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HPLC in determination of tissue distribution of cinnarizine in rats
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[ABSTRACT] Objective: To develop a HPLC method for the determination of tissue distribution of cinnarizine in rats. Meth-
ods: Cinnarizine (2 mg/Kg) was injected into the tail vein of rats. Tissue sample was alkalized with sodium hydroxide solution
and extracted with methyl tert-butyl ether. The separation was performed on a Hypersil C18 column using methanol-water-gla-
cial acetic acidacid-triethylamine (70 : 30 : 0.6 : 0.4) as the mobile phase at UV 254 nm. The distribution of cinnarizine in the
heart, liver, spleen, lung, kidney, stomach, small intestine, brain, fat and testes was determined. Results: The limit of detec-
tion of cinnarizine in the hepatic tissue was 0. 02 pg /ml and the linear range was 0. 05-1 0 pg/ml. The limit of detection in the
intestine tissue was 0. 02pg /ml and the linear range was 0. 05-1 pg/ml, which meets the requirement for the analysis of biologi-
cal samples. Cinnarizine was extensively distributed in rat body, with highest concentration found in the lung. Conclusion: Our
method is easy to perform, accurate and sensitive, which makes it suitable for preclinical pharmacokinetic research of cinnarizine.
[KEY WORDS] cinnarizine;high pressure liquid chromatography;tissue distribution

[Acad J Sec Mil Med Univ,2008,29(3) :303-305]

H: M (cinnarizine, 1-X0K FH JE-4-Je A HE B — AR, T AL T R BOD B8, HOR T H0RE 5 09 I 22
WIR I8 ) Sy 515 38 T BEL i 590, R 47 o A R L O A A 2 BRICISCRAE 70 %0 L b AR G I R BT 254 3 1 2 i
Y R T 36 97 1 o0 KA AL R I # \BTRE DB R BFSRER . ARSCHS B R AL R | AR | SR A b
WA SRR AR, EE AN RN H 20 mg?, J5 %5 BT g A 2 A R R e L IR IS S T R
PRI il 24 e B AR, e R W R 3 AR e 7 1 AR S Tk 25 24 J W It R T 245 4K 80 ) 2 AL Lo T ST
NI 2 3% B 4 0 5 T 9 B A HPLC ¥ (60
SRR AMEN R | A SR g e e,
(A R 0 SR A I PR T 25 AR B ) SR L 24 A 1 1.1 ME . HHE5RXA  DIONEX &R0 M 6%
PRS0 A DL AR L SOk A A i T AL B A 1% ; DIONEX P680 7 ; ASI-100 H 3h i £ % ; TCC-
%% it IR AR, Bz 20 241 ZURE & i o 0 e A 100 HEJRAE s PAD-100 2 % K Ot H Z B 45 B %) A il
T, ATk HLURE S Ak G DU T LW BE 2% Chromeloen A3 TAEM ,

1 MBRFTTE

(KB H] 2007-09-03 [(#EZHE#] 2007-11-08
[1EERmA] X #E, 8+ 4. E-mail: wdmmly2004@126. com
* 38 I AE # (Corresponding author). Tel:021-25070400, E-mail: louziyang@126. com



+ 304 -

B EBERER 2008 4E 3 AL 29 %

R 0 % R g VA R T B 2 R A B D 4
HbL 4l EE 99, 2% 5 FE RV 5 5R (HE 5. 060609, #1L
¥ 20 mg/2 mD ; HEE (g, Fig R el )
=Wy pral, =258 EE AR A R A R
VKIS TR oAl B 25 5 1A L A2l A R A A 5
ATl (635 4k, Sigma A T s AR (A
afi [ 25 5 A i Akl A BRA D 5 S50 K Sl it
B EERG E Ali K
1.2 SHah4  HEPEEEH SD KR, KT
180~220 g.18 H KRB 6 4. 54 3 H,
1.3 &#4&H 4 Hypersil ODS: (5 pm.250
mm X 4. 6 mm, K 3% WK REREF AL A R A A 1
WP K . 254 nm; Ui 2 AH . B EE-7K-= & DK il iR
(70 :30:0.4:0.6);H:1 ml/min; & .25C,
1.4 WABBRLGFTERAH RS EMNE SDK
FRBFIKL 2 2 mg/keg BRI FHK L 5000 F 4 25
J& 5.20,40,60,180 F1 300 min 4b %€ 3 4, fifk ) HL
SIS SN = R = AN 77BN = T I = I 4
o 0.9 %6 A AR K 25 SR ol B AR T, HX
BNEARHLL 0.5~1 g, % 1 : 2 WH B EMA
0. 9 Y0 A= BRER A B B 5T it g 1R 20 J W B2 2%
W 500 pl, BT 10 ml HIEF .08, mA
0.5 mol/L NaOH ¥ ¥ 200 w1, I8 HE TR 515 A4
A FBCT ZE BBk 4 mlL i€ 3 min, T2 325X g B
L 10 min, 3 BCE AL 3 ml,45°C F &R AWK T, 5%
BN 100 1l S 20 AH 5 i L W8 e TR AL, B 40 ] 3
17 HPLC 2: 17,

