F 1 AR A & B RATORE R E BB H RS EF AT DL 25 (i 3k 25 Wi 11 AR
#H(n=5)
Tab. 1 The apparent absorption rate constant and effective REFERENCES

permeation coefficient of intestinal segments for different i
[1] TANG M, OGAWA K, ASAMOTO M, et al. Protective

reparations(n=5 . o . .
prep (n=5) effects of citrus nobiletin and auraptene in transgenic rats

ZH b B NOB NOB fi i 4 NSAP developing adenocareinoma of the prostate(TRAP) and human

+¥W 4.112040  6.84+0.72")  8.71+0.81"? prostate carcinoma cells [J]. Cancer Sci, 2007, 98(4): 471-477.

Kxl0y % 3874037 64120530  7.5440.541? [2] GREEN C O, ASEMOTA H N. ‘Composi.tions and metheds for

o treating hypercholesterolemia using ortanique peel extract: US,
min 1Y} 3.99+0.22 6.42+0.49" 7.72+0.42P% 20100015255 [P]. 2010-01-21.

7 4.00£0.25  6.14+0.55"  7.55+0.63Y? [3] SEKI T, KAMIYA T, FURUKAWA K, et al. Nobiletin-rich

Citrus reticulata peels, a kampo medicine for Alzheimer’s

Fod&l  5.00£022  5.64+0.23"  8.61+0.58"7 _ ) _
disease: a case series [J]. Geriatr Gerontol Int, 2013, 13(1):

P10y EH 4.08+£0.61  526+0.26"  7.39+0.42V7 236-238.
cm-min”' [ % 3.8240.33 536+0.34"  7.60+0.50"% [4] WEI Z, YANG L, LI M, et al. Optimization of extraction
N 4.5140.53 5.69+0.77" 7.43+0.80"2 technology of hespen.dm and nobiletin from citrus reticulata
by Box-Behnken Design-Response Surface Methodology [J].
7: 5 NOB ALk, "P<0.05; 5 NOB RRAALE, ?P<0.05, Chin J Exper Tradit Med Form("[' [ 5256 57152 2% &), 2013,
Note: compared with NOB group, compared with NOB liposome group, 19(10): 17-20.
2)
P<0.05. [5] YAO J, LU Y, ZHOU J P, et al. Preparation of
N nobiletin-loaded  self-microemulsifying system and its
SIS == A A2 5 B v gl A i3
*gﬁ% E = ﬁﬂﬁ}ﬁ ’fZISX T NOB E/] &q&ﬁ E JAE absorption kinetics in rat intestines [J]. J China Pharm Univ(#
3k, NSAP I 4g 3 lig Jo A 58 W) 2 g ik 24 W 7 i 18 [ 2 k2 240), 2007, 38(1): 35-38.

E/] ﬂ& L]& *E?E DL EZ % Xj. NSAP 1}%%—;— q:% IJ& LI& [6] ZHANG X F, XING C F, GUO Q T. Preparation of nobiletin
g solid lipid nanoparticles [J]. Chin Tradit Pat Med("H %),

PIHLEIE Qo FHEDW B HE 23 T2 A 1 357 38 i Joid 1 2014, 36(9): 1857-1862.
ﬁ{&lﬁ NOB E%J ﬁu&qﬁﬁ/‘] bjj L%ﬁ%ﬂﬁj‘udﬁﬁ [77 LIN W, YAO J, ZHOU J P. Preparation of self-assemble

nobiletin proliposomes and its pharmacokinetics in rats [J].

BB ZG P00 W RO SO HRE AR R, 7T fe Acta Pharm Sin(%j%%4}), 2009, 44(2): 192-196.
NE AR LGS T 239 B P2R 1 . NSAP B IR USCAE [8] FAGERHOLM U, JOHANSSON M, LENNEMAS H.
t—f“ j;fzﬁ fig [DTT 12'3 %Iﬁ T IE i T NSAP EF' 1[ /ffﬁ ﬁ” Comparsion between permeability coefficients in rat and

human jejunum [J]. Pharm Res, 1996, 13(9): 1336-1342.
HI 0 N — J5 A% AR A 1 Al AR T S, 250 R [91 DING J S, ZHANG J S. Absorption of breviscapine in small

% '/—‘ﬂ:v ﬁéﬂﬂﬂ@}?‘ Bﬁ[w] , % *ﬁﬁﬁﬁﬂ‘éfﬁ 12'3 H,(J*j//f;lg izr:)tg;tir;z((i;rzts [;]9 J China Pharm Univ(+ [E Z R} K 2% 244)),

PN KRR R Y, TG N T 25 S I B [10] DESHMUKH D D, RAVIS W R, BETAGERI G V, et al.

