HPLC MERZ _EHRHERS =

AEBE IR (AR A2 A A R, RS B 5 463000)

HE. BA NERC BT RSE.

Fik R G BCRAR €355 (HPLC), €& H Cy &iE4E(4.6 mmx250 mm,

5um), 0.1%= FABEBIAR A AAD A, = ABFEL-80% LAE(1 © 1000)4 72548 B, 7Aik4 1 mL-min', A&REK A 221 nm.
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Determination of PEG-CBT by HPLC

R EMETEE 4 51.6 ~ 258 pgmL ™', 17=0.999 4, ELE A 99.9%, RSD=0.50%(n=9). it AE@ME. f#H. £

XEHRS: 1007-7693(2009)11-0940-04

REN Wangqiong (Henan Xintai Pharm. Co., Zhumadian 463000, China)

ABSTRACT: OBJECTIVE To determine the content of PEG-CBT. METHODS The content of PEG-CBT was determined by
HPLC with Cg column (4.6 mmx>250 mm, 5 pm). The mobile phase were combined with solution A (0.1% trifluoroacetic acid) and
solution B (trifluoroacetic acid-80% acetonitrile (1 : 1 000) . The flow rate was 1 mL-min"', and the detection wavelength was 221
nm. RESULTS The linear range was 51.6-258 pgrmL™' (7=0.999 4). The average recovery rate was 99.9%, and RSD was
0.50%(n=9). CONCLUSION The method is simple, accurate, and reproducible and can be used for the determination of PEG-CBT.

KEY WORDS: PEG-CBT; HPLC; determination
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™, Boetkm, Sk mEEmK, Wiy A
Ao HETEE IETEHAT Z A KR k. — M2y 2
ARG PR AT 24 B R B, T e 25 S TR A L R
SE B I R AT 25 7090 A o AREG W22, HEAL
R O RS RHE IR 2 W e ik, T AR v
(1) 1) AR o IR R H Ml AR o 2R & %
BARIR Bl fh 2 # 2 10RiE™), (HX} PEG-CBT W
TR H HPLC HIFRIE, Rt , 2838 HR 9 v [E 24 s 24
b TRV TR T 5 AR 7 DO R 2
PEHCAIA TR AH G 24 S S 4R 3 SR, a3 BT ik
AT T 0 RS
1 MRI5RE%E
1.1 WFEER

TSR A (A : LC-10A, H A Ky A w47,
LC-10A AN A] DLy AAS 35 5 N2000 il TAE
PEG-CBT X i, TRk 28 2 A B A wRE il it
512007001, FiEly 100%(HPLC A IH—4kik),
PR R 0.1%; PEG-CBT i I Fg ik ZE 2451
R A A AL, ft5: 20071101, 20071102,
20071103; 5. WE. =@ OB mital, KA
IR, AR R 7 Hr 2k
1.2 ikt

it I A ] Cy 814 (4.6 mm>250 mm, 5 um);

]

WA WA A N 0.1% = OIRKEI, Wsh
FH B N =5 LIR-80% LIEH (1 © 1.000). UK
AIRENA B N 8%, TR¥F 4 min, 7F 20 min N, Vi
A B ¥ % 75%, {#FF 4 min, FAE S min P[E]F]
WIURAS, f#FF 7 min; YR 1.0 mL-min™", K3
£: 221 nm; A 45 Co

1.3 W%

X RO RS PR PEG-CBT A
100 mg & 100 mL S0 0.1 mol- L™ #h v i
fEIEFRRE R LI, WA, HIEE 1 mL % 1 mg )
W FEEMRIECH]: BRI PEG-CBT #fihidif,
TN 0.1 mol-L™" R FRVA VA il 47 25 %0 1, 11l )k
150 pgmL ™ FEAE . BIPEV I 0.1 mol-L™ £h1R
-

