at each time point with 8 mice; the pharmacoki-
netic parameters were calculated. The plasma protein binding rates in vitro of FY-10 (10, 20, 40 ng/ml) in plasma of mice were de-
termined. Zorbax Extend Ci column was used with mobile phase consisted of mixture [methanol-acetonitrile (50 :50)]-20 mmol/L
ammonium acetate (pH 8.5) (85:15) at the flow rate of 0.8 ml/min. The column temperature was 35 °C and sample size was 40 pl.
Mass condition was as follows: ion spray voltage of —3 500 V, multiple reaction monitoring, negative ion detection mode, m/z
values ranging from 347—303 for FY-10 and 325—266 for acitretin. RESULTS: The linear range of FY-10 were 0.05-40.0 ng/ml
(r=0.997 3) with average recovery of (50.6 * 3.1)%-(67.6 + 1.0) % . Pharmacokinetic parameters of FY-10 after low-dose, medi-
17.09, 64.08 and 133.99 ng-h/ml; cunw: 1.54, 5.27
and 15.30 ng/ml; #.: 15.7, 18.7 and 16.7 h, respectively. Those after i.v. administration were as follows: AUC, .: 70.80 ng-h/ml;

um-dose and high-dose intragastric administration were as follows: AUC,. .. :

tiz: 22.1 h; absolute bioavailability of FY-10 was 91.9% . The plasma protein binding rates in vitro of FY-10 at low, medium and
high concentrations were (97.9+0.3) %, (99.3+0.1)% and (98.5+0.5) % , respectively. CONCLUSIONS: The pharmacokinetics
process of FY-10 is in line with one-compartment model after i.g. administration and two-compartment model after i.v. administra-
tion. The in vivo and in vitro trials of mice show high bioavailability and plasma protein binding rate.
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Fig 1 Ton scan spectra of FY-10 and internal standard

2.3 HRELE

T 3EAE &« AR5, 137 30 s, 1] 0.25 ml I3 AR i o
S3 A 50 ul 50 % H S RN 50 pl MR, 13 30 s,
B, IS, T OISR B A ZE IO L 28 1 mIK AN
0.5 ml 20% B /K IE DR R L L 0.4 ml 95 % H /KI5 (pH
9.0) VB, IRLPEMI 40 wl FERE . ZURE 5 AL U5 Il TR
500 pl, 32 b AR A b TIA 50wl 50% Y B K IV i
T AL 2
24 RgERAMLE

Has (K 25 (L AFY-10(0.05 ng/ml) | L3R & (i

- 3094 - China Pharmacy 2013 Vol. 24 No. 33

W4 25 )5 72.0 h) , BRZS FALHAS I AR A, EL A3 Ff o Ak B 4%
“2.37I Ry AR SRR . AT UL 2,

100 100,
s 75 ® 75
il i
H# 50 # 50
= =y
o jueag
= -~
25 25
0 " 0
0.4 1.2 2.0 2.8 3.6 0.4 1.2 2.0 2.8 3.6
I} [E] , min I} [E] , min
A
100 1 100
x 75 ® 75
# 50 H 50 2
= =
= ™
jueag o
= =
25 25
0 o=
0.4 1.2 2.0 2.8 3.6 0.4 1.2 2.0 2.8 3.6
], min ], min
B
100 1 100
s 75 & 75
il i 9
# 50 # 50
= =
jrung jueag
= s
25 25
0 0
0.4 1.2 2.0 2.8 3.6 0.4 1.2 2.0 2.8 3.6
I5F[A] , min ISF[A] , min
C

2 SRREERE-FRILSEEKE
A UL s BLAS PR AFY-10+ YA 5 CULHAE S+ A7 5 LA 5 2.
FY-10
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A. blank plasma; B. blank plasma+FY-10+internal standard; C. plasma
sample+internal standard; 1. internal standard; 2. FY-10
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Fig 3 Plasma concentration-time curves of FY-10 in mice af-
ter different administration
A. i.v. administration; B. i.g. administration of 64 pg/kg; C. i.g. adminis-
tration of 16 pg/kg; D. i.g. administration of 4 ng/kg
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Tab 1 Pharmacokinetic parameters of FY-10 in mice after
different administration
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