T% ﬁ$ﬁ$u F j% ﬁm EH— ]‘ETJ 1E[ B2 a Qﬂ%ﬁﬁ ’ﬁi He E’i {Z’X E,(] Improved delivery of cromolyn from oral proliposomal beads
[J]. Int J Pharm, 2008, 358(1/2): 128-136.
TR HIE A o T 1 — D E sk [11] WANG G, CHANG M Q, YANG G Y, et al. Oral absorption
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Study on Quality Control of Xinkeshu Tablet
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ZHAO Zhenxia, WANG Min, LIU Yongli, FENG Li*(Hebei Institute for Drug Control, Shijiazhuang 050011, China)

ABSTRACT: OBJECTIVE To establish the method for quality control of Xinkeshu tablet. METHODS Compositions of
flavonoids in Crataegi Fructus was identified by HPLC. Costunolide and dehydrocostus lactone in Aucklandiae Radix were
determined by HPLC. RESULTS The resolution of identification method was favorable. Costunolide and dehydrocostus
lactone were separated literally. The linear relationships of calibration curves were favorable. The average spotting
recoveries(n=9) of costunolide and dehydrocostus lactone were 99.99%(RSD=1.3%) and 99.68%(RSD=1.1%). CONCLUSION
The established methods have favorable specificity, accuracy and repeatability, and can be applied for quality control of

Xinkeshu tablet.

KEY WORDS: Xinkeshu tablet; Crataegi Fructus; Aucklandiae Radix; costunolide; dehydrocostus lactone; HPLC

R EF R T E 25 2010 FFERR— B, H
FtZ. B, =t K& LHEE 5 RAGHMK,
SEVRYT HIE O S RS IR ] . O e LR S
PN (0 B R S A 2512, B R SClko 0 AT AT A
WL S BIR 2 mR2GEAT0 0, D AR
LU B RO o ARSRIGHE ST TORA A B R K
F RNl S EEARE AER SR E T, filE
T LA R B R 2 4 1 e R R 8 S iR,
Pem T OTER R R, A dO R E R
M TR
1 UHFESHG

Agilent 1260 = R0BAH 4 1% A% (36 [E DY T 5%
DAD il 2%, 5[ Agilent AF); AE240 HL T4
#r KF (B METTLER TOLEDO); KQ-500DE #%
e A A (B Ll T R PR AR A PR A s At KA
(Z£[® Millipore 24 7).

XL 2Bk S 111521-201004, &
L 93.9%1h) RE AN BEEES : 111524-201208,
TR 99.5%1T). EEAKREAMRALS: 111525-
201008, & & PL 100% 1) 04 [ A [ 2 5 24 i e
WFFEREs Ol &7 (L ARIRE R AR R B PR A
H, #HT WU I 2); AR5 (i al, 1 [E Merck);
SR ORI A, FERV(RE W E IR A A
KA AIK .

2 FESHR
2.1 BRI
210 S A3EHE: Thermo Cig(4.6 mm X

PR E B 2525 2015 46 7 55 32 55 7 W)

250 mm, 5 um), JisAH: LR RIEIAHE A, 0.1%
=R NS B, BEEEPEML: 0~10 min, A R
B 17%;: 10~20 min, A 17%—19%; & :
1.0 mL'min', #:if: 30 °C, MW K: 355nm.
2.1.2 W&

2.1.2.01 XHEGVER R EARBOE B 2 bk
YRS, I 70% H B VA BRORE 1 mL & & 22 Bk
30 pg AW, AR 0T R

2.1.2.2 AR BUAS S A, B, N 20%
£ 50 mL, AL 30 min, 4 000 rrmin' B0
10 min, HU 35 0m7E © Ak B2 4F 19 58 % i A
(100~200 H, W AN 1.5cm, HK 5cm, ik
)b, H 20%ZEE 150 mL ¥efii, FF 55,
4k H 30%01 £ BE 200 mL P, WA Ve, 25T,
BRI 70% F BRIV W 2 mL AR, L, EXaRnE
i IEE

2.1.2.3 XRZGMER BOULEBXTHRZAM 2 g, %
“2.1.2.2 “T Ji ] O B2 AV TR

2.1.24  BIHERESEW 0 R EF R AL T R
HHAt 4 BRZGAE,  F i 2% T 2001 & B AR (Ll
M), % “2.1.2.27 WUR J5 ik & BIPERE s
213 LREMERE EEWN ERBER, %
“2.1.17 TR g &I E, AR IE 1. RS
ah el R, BRI ZG M AT R 2 A
isg, JE Sk EHX TR agEEE, B
PERE B0 TR IR A 5 R 6 IR 256 A R
W, FROTVEL RN
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Fig.1 HPLC chromatograms

A—gyperoside; B—Crataegi Fructus; C—sample; D-negative samples;

1-hyperoside.

22 HEIE

221 GREZME EiEH:: Inertsil ODS-SP(4.6 mm X
250 mm, 5 pm), FBIAH: LNE-7K(45 1 55), FE:
1.0 mL-min~', #¥E: 30°C, #l¥EEK: 225 nm.
222 HEWEH&

2221 RANMERIEBR  FERBORE SN EE.
FEARA W RS R, I B A 1 mL
REREHNER 20 pg. EEARE N 30 ng KRG
W, TR A N 8 S

2222 HEEVER BUARS 20 fr, BE4E, SR
FREL 0.6 g, B B ZEHEEI A, K% 0 EE 25 mL,
I, MROEEE, A 30 min, B, B4,
ke EE, AR ES, &5, 3§
i, HifE.

