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[ Abstract ]

and sodium chloride injection. Method; With sodium citrate to adjust samples solution to pH 4.0, and try to

Objective; To improve formulation and preparation technology of ligustrazine hydrochloide

make ligustrazine to form salt in injection, then long-term stability test, accelerated stability test and influencing
factors test of three batches of pilot products was adopted, which were prepared by improving prescription. Result;
Improved prescription was as following: ligustrazine hydrochloide 0. 8 g, sodium chloride 9.0 g, added water for
injection into 1 L., added a amount of 10% citric acid and 10% sodium citrate to adjust pH of samples solution.
Under conditions of long-term stability test [24 months, room temperature of (25 £2) “C ], accelerated stability
test [6 months, (40 £2) °C ] and influencing factors test, quality of three batches of test products was stable

without tiny spots and white block. Conclusion: Improved formulation and preparation process were feasible and

stable. Change of pH regulator was not change substance basis of drug and controllability, safety, efficacy of drug

quality, and stability of samples got better.
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255 W REE  TT AEDTEE I AR A a5, PRAE AN
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Ao A S U AP B 55 Y A R TR A
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I sl A A A B v R0, O R TR 1 S g Ak B A
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Agilent 1200 F %1 2 RO AR (35 A ( 56 [H 2 $E 18
FHE A MR ,PHS-3C B pH 5 43 ( b 1R 2% F}
FALES A BR 2 &) ) , Startorious CP225D U K5 28 K -
(F& 2 0 W Bk 2 A A8 A7 BR 22 W] ) , DNP-9082 7Y i A
fEIR IS TR A6 (LR % S & A IR A A ), SPX-
150-GB BDEIR85 F2 46 ( L BROE BT &) ) , 4
PR 125 g RS (e 24 2R W o o A SE B, it
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2 FESER
2.1 BN EREA Y R A FENE BRI
B AR T O R 2 W B R D) AR

#E WS, -(X-113)-2003Z 47 5 ¥y ot S & +2 i %€ 2 34t
Fr ez
2.1.1 X BRAR VAR W A R S AR A TR

ZfEE R ER R E R X 5 6.20 mg, B 50 mL &
S RO 1 e B o - e B I
2.1.2 A v A R OAS 3
TREHHIHIAL 0. 12 g- L™ A6 R 1| &5 e i T, #8 5) ,
1RGN
2.1.3 @AM M 5-C @i (4.6 mm x 250
mm,5 um) , i S A BE-1% R 47 K (45:55) ,
Pidk 1 mLemin ™" A 30 C KT %K 302 nm, B
AR )15 B TSI T 2 000,
2.1.4 bR ngzdl o BRSO IR
W 4,8,16,24,32,40 pL, ¥ bk a3 55 {4, DU
W TET BRI\ AR A, R TR )15 W R A D B A A, 75 ]
95 % Y =1 549.9X +37.274(r =0.999 8) , 2k ¥
[ 0.496 ~4.96 pg.
2.2 HIHTZXS W AR RTA G AL 7 S )=
0.8 g, @ALEN 9.0 g, Iy KB 1 LA,
PLiE & 10% HCI 3 10% NaOH 475 245 ¥ pH, i
Xt H. 109% HC1 F1 10% NaOH , 10% ¥ # 2 F1 10% ]
IR B T Eh R N 25 g8 S AR BN T S pHL, LR R 1T
RS A XY ] IS pH AR LA R - 48
b B2 T JS b Ty R ER R )1 S 5 0.8 g, S AL BN
9.0 g, INVESHAKHI B 1 LA G, DU & 10% H #k
2 A1 109 MRk IR 5118 5 25 W% pH 72 B AL J5 6if 5 43
S TSR A 7 R 1 S R Ak B S A% 3
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it AR A AL SRS LR 1, 2.3 EmHRXR
1 BB IS RS0 AR R S R AR 2.3.1 ERE 4 BIBCER R 1| 2R Ak Al v
Xt b 4 1 = kG M W7 T AL 7 AR S A AR T S sk AR re B RR S, AE 60
JE pH 385 5 091004 100 mL:80 mg 5000 4 522 CEREAETRA 10 d, 765 0,5,10 d B2 BURE S
091005 100 mL:80 mg 5000 4 449 WPER pH AT W) 5 AR, 45 R WK 2,
091006 100 mL:80 mg 5000 4 499 FEIHAS T S e 5 B AL T AR R
AE Y pH P HS 091002-S1 100 mL: 80 mg 700 613 2.3.2 SRR 4 B EGEL R 1 = R S Ak R 5
091004-S1 100 mL:80 mg 700 621 TR B4R T IR it A B AR R i, £ 5RO
091004-52 100 mL:40 mg 600 530 R 91 (4500 £500) LX 44 TR 7£10d, 7450, 5,
x2 HBIIZHESHMHES R 60 °Chnikid i % %
it Whfal/d R pH R HERORL ] UL 5 NSRRI/ % AR RE/ A AR %
091002-S1 0 TOEVIZIM 3.98 A% o 99. 504 2 0.019
5 KEEPIHR 400 B P 98.877 2 0. 066
10 LEOBIILH 402 S s 98. 760 2 0.121
091004 0 TEBRLH 425 B T 98.551 2 0.268
5 LEBWLW 421 A5 & 98.226 4 0. 457
10 TEBHAH 4.26 KEHK A 97.133 4 0. 465
10 d i 2% JORE S P MR pH 7T DL S ) 5 B A OC A IR IR TR DK R A R b, YA AT AR

