R , (1. , 250031 ; 2. , 250012)
40mg/kg, 10d,30mg/kg, 4d s N . s \ .

WatersC g (25mm x250mm, 10Mm), 10. OmL/m in; Hypersil ODS2( 4. 6mm X 250mm, SHm), 1.0

mL/m in, -100mm ol/L ( 15mmol/L ) (55:45), 237.5nm, ; s s

AP-ESI, 300 ~ 700aum. (f) 1.104 £0.02 1.020 %

0.01. , . . ,
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Preparation and quantification of desethylam iodarone

LIU Xue-hong , GUO Ruichen’, WANG Ben-ji¢’ (1. Phamaceutical Department o f Shandong Tr ffic Hospital, Jinan 250031,
China; 2. Institute of Clinical Phannacology, Qilu Hospital o f Shandong University, Jinan, 250012, China)

ABSTRACT: OBJECTIVE To establish a method for the indirect quantification of desethylam iodarone with am iodarone as a stand-
ard by HPLC and to isolate and purify desethylam iodarone from tissues of am iodarone fed-dog with preparation-HPLC column. METH-
ODS The selected gybrid dog was orally given 40mg/kg am iodarone per day for10 days and then 30mg/kg for4 days, then executed
and lung tissue collected, in which the active metabolite, desethylam iodirone, was isolated, concentrated and purified under the follow-
ing conditions: Waters C; column (25mm x 250mm, 10l m) was used to separate and purify desethylamiodarone, with mobile phase of
acetonitrile-100mm ol/L acetic acid containing 1 5mmol/L diethylam ine ( 55: 45, v/v), and at room temperature and a flow rate of 10.0
mL/min; Hypewil ODS, column (4. 6mm X 250mm, SHm) was used to analyze am iodarone and desethylamiodarone, with the same
mobile phase ata flow rate of 1. 0mL/min, the detection wavelength was 237.5nm; atmosperic pressure electronic spray ioniation( AP-
ESI) and ion mass spectral( m /z) of 618.1(M +H) were selected. RESULTS The f of descthylam iodarone and that of am iodarone
were 1. 04 £0.02 and 1. 020 0. 01, respectively. Desethylam iodatone was separated and purified from the lung tissue of am iodarone-
fed-dog by preparational HPLC and its content was detem ined by HPLC.. CONCLUSION The rsults of the study supply assistance
for the preparation of desethylam iodarone. Desethylamiodarone can be quantified according to f of am iodarone indirectly.

KEY WORDS: am iodarone; desethylam iodarone; high performance liquid chromatography ( HPLC) ; HPLC-MS; quantification; prep-

amation
( am iodarone, AM) s ( ) ; AX205 ( -
, ; ( ) ) -
( desethylam iodarone; DEA) ( ,200mg/
4 AM . R AM 011113); AM ( ,99.5% ) ; DEA
DEA . " AM R ( ,99.7% ) ; (
S s s AM ,99.5%) . . ( , TEDIA, USA),
(
DEA , . , ), (27 ),
AM : AM, DEA,
DEA s DEA AM R 50mL s S Img/mL s
DEA \ AM DEA
1.2
AM, , AM : -100mmol/L (
DEA, , i 15mmol/L ) (55:45), Waters 996 ,
DEA , ODS, Cy (4.6mm x 250mm, 5Hm, ), 1.0
DEA . AM . mL/m in, 50UL, 21,
-100mmol/L (
1 15mmol/L )(55:45), Waters 996 ,
1.1 Waters C;  (25mm X 250mm, 10Hm), 10. 0mL/m in,
Waters 600E , Millennium32 1.5mL, 50mL/min
( Waters ); HPI100LC-MSD - : 1. OmL/min, 2:1,
,1100 Series ( Agilent 20HL, s AP-ESI, 100C ,
)5 JII ( ); CX-250 30psi, 10L/m in, 4000V,

2006 10 23 5 Chin JIMAP, 2006 October, Vol 23 No. 5 * 397



130V,
1.3

DEA(m /z)

300 ~700aum.