2.2.2.3  FIPERE SIS o0 R ET AL 5 B ER
B A 4 WRZG4F, $2fil 4% T 20 4% B AR S (B
), i “2.2.2.27 TR J7 A A B TR S
223 LTREMERE BERN ERER, %
“2.2.17 WUF g &I E, dRNE 2. k5
iR g, BRSARFRNE RS LEARE
DAY T %o SR AR K 7 ) B 0, O R A R R
AR e, RHTET BRI .

224 LMEXRRER WAFRAN. ZEAE
PR R IS, REERROE, I A O R
0.148 1, 0.140 0 mg-mL™" FIARAEN 2, 7 kS
BRI IRARUEN % — 2 &, B 100 mL [ &=
o, I BERRE R ZIE, 15 R GIKEE IR I
W, BEFENE, UL, DL RE AR
(ng-mL ) NREAAAR, WETRARLME WAL AR, 3

- 822 Chin J Mod Appl Pharm, 2015 July, Vol.32 No.7

ITERIEIRNE o 45 RARFIRNERL TR N y=18.57x+
0.325(=0.999 9), Z&VESEFEHN 1.481~148.1 ug-mL™;
FEARENBELMETFEN y=11.73x+2.807(=0.999 9),
£ VEVE LA 4.200~140.0 pg-mL™',

2
j\A A
A
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t/min
w B
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B2 &% eidE

AREN I BT EFF s C-BAMERE R 1-RFERAEE: 2-KE
RN

Fig. 2 HPLC chromatograms

A-mixed reference substances; B-sample; C-negative sample;

1—costunolide; 2—dehydrocostus lactone.

225 HEEMAE BUE—HFEmGEES: 110566),
W, A5 FREL 0.48,0.6,0.72 g & 3 44, %“2.2.2.2”
TR 7500 A & R Vs v, ERE I e, 45

KERNEEES ZEAARTNBEI-F & 805N
0.26 mg-g"'(RSD=0.7%)#1 0.57 mg-g ™' (RSD=0.8%),
K EFIEL .

2.2.6 FREMEIRE  HUE —HES A I Gt
5: 110566), 4rAfEH&)E 0, 2, 4, 8, 14, 24h
BEFENE, ARARERNEES ZEAKRENREIE
W TR Y RSD 23 BN 0.9% K1 0.7%, & WIHHR 5
TEIRAE 24 h WEEAFRE .

227 FEHERRLE  WOHEEMFESEHES:

110566)F K 9 fiy, %103 g, HEWKE, &3
BrR—4, 3 AN A R R R A,
w3 MR AN S 25 mL, S li%
“2.2227 TUR TP i s iR, BEREIIE
THRSF R K& RSD fH, 4R WE 1, R
2 ES LT

R E IR 255 2015 46 7 55 32 55 7 W)



®1 EHREXBER

Tab. 1 The results of recovery tests

wy CHES WA WEE Elks FHE RS/
mg mg mg % W% %
00780  0.0370  0.1145 98.54
00781 0.0370 01159  102.24
00786  0.0370 0.1151 98.70
j; 0.0776 00925 01714 10137
% 00782 00925 01713 10056  99.99 13
"2 00784  0.0925 0.1698 98.75
Y 00787 01851 02634 99.79
00783  0.851 02639  100.28
00781 01851 02626  99.70
0.1735  0.0875 02598 98.63
0.1736 00875 02594  98.06
% 01747 00875 02621 99.89
2 01725 01750 03467  99.54
g 0.1740  0.1750 03482  99.54  99.68 L.l
B 01744 01750 03495  100.06
B 01749 02625 04399  100.95

0.174 1 0.262°5 0.440 1 101.33

0.173 6 0.262°5 0.4339 99.16

2.2.8 FEMIIE  HUEENh, % “2.2227 BiF AL
H AR VAR, “2.2.17 TR R S
THE 2 Fhpl oy & &, SR IE 2.

K2 ATFRARE ZEARAFABRNSEN T4

Tab. 2 Contents of costunolide and dehydrocostus lacton

MK fit = KEBRNEg — REAKRENE/

110566 0.08 0.18

fF03lg 110915 0.08 0.19
111142 0.07 0.15
022071 0.18 0.41

15 0.62¢g
111212 0.16 0.33

3 e

A R T Ry T R S s o AN AT HILIR Rk
Sy, HRT LS RS 5% LU o, Rk R Rt
S, EHLEIERZE, PIUCA SRR A 2
KEIPBEAT THETE . BT SRR, ALER
A HPLC, PAg22k 5 N IR 250 N2 I, X
Hop E R AT 50, = 7 IONE TR, it
A VA VR AR 26 R SR I e A AT 24k, 0o e Mt
MIWREE . R, RELHZAORIEE . & DL A B

PR E B 2525 2015 46 7 55 32 55 7 W)

JESEREAT T 55, XA RS G REAT Tt
FIVEWRSS, S RIEERYE. T R

AR A B e VR S R B AN
RS ERERE . AN SRR DU TR . T R
i E o N o1 S R S G K 7 AN S P £
RAOTEIEY) 7 B, M SRR —F, R
AT YRR -
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