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Pharmacokinetics of Levamlodipin Tablets in Beagle dogs in vivo
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Abstract: Objective To A rapid and sensitive LC-MS/MS method for determination of levoamlodipine in Beagle dog plasma, and
study the pharmacokinetics of Levamlodipin Tablets in Beagle dogs. Methods The analysis was separated on a Phenomenex Synergi
Hydro-RP C;g column (250 mm X 4.6 mm, 5 pm), and mobile phase was 0.1% formic acid water - 0.1% formic acid methanol by
gradient elution at a flow rate of 0.6 mL/min. The column temperature was at 40 ‘C, and the injection volume was 20 uL. MS detection
was performed with multiple reaction monitoring (MRM) mode using positive electrospray ionization (ESI). TEM was 400 ‘C, and
GS1, GS2, CUR, and CAD were 344.95, 413.7, 206.85, and 68.95 kPa, respectively. IS was 5 500 V, and scanning time was 200 ms.
The ion pairs of m/z 409.0—238.1 and m/z 347.0—315.2 and 347.0—271.3 were used to qualify levamlodipin and internal standard
nifedipine. Six Beagle dogs were ig administered with Levamlodipin Tablets 6.8 mg/kg, and nifedipine was used as the internal
standard, and the plasma samples were pretreated by ethyl acetate extraction. Mean plasma concentration-time curves of

levoamlodipine in Beagle dogs were obtained, and main pharmacokinetic parameters were calculated. Results Levamlodipin has a
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good linear relation between 0.05 — 20.0 ng/mL, and the LLOQ was 0.05 ng/mL. RSD values of intra-assay and inter-assay were both
less than 10%. The extraction recovery was 89.3% — 93.6%. The matrix effect was 99.9% — 102.7%. The main
pharmacokineticparameters were Cp=(6.47 £ 0.72)ug/L, tnx=2.3 £ 0.5)h, #,,=(11.0 £ 4.6)h, MRT=(15.6 £ 6.8)h,
AUC(=(68.81 £ 19.29)h-ug/L, AUC(.,=(71.58 £ 20.35)h-ug/L. Conclusion The developed method is specific, sensitive,

accuracy and reliable, and it is suitable for determination of levamlodipin in plasma and pharmacokinetic studies of Levamlodipin

Tablets in Beagle dogs.
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Fig. 1 MRM chromatograms of blank plasma (A), blank plasma sample spiked with internal standard (B), blank plasma
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sample spiked with levoamlodipine and internal standard (C), and sample administered with levoamlodipine after 3 h (D)
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Table 1 Results of accuracy and precision

LR 5/ YERF A il 25 B A
(mgmL™") LA RE®% LT RE% HLARSD/% HtIIRSD/%
0.15 2.7 5.0 4.4 7.1
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2.7.4  FEEUADRCRRAES  BUALRIRE S5 0.15,

1.00. 16.00 ng/mL ] QC £, & MNREIAT 3
AFEARDHT. B A IML3E 100 pl, 2 10054 L i Ak
FRIGUR J7 484, AR, B J5 H 100 uL
Mt 7K S B LR EURE i, N 20 plL 2 Jié 24
UM IR SRR 20 L AR, TR EIR AR
I 450 puL T 40 CHEAI FWT, FRiELL 120 pL
WA ST, IR A, 4331 0.15.1.00.16.00 ng/mL
RAFEIT QC FEf, 7R 100%[K [ . DLkgE—
AN S P Ak B 7 9 PR DA 7] i 2 Sk~ U TR AR
TP bR TR LE AV BT 2 L, A A e T ad s
(R R . 455 0.15. 1.00. 16.00 ng/mL [f]
QC H il v o Jid 24 ST PRSP 38 S H R 26 533 Ry
89.3%, 90.2%, 93.6%, RSD {754 3.9%- 4.8%-
3.6% (n=3).

2.7.5 RSN BEUCF AN 100 pL CRE 6 AN

[FIANARD, S IMAT S I AR BRI T 7 vk, LA
ETHEWBOIN 20 pL e e s S0 FE ORI 20
uL AR, IR AT S E 450 L T 40 CAES
TR, BRI 120 uL W RRAN S, IR AT,
331 0.15. 16.00 ng/mL [ QC Ff i, &F—ANRJEHE
AT 3 MEAR 3BT o 53 B AR K 100 L AR 2 (L
[ FIRALBR TV, B — NIRRT 3 MEAR ST
R VHE I RARAE N TR, 5B TCAEAE T
UAETRI R LUAEL, 43 T 5 2 i e G P 0 P e P 8 I
1. g5 B EE & 0.15. 16.00 ng/mL ] QC
FE b L T8N 23 51 R 99.9%, 102.7%, RSD 15>
A 2.9%. 0.03%, 455 B AT IE 2 i 2
P AN S L TN
2.7.6  RUEMERES BOHREES AN 0150 16.00
ng/mL )& 25 MRAE dh, TR VEOT 44 N A7 )G
YR 2L AL G B LRI E 53 7924 0.154 16.00 ng/mL [#)
QC FEfh, T—MIREEIAT 3 MEARSHT, D —
AR BRI E S M R E T b, 2
M RESHE S UL R 6 h e, 58P Sk
ERETE: O MLRAFE S TE-80 °C VKA it A7 R ¥4
7R, U E TSRS i B ERFER AR T B
o 5 1 KPR BRI BN T 24 h, 5 SEPRER
B EIR T 12 h, QC FEMAELDT 3 AN - iR
YRR G, 5820 A TR — IR I RR e Pk s
B RE N EAE T80 CUKAR 22 d Jillse, #%¢
FERA AR IR E Mo 2 2 i 3R RE ol A 2 )5 7
B QC FEMAE EILINE 24 h J5IN5E, 845
FESR =R SRR e M. S5 R ILR 2, 4 RRE
BRI, AR ST R R .
2.8 HEHFESHITE

6 } Beagle N ig 6.8 mg/kg MR A gz S
PR, AR TR A b AT AR HE, [l
A5 R 52 20 e R S i 25k, el e g A
P2y - Bk, WL 2.

%2 FESEHTEEESLTE Beagle KMEHMBEMIRE ( X£5, n=3)

Table 2 Stability of levamlodipin in plasma of Beagle dogs at various conditions ( X£s,n=3)
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Fig. 2 Mean plasma concentration-time curve of levoamlodipine

in Beagle dogs (n=6)
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