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B E B REEREE A RERBIRE, AL LA XY RGN ik, ik RARNEE AR FARERERG LY,
VA LA Y2 R 3tk (Surelease®) #H4T 6L R, B sk 2 BR - 45 50 R GBI, EANJRE B 7T, SR & 2048 &% (HPLC) sAam 4
BHAPH XM R, €ig4E 4 Capeell PAK MG- 11 Cis(150 mmx4.6 mm, 5 um) ; #5260, 3048 A 4 W BR 4248 7% i (pH 5.0) , i
FHAAB A P EE; AR A 1.0 mUming ZAE FEF AW 5 #4240 ,262 326 nm; HAEF A 80 pl. BRI EBLMH T, HRE
FRRRE THA XGRS H, B QR TN E, THH X P Ftem R E R E G Z MBI A 0.2~2 ng/ml(»>0.999 0),
ol FE A 0.5~1.8 ng, £ EFEA 1.7~5.9 ng, F 3 EDK F A 98.93% ~102.0% (RSD # 1.90% ~0.24% ,n=9) , #5 55 J& Fo A8 & PRI
#RSD 3T 1.0% (n=5), PrH14F60 o535 b R B MAIR & PAUEMN B 1A AR, &t R R FEREE L 258
B B S 09 HPLC 37T A T A £ el ,
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Preparation of Pramipexole Dihydrochloride Sustained-release Pellets Capsules and Related Substances De-
termination
GE Wenlan,ZHANG Genyuan(Jiangsu Provincial Institute of Materia Medica Co.,Ltd.,Nanjing 210009, China)

ABSTRACT OBIJECTIVE: To prepare Pramipexole dihydrochloride sustained-release pellets capsules and to establish_a method
for the determination of related substances. METHODS: Drug loaded core was prepared by fluid bed air suspensioncoating meth-
od, and pramipexole dihydrochloride pellets were prepared using Surelease® as coating materials and put,into (capsules. HPLC meth-
od was used to determine related substance in sustained-release pellets; the determination was performed on Capcell PAK MG- Il
Cis column (150 mmx4.6 mm, 5 um) with mobile phase A consisted of ammonium fotmate buffer solution (pH 5.0) and mobile
phase B consisted of methanol for gradient elution at flow rate of 1.0 ml/ming/diode ‘array detector was used with detection wave-
length of 240, 262, 326 nm and injection volume of 80 pl. RESULTS: s,Pramipexole dihydrochloride and 7 kinds of related sub-
stances were separated by the established HPLC conditions. The blank excipient did not interfere with the assay of the related sub-
stances. The linear ranges of 7 related substances were 0:2-2 pg/tl (#>0.999 0); the limit of detection ranged 0.5-1.8 ng, and the
limit of quantitation ranged 1.7-5.9 gswaverage recovery ranged 98.93%-102.0% (RSD were 1.90%-0.24% ,n=9). RSD of preci-
sion and stability test were all lower than'1.0% (n=5). Only one related substance was found in prepared Pramipexole dihydrochlo-
ride pellets capsuless CONCLUSIONS: Pramipexole dihydrochloride pellets capsules are prepared successfully. Established HPLC
method cansbe used for the determination of its related substances.
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Agilent 1260 series (=20 (A HE{X (36 [H Agilent A H] ) .
12 #HE5EH

ERFR YL S R IR A (FE5-: 20140101, 21 : 99.50% ) 46
PR P e AR RO 2 (51 20140601 ,20140604, 20140607,
Fikg : 167 0.375 mg) M VLI 48 25 W5 B A3 B 28 w1244
FE N H 1 4 2 E5 (HPMC E5) | & 27 4k 3 /K 43 844 (Sure-
lease®) ¥ H B8R AR A 25 FUALES (PR JRS A A] L
#% :30~35 H ) ; 2% a XJ B8 i (Rac-trans-7-hydroxy pramipex-
ole, #t'5 : H952145, 4l J&F . 97 % ) . Z% it b X f ik (Pramipexole
C-N dimer impurity, #t5 : H952140, 211 & : 98 % ) . Z% 5t ¢ % B i
(Rac-7-oxo-pramipexole, it 5 : A630480, 2L i : 96% ) . 4% )it d
Xif B8 & (Rac N-propyl-2-cyanimidopyrrolidine-5-acetic acid, it
45 : P835150, 4fifif : 98% ) (4%t e X% fitt fi [V- (aminothioxometh-
yl) -5-0x0-1-propyl-2-pyrrolidineacetamide, #t 5 : 0858940, 4}
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J:98% ) Z4JiT g X+ HA i (2-aminobenzothiazole, #it- 5 : A593500, TR e AR
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2.1.1 FIL ¥ 30~35 HIWZS AL AR R, FiEk 10
min. AR S WEE B AR 1 mm, #FXUREE 55 °C, Z1LIE T
0.4 MPa, ¥ EHEEE (40 £ 2) C, WAL RUEE 0.15 m*/min, 1§ 3
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Tab 1 Results of regression equations, linear range, limit

of detection and limit of quantitation

Fedh BlEpH r BYR, gm0 ng  EEM g
Zfa =22083+240.500 1,000 0 0.132~132 06 19
LR y=-12094+168.98x 1,000 0 0202~2.02 10 33
Rl y=-2984 1+366.50x 0.9993 0.220~220 08 26
Jfd y=-3373 6438868 09999 0.120~120 06 19
Kffie  y=18.986+203.59% 0995 0.156~156 05 17
RMRE y=-83070+467.01x 1,000 0 0246~2.67 07 23
Ky =124 6342200 1.0000 0255~2.55 18 59
228 DIRERIMCRIRE A o 2040 A0 B (29404 T
3

R TR 1 mg), 90y, 400 BT 5 mlat i b, 2 Bl A
0.5% (1144 2% Jo xt BE B 52 0.8, 1.0, 1.2 mil, A b 55 34
Jo ek e ) AR R AC I R, A 00 g TR, TSR [l
R, BRER, ZFa b d e fug BPERIARE EDER 5100
99.10% (RSD=0.20% ) . 100.5% (RSD=0.20% ) . 98.93%
(RSD=0.23% ) . 102.0% (RSD=0.21% ) . 99.71% (RSD=
1.9% ) .102.0% (RSD=0.40% ) . 100.5% (RSD=0.24% ) ,n=
9, R TR I MR BE BT, T TEATF 6 BT R
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HEZED; 2016455 27 5 311

R2 BRI RREBRBARENE XY EAGNER
Tab 2 Results of related substances in Pramipexole dihydro-

chloride sustained-release pellets capsules

A #s
b 20140601 20140604 20140607
a 0.04% 0.04% 0.05%
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¢ R i Exihi
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