AM DEA 645.32,616. 26,
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1 AM DEA 195 ~400nm

Fig1 Chemical stucture and UV spectrogram of AM and DEA
AM DEA 1.50nmol/mL, 1
Hg/mL 20H L, « 7,
30 £=A* m,/
A* m (i AM  DEA,s LA ,m
)
1.5 DEA
1.5.1
, 40mg/kg 10d, 30mg/kg
4d. 14 7h, 3% (40mg/kg)
, - 20C
1.5.2 DEA s 8 (
), Smin, 4500 r/m in 20m in,
60C 0. Imol/L
( pHS. 4 ) s Sm in. s 5
(80:20) ,
1.5.3 DEA 2min, 4 500 r/m in 15
m in, s DEA
1.5.4 DEA DEA 60C R
4 500r/min 15 min,
“1.2 » , DEA
s s DEA
2
2.1 DEA
AM DEA 2
DEA
3. 4,
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195 ~400nm
237.5nm AM DEA
1.4 AM DEA (f)

0.020
0.016
0.012
0. 008
0. 004

0. 000

-0. 004 » " A
200 240 280 320 360 400

22.852

26. 681
IS

44. 340
DEA

i A I

20 30 40
t(min)

2 AM.DEA
Fig2 Chromatogram of standard AM, DEA and IS

30. 842
DEA 26. 681
28. 392
26. 681
m )
20 30 40 20 30 2030
¢t(min)
3 ( ) DEA

Fig3 Chromatograms of DEA extract, before and after purified
( from left to right)

DEA . (M +
H) 300 ~700aum, DEA
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AM fPERBZIEIE 1 014 £Q 02 DEA ) FE /R £ IF 1A
T 10200 0L #% a= 0 05/AKHUE, P> 0 05 Bl ¥ E X,
ATIAN DEA BEJREZIEIN 15 AM M) . 325 AT R A AM %)
R i DEA, AT AM 3 PR AR DEA vk /& (¥ ) e
SR T — MR I TR S T
3 it

T 2L 2L o 5 2%, DEA & A, MR AM 1) 4% Fh Ay
AN FE L S B % DEA, W20 b S 4R SR O A1 i b
B KRB EE, A iR e E R . DEAYE 3 5~ 5 5fii
KR, JeATHE S MR AR EE, Al 8 w0 A O S N I ml A 3
R R TR PR B, R AR LA 1R, e R o e R RE
(1 80: 20) V& B ¥ W R B IBLVA AR 1 vy A R ok 2 e e 2 i, X
REME R FLAGAE TR A . B PEA Wk, S B8 ik PV C O 2 I
U0 VAR 0 ) B PR ) N A A S L R DEA (R4 X
FI o, AR50 K b b 38 of R 4 TSR A PV C A al 3 4
T ] d52 K B PEE bl G S A g g ) L AR 4 AR 1, DEA

650 m/z

5 RG oes 5e A, W RAS, o B REIL T0% . (HAR S eI
K, FRMUBE R, Wi T, A AREA RS R AL .

AT I ST SR L 4 B Al AM 3G HEAC I 4
DEA J7i%, AHERL DEA & B A PRI B 4 pF, SR A= 4 61
IR G L DEA $2 48 T — 4% B I i, B4l 2 4
Sk, AEREORL AR B 11 BT 1, A8 AM #2460 DEA, vl 8 G A=)
A0rFHE, Witk DEA il 8 L/ . (H o SR BN B 5 75 AT
I 1% R PRt e T v T R B

AM [ DEA EA ¥Rk A 254880 J1 2 B 29304 45 bk, IR
AV 7 94 A e A R T L R AML 99T R, BRI A
PR Y AM RS HEACSH I I3RS, A BT OT R IL 2 ER A
IR YE MR S 3k 5 0 9%, S AM Y7 1AL .
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