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Determination of Content and Related Substances of Lomerizine Hydrochloride in Capsule by HPLC

LI Yu, ZHENG lJinqi, ZHENG Guogang, HONG Liya(Zhejiang Institute for Food and Drug Control, Hangzhou 310004,
China)

ABSTRACT: OBJECTIVE To establish a method to determine the content and related substances of lomerizine
hydrochloride capsule. METHODS HPLC was adopted on a Diamonsil-ODS column (250 mmx4.6 mm, 5 pm) using an
isocratic mobile phase consisted of acetonitrile-0.001 mol-L™ SDS (60 : 40) with a flow rate of 1.0 mL-min™". The column
temperature was kept at 35 C and the detection wavelength was set at 225 nm. RESULTS Lomerizine hydrochloride and its
related impurities could be separated effectively. The concentration-response relationship was linear over the range of
17.04-153.40 pg-mL™'(r=1.000). The average recovery was 99.8%(RSD=1.12%, n=9). The solution was stable for 24 h.
CONCLUSION The method is specific, accurate, sensitive and suitable for the determination of content and related substances

of lomerizine hydrochloride.
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Tab 2 Results of chromatographic column durability test
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Tab 3
substances of lomerizine hydrochloride capsule (n=2)

Determination results of contents and related

FERIE it IS

R AT e
20110402 99.7 0.26 0.64
20110403 100.0 0.29 0.58
20110501 97.4 0.27 0.64

2,12 Ky R R

Hil& 2,3,4-— HAESER R, 4,400 A H
DR 1B ER IR SRR VR 4 10 pgmL ™ (IR A
W, IR RRE, E % B s FR(LOD),
SR 4.

x4 BMRYEELRE

Tab 4 Results of detection sensitivity test

LOD
A s - .

W mg-mL” S/N

2,3,4-— HIAFE 2 I 49.15 4.9

4,4-%F 5K FR G 55.95 2.8

R I R 52.95 1.9

P E AR I 2% 2012 4F 12 H 55 29 55 12 )

3 itig
3.1 (il ikim ke

28 b o AR O SCHR A 0, USP34 iR
BP2011 iz EP7.0 i+ JP16 il ChP2010 ki3 A&
WA ER TR V& LRI, IR TG A% i R dE 11 24 3 Ui ot
SR RIS AR A 10 5K, R SCIEIR
Bl 2 Ko LB, PR A% S
FRAEGAAT) ZE R, GG R0 TAE S Brig oL,
X ANV (AT bR EAT 48— R G IE T AE

2 MR HERY R HPLC v, ] Cg (il bk
TR ks A, Al & 2= ORI
%5,

5 ARt

Tab 5 The comparison of standards

TiH YBH009642005 (J50 8} 24)

YBH08032006 (J5k}24)

Z.J%-0.001 mol-L™' -+~
S5 U R B W (60 © 40)
(2 pH & 4.0)

EEER/)A

2 5-0.02 mol' L™ B
$HEZ MW (H {E 6.5)
(69 : 31)

I3 AR bR AE T B S IR £ 5 VEREAT A R
YIRIE, 4550 K4 YBH00942005 (iRl 25)hx
HEM AR 2 AN B % . B KRNI TR /N 2%
TR I K o I b 7 v DA 1) B KBRS S A
Z AN B 05 B =

g BT, T 43 2 AR R 2 T A
HORE, YBH00942005()50kF 25) 77 V548848, WeR
YBH00942005 ik (¥ S ks 2 ik 34T 7
BRI, AT
3.2 WP KMk F

WAL i TR A 34 2,3,4- = HTA 2R
TR 4,408 5K FDRIGE — 20 B b R 165 6 R g
BRI A ST RESI NI 24 A 2,3,4- — HUA LR
PR 4,458 “HORHIRGE . 2 ANtk 38R A 225
nm 1F Rl 5E 3K, HPLC B o, 2,3,4-—=H 4
FEORFHREAN 4,4-% — 5 RIS 7E 225 nm 5K
SRR N T I NS RN A T R N 7
BI7E 225 nm PEAAL AR, HfTiE$E 225 nm
VE 52 P o
3.3 RHXT ) S8 BT 5

il 2,3,4- = HAJE R PR, 4,4-0F 58
DR R R R v 2 R IR FE 300 10 pgmL™ [ITRA
WO, D2 % A ma o [N, 55 2,3,4-—
HHAR LR FR R 4,4-30F — 32K R GR 55 R0 vk 5
IR (R F b 2 BR 743 00 o 1.8 AT 0.7, FEdhrhy

<1127

Chin JMAP, 2012 December, Vol.29 No.12



5'51:/\ HoEiR q:l ]Eﬂ /ﬁg é& X H UL ER gg“ilgéé;‘w p% ﬁ % Clin Exp Pharmacol Physiol, 1999, 26(11): 870-876.