2 & R

2.1 ZrkF W CRAASZE R 5 B E ik . 18
) o 1% T PR R R I Y AT, SRR TR R R
WIS [R]7E 9. 5 min 2247 . 21 SURE & A 9 P TR )
AN THEAE I P el (BB 1)
2.2 AREWEAKEEE I EOEEC 2
S 4 e BUAS ] 5 174 ) 0 o) Rt 2R 90 U AR
SIRT L IAZS LU 500 ol 18 € TR A L e A
FAERIGE S35 0. 05,0.1,0.2,0.5.1.2 pg/ml AR
WENTLHZURE B 29 Fe 1. 47T F 44, LA TR AR A X
FEF e AL 20 R BE C AR T A 50 A5 20 22 )
HHRR:A=6.151 7C+0.511 7(r=0.999 7), Mt
FlA 0.05~2 pg/ml,ﬁiﬁﬁﬁﬂg 0.05 pg/ml,

W 3 0 A5 S TR) b 3R A S
i % 75 B R R 43 0 R 0. 05,0, 1,0.2,0. 5.1 pg/ml 1
IN AL LIRE S R A 1L 47T AR, A TR A R
R AE /N H A vk BE C AR RN 18/ 2

A IH R . A=5. 084 5C+0. 838 5(+=0. 998 6),%k
PEE K 0. 05~1 pg/ml, E =R M 0.05 pg/ml,

L)

1 ZEHHAHRA)RKRARE
Bt 2 mg/kg FHELHR(B)BIER
Fig 1 HPLC of blank tissue(A) and tissue
sample after a single dose of 2 mg/kg (B)

1. Cinnarizine

2.3 AABEER 2. 27T Jr vk R R g
ik o 3 AR EE (432 0.1.0. 5.2 pg/mD BT
LR BEDVREE 3y B2 E 3 d, #&“1. 470
THRAE, DR E AL AL SR H PR H 8] RSD 43
A 7.37% . 1. 25% . 5. 7% 8. 58% . 3. 7%,
3. 54 Y0 % BE A5 AT A I R AT 25102 R T oK
2.4 AAxTedk kg el SRR 0. 1,0.5.2
pg/ml WK R 3 AR B Y I AL BURE L R R
JE& 30 4% 1. 47 WU B4R L 5 A 45 ik A R )
W BE B e B RPOAH X 0 E 4 G A 109, 6%,
96.16%.,102. 1% ., A X [nl i 6 25 B 4% & W IR 1 25
B I # R EK

2.5 RREDKEER RBEEEOE R ORE R
TBUA [] 0 A ) % R U A o L RURAR T
INAZS AL SURE S 500 pl B HE 1 min, AL B 75 FE F1 e
0.1.0.5.2 pg/ml WYL SURE A, BRI B2 4% 5 0 i
T [ R O R 1 Ny 7 B 911 1 A= (a2 L ]
R A, S5 HU IR 3 Ak BE A R 1) 158 X R A VR A5
500 pl, 73 E 3 B LA LA TR ] 100 4l
TSN ARV R 5% B ) R 40l DU 30 SRR AR R 0 T
FUA . T 2H ZURE S v B 1) 1 42 T IR () =
AA/3A,X100% 42 HCIE] e 28 45 5 43 5] 2 (76, 11 =+
5.20) % .(73.3040.09) % ,(73. 31+ 1. 87) ¥ , 2 B [ml



W3 LX) AEL 4 HPLC B0 a2 K B4l 4 vh il ) 1

+ 305 -

WK S BG 25 BT A I IR T 2510 8 T2 R 2K
2.6 AL AHmARN T W E SRR B
TN S AW R A A A - g A I Dt = |

CIMEIZIN % g

L ongonimea of

Splecs L

Echiides

LR3-S = BAN 7R AW 77 el 2 R pe D N E

R (B 2) , &5 R R WIEE M AL 10 441
U XA 73 A, e il 2 2 25 e e

Sariieh Sdinl I
-

B2 SDKRBEMBKAT 2 mg/kg BRI RFSHRERENBEHHRSHE
Fig 2 Tissue distribution of cinnarizine in rats at different periods after a single dose of 2 mg/kg( i.v. )
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