2 &R
21 RGUEHTERE

FREC PEG-CBT L&l ftod &, A
0.1 mol-L™" & IR W W ¥ ot I B &5 %1 3¢, 41 1k
0.1 mg:L™" FEEAIR, HEFER 20 pL; S3K53 R
PEG-CBT *f I i %59 1.0 mL T+ 10 mL &9, hn
0.1 mol-L ™" TRV %)%, R4, BEFER 20 uL,
TSR i, WL 1. S5, FEAL R S B
KT 1.5, $BREFTHE 0.95~1.05 N, HFFEEK,

B c
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Fig1l HPLC chromatograms
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A-reference substance sample; B-sample solution; C-negative solution; 1-PEG-CBT

22 LlEtkilse

R “1.37 TR XIS 4 mL, S
2 mol' L™ [R#EMRYAE 1 mL. 2.5 mol'L™" fA e fb s
W1 mL. SRR SRS RIK, ek

g2 h, BHATIRER. RO, SAALBEIRRAEEIR
W pH 2k, SRR SAE 1 mL 25
PEG-CBT 100 pg ¥, BEFE & 20 pL. 4515w,
PEG-CBT 5 & il =¥ sets LA RL1 3 25, WK 2.

. B
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t/min t/min

2 HPLC &iZHE
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Fig2 HPLC chromatograms

A-the acid destroyed test; B—the base destroyed test; C—the oxidative destroyed test; D—the heat destroyed test; 1-PEG-CBT
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propionate Mr=5 000, mPEG SPAS5 000)# 100 mg,
EULEHT, 0.1 mol- L™ SRR IR 2
2055, HIRGW: R RO IR 0.9, 1.5,
2.1 mL 43F 10 mL &IRH, SR EE R
1 mL, Jin 0.1 mol'L™" RVl Ms B 220, hy 3 A4
FESRW HERER 20 pL, FEANEESRRIERE 3 9K,
ME PEG-CBT [WUEIAR, i Abstihde, CLAMx
DAt SRR SR B, TEELRIRCR, P EIeR
99.92%, RSD=0.50%(n=9).
2.4 R§E R

i B O IR R 1.5 mL T 10 mL B,
0.1 mol-L™" SRRV B ZIE, AR, B
20 uL, ELEHEFE 6 X, W PEG-CBT WEAN, 255%
43524 1041 086+ 1030329, 1022820, 1034193,
1028 173, 1030332, RSD 4 0.59%.
25 FaEte

B “2.47 TR IR, EFE R 20 uL, 439
7£ 0, 2.0, 4.0, 6.0, 8.0 h I’ PEG-CBT W[,
GEHLN I 1041 086, 1022820, 1028173,
1032195, 1029267, RSD 4 0.59%, FWIFESAE
8 h WARE .
26 LMEXRHELE

R BEOC RO A TR BE R 51,6,
103.2, 154.8, 206.4 F1258.0 pg'mL ™" (R, HEFE
5 20 uL, ll%E PEG-CBT &AL, DL A A4
b, FEGREE RS, 2HbsiEdhZk, THEAH
TR, RMETT I Y=9.064x10" X — 6.478x10",
=0.999 4. #*H| PEG-CBT 7& 51.6~258.0 pg'mL™'
WP R AT
2.7 FEailE

IV PEG-CBT Ff i, HEFE = 20 pls Jok5 %
I PEG-CBT X UM 1.5 mL J* 10 mL &k
Hr, 0.1 mol- L™ SR IRVA L R %1%, TRA), HEFEE
20 pL; FZAMbRIE A AR VSRR S i ) 7
SERNAE 1.

F1 HRllEsE
Tab 1l Determintion results of sample

it SR IE %
20071101 99.5
20071102 98.8
20071103 98.9

3 itig
FHEIK I 1 5K 2 A (WS 1-XG-009-2000)
K BRI B BT, THIRNERRZ,
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St LI S R 25 . B F R HPLC, ] 5o ik
PR ot s, A SRS HEN, BN 552 HoAth
| T 78
3.1 e KERAMRCE K I