Yyioe, 45 R WL 3% 3, R W] pH J8 5 R A2 ST S JC B B
25 GG IG J , A SC W) BT RY HE34 B R, 42
7 7 it N 3B PR AT

2.3.3 ARIEIRE o HCER R )1 R AL A T
VB8 TRk G R i RN AE A S R A% 10
F2~5CH%20d,4%F0,1,2,3,5,10,15,20 d
AT UL (BT i), EE A5 FE ) 25 5, 45 SR AR
HEHIRES S d R 1 Bk 2 B AR B, H i 34 O AR
b, R W AT LS (BT i) 55 %80 pH I 1 70 6, LA
10% F R 4014 35 pH B 2 £ T 1 10% NaOH 3 45
pH i o

2.3.4 URANRE o HCER R )1 R AL A T A
VB TRk G R i RS T AR T S AR A S
VR B AR, E IR AR, RIREE 45

SE4 I A AL R SR R AELAR TS R AT A
B G /0 A B HTRE

2.4 REtERE AR A IS 3 HERR S 5 AR
ARG T AR 2R e RS 4R R B U (o
[l 24 $1) 2010 4F w30 B S XIX C) ™ 300 F A 56 e
TR PRI 2T, A 5 I I B0 A B (40 £2) C LK
Wi E M I HERE (25 £2) C, R H PR
pH A S AT UL S 4 & B4 S SRR Y S (8
VIR, A R TR 2 A AR AR I E WLk 4 ~ 5,
HPLC W5 WLIE 1 ~ 2, 25 5L 3R B A5 5 4k 5 J5 5 i 7T L
SR A R IR IS g O R AR 5 T Ak T A
ARE S e g B h S B B, T LR AR A
K% R8N B

®3 HB)ITHESLMESRLRRABER

5 vd PR pH MR ATRRY WRIN R SE/ % HRYTB/ A HRYTR %
091002-S1 0 TG 7 WY 25 1 3.98 A x 99. 504 2 0.019

5 T {78 W 25 403 Ofk x 98. 198 2 0.206

10 TG 0, 7 W] 25 4.05 A% T 97.388 2 0. 444
091004 0 T (6, 7% WA 25 4.25 Ak % 98.551 2 0.268

5 TG 0, 7 W1 25 4.26  H/i% W 97. 869 3 0.326

10 TEmumzn 427 RAEH P 95. 962 4 0. 482
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PSS S5 R R I W G Ak A T SR A Ty R B TS
F4 HBI)ISESHMES R 40 ChiFiXKEE =
il t/H pH NEERCRL A RWBT/ % 7T WL SN R B % ER TR 155 0 ST A 43 B %e
091004 0 4.29 & 0.23 T 97.59 98.78
1 4.34 O 0.28 ¥ 97. 66 97.37
2 4.41 A% 0.25 T 97. 42 96. 70
3 4.45 KoK 0.24 A 97.59 95. 85
6 4.51 AEE 0.36 BLZHMA 97. 46 95. 41
091002-S1 0 4.06 A% 0.014 ¥ 99. 77 99. 584
1 4.10 & 0.031 ¥ 99. 63 98. 871
2 4.06 o 0.033 ¥ 99. 60 98. 796
3 4.07 B 0.038 T 99. 50 97.929
6 4.02 B 0.053 T 99. 84 97.710
091004-S1 0 4.08 o 0.019 T 100. 41 98.976
1 4.19 B 0.027 T 100. 25 98.015
2 4.18 o 0.034 T 100. 25 97. 834
3 4.15 A% 0. 033 ¥ 100. 18 97. 819
6 411 A% 0. 060 ¥ 100. 11 97.262
091004-S2 0 4.00 A 0.019 T 99.43 99. 940
1 4.20 Ak 0. 030 ¥ 99. 43 99. 646
2 4.14 O 0. 038 ¥ 99. 39 99. 224
3 4.17 B 0.045 ¥ 99. 36 98. 422
6 412 Gk 0.077 ¥ 99. 46 98. 469
F5 HBIZHESHMESH K25 CRPAKER
EilR=2 t/H pH N AXRYB/ % RS S T 4B % LR 55 6 T A 43 B %e
091004 0 4.29 & 0.23 ¥ 97.59 98. 781
3 4.33 A% 0.22 ¥ 97. 42 97. 445
6 4.40 A% 0.17 I 97. 35 97.122
9 4.38  REHE 0.33 A 97. 46 95. 891
12 4.23 REHE 0.37 =Py 97. 66 95.755
18 4.25  REHKE 0.36 D 97.39 94. 472
091002-S1 0 4.06 A% 0.014 ¥ 99. 77 99. 584
3 4.08 o 0.014 ¥ 99.70 98.978
6 4.05 o 0.029 T 99. 63 98. 781
9 4.02 B 0.048 T 99. 56 98. 758
12 4.03 A% 0.051 ¥ 99. 53 98. 618
18 4.03 o 0.059 ¥ 99.53 97.149
091004-S1 0 4.08 & 0.018 T 100. 41 98.976
3 4.18 A% 0.016 ¥ 100. 45 98.717
6 4.13 o 0.030 ¥ 100. 31 98. 694
9 4.10 & 0. 045 X 100. 24 98. 468
12 4.13 B 0.048 T 100. 31 98. 134
18 4.15 o 0.051 ¥ 100. 07 98.615
091004-S2 0 4.00 A 0.019 ¥ 99.43 99. 940
3 4.17 B 0.022 ¥ 99. 63 98. 467
6 4.14 o 0.042 ¥ 99. 43 98.111
9 4.10 A% 0. 045 ¥ 99. 46 97. 808
12 4.12 o 0. 065 ¥ 99. 53 97.937
18 413 A% 0. 066 ¥ 99. 43 97.074
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