[2] HARADA K, NAKAMURA A, DOBASHI R, et al. Effects of

Xj‘/n\ A {IJ_[J /TEﬁ 9%4@ B’i ’ 75‘{%/\}: iu{ 'ﬁ; lomerizine, a new Ca’ entry blocker, on the contractile
3.4 ﬁ‘ 5{{% E’l— KE E E{] Eﬁ & &*i o E’EE E{] ﬁlﬂ‘ response of isolated canine cerebral and peripheral arteries [J].

. N Jpn Pharmacol Ther, 1997, 25(3): 167-177.
23 5 R M 4 53V =}
f Eﬁ JL Ji%I EF‘ ’ l&/fT T #h L7 /§% *U ﬂ%]ﬁjﬁ ﬁ [3] Lomerizine hydrochloride [J]. Drugs of the Future, 1996, 21(4):

AN 20 U S T e, AR B G T AR A TR 435-436.

= o N [4] ZOU G C, YAN H. Determination of related substances of
H.o 9% YBH00942005 %D YBH08032006 *’F{ﬁ’ lomerizine hydrochloride by RP-HPLC [J]. J Clin Exp
Tl b v b B Ry 2% e AT 1.5%, 3 Med(Ii RIS H6 FE 2 4475), 2006, 5(2): 133-134.

$/\ }ﬁ E@T’iﬁrﬁu KEEj‘JKTWﬂ 0.5%. [5] LIUMH, DINq ..T, YAO X M, ?t al. Preparation and quality

control of lomerizine hydrochloride capsules [J]. Prog Pharm
Sci(Zy2 k), 2005, 29(10): 468-471.
[6] LIU W W, WU Q Z, DAI Y, et al. Determination of
lomerizine hydrochloride and its related substances by HPLC
[7]. Chin J Pharm(}' [E B£ 25 Tk 2% ), 2003, 34(3): 139-140.
Wokis H38: 2012-02-22

REFERENCES

[1] HARA H, SHIMAZAWA M, SASAOKA M, et al. Selective-
effects of lomerizine, a novel diphenylmethyl-piperazine Ca?"
channel blocker, on cerebral blood flow in rats and dogs [J].

LC-MS/MS MEAMR P FLIERNREREEEYFREARP Y
Rz F

I TR, HEE, FAARNTE R SRR, SN 310004)

HE: BN #3 LC-MSMSMEARRE T FUBEFTREG T, FHALHAGEDETLE, Ak AEABREEAA
A%, &i%42. Alltech Alltima(2.1 mmx100 mm, 3.5 um); #3hA8: 0.1%F BRI &- LA (45 © 55); #ik: 02 mL'-min™'; A&
B 30°C, RAZEWARABBAE, B EE TR, E5TAXEN, AR p BN (SRM)F KXt ir4nl, ¥k
& F[M+H]'M/z 837.5, FBF m/z679.2, AiFLEFZEFHE & -F[M+H]'m/z 748.5, F&H-F m/z590.2, &R FuaF4
L EE A 0.10~20.00 pgrmL ™", FAKAR FEA 0. 01 pgrmL™", 3 Fb ik JE 494835 =0 % 4 100.8%~103.1%, H K. B 14 RSD
3 <5.9%(N=5) & 5 AT 5 AR Z K F) Ao A bR A A A F Ak, Z X A A8 T A AR E 4 (100.65549.552)%
(P=0.5%), it #ZFELE. Z#H. ik, EATTULELRNANGELFRLRTFL,

KR Fadd; MG EH-PBEMIEE;, AHFRH

FESES: RI17.101 XEAFRERS: B XEHS: 1007-7693(2012)12-1128-04

Determination of Roxithromycin in Plasma by LC-MS/MS and Its Application in the Bioequivalence Study

WANG Feng, JIA Fei, GAO Suying, LI Huilin(Zhejiang Institute for Food and Drug Control, Hangzhou 310004, China)

ABSTRACT: OBJECTIVE To establish a LC-MS/MS method for determination of roxithromycin in plasma and to study its
bioequivalence. METHODS Clarithromycin was used as internal standard. The method was performed on Alltech Alltima
(2.1 mmx100 mm, 3.5 um) at 30 C, and 0.1% formic acid-acetonitrile(45 . 55) was used as mobile phase with the flow rate of
0.2 mL-min"". Electrospray ionization source was applied and operated in positive ion mode. Selected reaction monitoring(SRM)
mode with the transitions of m/z 837.5—679.2 and m/z 748.5—590.2 was used to quantify roxithromycin and clarithromycin,
respectively. RESULTS  The assay was linear over the range of 0.10-20.00 pg-mL™", the limit of detection was 0.01 pg'mL™",
relative recoveries at three level concentrations ranged from 100.8% to 103.1%, the intra- and inter-day precision(RSD) were
below 5.9%. Bioequivalence study showed the test roxithromycin tablets was bioequivalent to the reference tablets. The relative
bioavailability of the test sample was (100.655+9.552)%(P=0.5%). CONCLUSION The method is simple, rapid, accurate and
can be applied to perform the bioequivalence research of roxithromycin tablets.

KEY WORDS: roxithromycin; LC-MS/MS; bioequivalence
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