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Stability of Organom etallic Antitumor Crude Drug T itanocene Dichloride

LI Yun-lan, NING Meiying, LI Qing-shan (School of Phamaceutical Science, Shanxi Medical Univetsity, Taiyuan 030001,
China)

ABSTRACT: OBJECTIVE To investigate the stability of titanocene dichloride crude dmg, and predict its validity duration. ME-
THODS A nomal-phase high perfomance liquid chromatography system was adopted with Lichrosotb-CN column to detem ine the
content of titanocene dichloride and its relative impurities. The mobile phase consist of hexane-dichloromethane (50:50). The appea-
rance character, content of relative impurities and titanocene dichloride, clarity, melting point and pH were investigated through the
periods of accelerating and long-tem tests. Classical isothermal method was used to predict the validity duration of titanocene dichlo-
ride. RESULTS The average recovery of titanocene dichloride was 99.9% (n =9, RSD =0.45% ). No obvious changes were found
after the samples were accelerated under40 C for6 months and then tested for2 years at room temperature (25 C ), excepting slightly
increase of relative impurities., The validity duration of titanocene dichloride was more than 10 years at25°C , which was predicted using
classical isothermal method. CONCLUSION The titanocene dichloride had good stability under marketed package conditions, and

the useful life could be arranged for2 years.

LI H K BCE O LA TS N A SRR H ( NCET-04-0258) 5 1L P54 B S RHE I H (No. 051105-2) ;1L 7545 1 #ib 75 45 22 BLiE
SENIES: CHERL No. 200413) ;1 P54 5 4E B P 9T IE 4 (2007021035) 51l 75 2 WF 98 25 B0A B8 0 H (20061038 ) 5 A J5 T K 22 248 G157 3k 4
(07010729)

EHE T 2wl L e [ CIEEE AL L B LA T Tel: 0351 (4690322) E-mail: qingshanl
@ yahoo. com

.+ 22 Chin IMAP, 2008 Febrary, Vol. 25 No. 1 R BN 2524 2% 20084F 2 HEE 2555 1)



KEY WORDS: titanocene dichloride; nomal-phase high-performance liquid chromatography; stability

ZE SRR RO B WL A SR DU AL A o S AR
HARBRAHEAER SR TG AR B Ay E P A
HAEFPURIBEAT T 5T 27 SR T 23 BT 7 v 1 R Al
KEHLHIF AR Z R BTk b 4 8 A FE AL AR &5 4
AT O R T8 50 8 o S Rk R AR 14 23 A
. H AR TSR AR I SR B ZE R 4y e e VR T Uy
NV TS0 R B v DO AR R R s A X vk R
TUEAL BRERB B2 E M T R TR . B
BHUCKA AR HpLe R e =& ek R 25 32
SENE T R YRR R R A A S W E AR UE
A T 5 B FE A
1 A5

Shimadzu LC - 10A (= 80BAH (354X ; SPD - 10A 8 /M
WZE; cTO - 10A AR 4H ; N2000 2 0% 04 A PR 4. Wa-

te 152695 i R A 35 1, Waters2999 — B B B F1 A I 25 .
CS - 501 BRGEB AR (ERRE W& ). & R
HOMIE 1 Aldrich 2 A (#6450 A012352201, & 5 99. 9% ) ;
B o IR 201 e 1R 24 4R (140 22 0800 A R A Rl R 40 (S
T20041103, 4045 JE KT 99. 0% ) ; — & SR EK R0k 24
AR A B (k5 990315, 990321, 990328, 4l & K T
98.0% ) ;1E CLGe Al S H e 38 b i 4l |
2 SIS R
2.1 (it

FHE Lichrosoh-CNTI%F: (4 mm x 250 mm, 5 Um, AT
Merck KGaA, DamstadtA ) ) ;‘bﬁiﬁ*ﬁ AF e b (50
250) ;I 1.0 mLe min™ ' AEH 25 CAMIYE K 254 nm;
RIUEN 0.05 AUFS. A0 REEN 0.02 AUFS. Ih{4
WA R RE S, S6F HR S AN DA il g i T LI 1.

2

A y B c
2 2
|
0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14 0 5 10 15 20 25 30
t/min t/min t/min

(S WG 7 T R

A - X RO YA A B (G =25 Wge mL7!, gy =10 Bge mL™'); B FEGVEREIEE (gy =10 Bge mL™'); C - KW BNE

I (Gpm =1 mge mL™' gy =10 Hgs mL™');1 - bR o RIS ;2 < TETRER 3 - 2

Fig1 HPLC chromatographys

A - chromatogram of standard sample for titanocene dichloride and intemal standard; B - chromatogram of sample; C - chromatography of related sub-

stances in sample;1 - intemal standard: ®-hypnone bromide; 2 - sample: titanocene dichloride; 3 - im purity
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Tab 1 Results for the test of classical isothemal method
W i8] /h /% lge

100 0 100.2 2.000 9
16 100.0 2.000 0

24 99.9 1.999 6

48 99.7 1.998 7

72 99.5 1.997 8

110 0 100. 2 2.000 9
16 99.6 1.998 3

24 99.4 1.997 4

48 99.0 1.995 6

72 98.8 1.994 3

120 0 100. 2 2.000 9
16 98.5 1.993 4

24 97.6 1.989 4

48 96.4 1.9841

72 94.9 1.977 5

130 0 100.2 2.000 9
16 97.5 1.9890

24 96.1 1.982 7

48 95.6 1.980 5

72 92.2 1.964 7
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