FHEI B R o AT EME s, BRALTE R
AECRAEA, BHER 1524 7 000 38 /-6, &1
JE BN E] 12 000 38 /R 1. R KR B 5 1) 3 HE
FEABgE s, PEMEET, FHEILTE 215 nm A
277 nm A KR, 1R O B RHE IR
221 nm A S R ERAMRL, ] fig A2 A RHEL RS 73
IR PR R SR & R 5, 5 SR KR I
T HiR,
3.2 WEMHII#E

P S S ) 6 e et [ RO PRI
L RS RHE IR B A RHE IR S 2e v it . Ak
¥ 25 BHE IR [ 5 2 W bR MEST e & 7k, R T
= b G R I O 78 ) 1 6 0 A (4.6 mmx
250 mm); JF% B E| LNEFE AR, AK LAME— L
B AN I M 2 Ik il e, )2
THEAR. ZIKM08T, PrAASRE 6 e
SO KAE B A A s Ay o RS T 2 R
WA LB, 1 100%, 75%LA M 50%sh 4 B 25,
AR B 5K 2 5 As HE BT F 0 & e KR FE A R
20%, MRKEH 50% (1) LGB LV 2K £ R
BHE R 4T EVENG Rk, mJaike “1.27 TR
(1) L 20 A LU 451 Ky e £E S B AH LA, 1 2R e mT A
PEG-CBT 5 AR 7r 2. kT 1.5, B
WHR A% PEG-CBT WA~ />F 3 000.
3.3 EMRLRE L

PEG-CBT il 45 J5UEl 4 CBT Al mPEG SPA 5 000,
BN 5E G fE N i H s R b N, an RS B4l
W TJPAEEE, W REFE0™ 5 ik B RHEIE . mPEG
SPA 5000 5 H 2 f8 [ N = ) el die AP AL 2 A
mPEG SPA 5000 (HRHEIL, XL )5 nl Ge 14k
PEG-CBT [Willsz, h T Hgaxergmipl g, hlle
J3AT T RIS, [FICRR 99.92 % (n=9).

REFERENCES

[1] LIQ,XUYM, YANGHP. Observation of antalgic effect of
cobratide on 7 cases of advanced cancer [J]. Chin J Pain
Med(H B s 2 A4 k), 2003, 9(1): 40-43.

[2] ZHU T X, LIU G L, JI T P, et al. The analgesic effect of
injectional cobra neurotoxin purified judged by the national
standard in clinic [J]. J Snake(¥i&), 1999, 11(4): 43-46.

[3] XIONG Y, WANG W, SONG J. Preliminary study on the

rpE B RE ] 2427 28 2009 4F 11 55 26 545 11 31




mechanism of using snake venoms to substitute for morphine
[J]. Toxicon, 1992, 30(5-6): 567-568.

YANG L, LT H, WU Y X, et al. Observation of curative effect
of a-cobratoxin capsule on heroin addiction [J]. Med Pharm
YunNan(z g BE 24), 1995, 16(1): 42-44.

ZHANG X D, GUO X H, ZHAO T S, et al. Study of
detoxification treatment of compound keluoqu tablet on heroin
dependence [J]. Chin Mag Drug Abuse Prev Trea ("' [E 254
W BTG &), 1998, 13(2): 45-47.

LIU W, CHEN H, ZHENG H. Anaphylactic shock caused by
keluoqu tablet [J]. Adverse Drug React J (Zy¥)/A K [ W 24 &),

(7]

(8]

(9]

[10]

2001, 3(3):196.
Harris J M, Chess R B. Effect of pegylation on pharmaceu-
ticals [J]. Nat Rev Drug Discov, 2003, 2(3): 214-221.
REN W Q, ZHU T X, LIU Y J, et al. Peglated Cobratide,
Preparation Method and Use: China, 200510017817.0 [P].
2006-02-08.
ZAI N. Study of peglated cobra neurotoxin [D]. Shanghai:
Shanghai Institute of Pharmaceutical Industry (SIPI), 2006.
Ch.P(2005)Vol I ("I [EZ5 i 2005 4ERR.—F#B)[S]. 2005: 172-
173.

Wk H38: 2009-04-16



	2009-11 74
	2009-11 75
	2009-11 76
	2009-11 77

