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Determination of Related Substances of Pramipexole Hydrochloride by Correction Factor

LI Jingl’z, SHI Senlinl*, YANG Jibinz(l.Zhejiang Chinese Medicine University, Hangzhou 310053, China,; 2.Shanghai
Sunrise Medical Technology Co., Ltd., Shanghai 200233, China)

ABSTRACT: OBJECTIVE To develop a method for determing the content of related substances of hydrochloric acid
pramipexol. METHODS HPLC was used to establish the linear equation of pramipexole hydrochloride and its impurity A, B,
C and E. The slope of linear equation was used to determine the correction factor of impurity A, B, C and E, and the validation of
the analytical method was determined. RESULTS The correction factors of pramipexole hydrochloride impurity A, B, C and E
were 0.642, 0.999, 0.796 and 0.642, and the relative retention time was 0.703, 1.512, 1.733, 1.512. Impurity A, B and E were not
detected in 3 batches of samples, and the content of impurity C was respectively 0.013%, 0.013% and 0.012%. CONCLUSIONS
The correction factor method is viable to determine the content of related substances of pramipexole hydrochloride dihydrate.

KEY WORDS: hydrochloric acid pramipexole; HPLC; related substances; correction factor
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Fig. 1 Chemical structural formula of related substances
I-impurity; 2-impurity A; 3-impurity B; 4-impurity C;
5-impurity E.
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Flg. 2 HPLC chromatograms
I-impurity E; 2—impurity A; 3—pramipexole hydrochloride; 4—impurity
B; 5—impurity C.
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Fig.3 HPLC chromatograms of destructive test

A-JGIREUR; B-IRBEIN; C-SUIA; D-BRilR; E-mifidn, 1-EmREhi s 2-240 Ao

A—destroyed by light; B—destroyed by acid; C—destroyed by oxidation; D—destroyed by alkaline; E—destroyed by high temperature; 1-pramipexole

hydrochloride; 2—impurity A.
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Tab. 1
of 4 kinds of related substances of pramipexole hydrochloride

Relative correction factor and relative retention time

o~ MR TE R F AR R B )

S

famiks  foiplks  fomiks  fEplks  TAplks  TBiplks  FCiplks  FE/plks

1 0.642 0.999 0.796 0.999 0.702 1.513 1.731 0.522
2 0.641 0.998 0.795 0.998 0.702 1.512 1.735 0.523
3 0.643 0999 0.797 0.999 0.705 1.512 1.732 0.521
SEIME 0.642 0999 0.796 0.999 0.703 1.512 1.733 0.522

RSD/% 0.159 0.061 0.126 0.052 0.246 0.038 0.120 0.192

R2 RBENLRGH RN BT Rk R K

Tab. 2 Linear regression equation and correlation
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I C 0.487 5~3.900  Y=9.424 1X-0.4479  0.9999 £3 AR KRS R (n=9)

2R E 0.5125~4.100  Y=7.510 6X+0.0593  0.999 9 Tab.3 Results of recovery test(n = 9)
TR R 0.2980~2.384  ¥=7.501 2X+0.4415  0.999 7 ik A FUE/% B EUWHEY%  CEIE/%  E RE/%
234 WMREERRMNE B 2147 5F o 2T e e
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BRI . 2R ER R RS A0 M2 Ma) 97,59 05.45 05.77
A. B. CHME MEERTHN0.0675, 02266, M-3 97.87 96.05 95.87 95.26
0.2635, 02274 pg'L™', 235 AH 4T 341 H-1 98.98 98.47 98.01 95.43
0.022%, 0.016%, 0.017%, 0.020%; I FR 535 H2 97.06 96.58 98.06 97.54
40.0202, 0.1019, 0.1395, 0.0682 pg-L™, 4% H-3 95.70 99.21 99.46 98.53
WA ST ERA R 0.001 1%, 0.008%, 0.008%, THIE 97.35 96.78 97.33 96.35
0.006%. RSD/% 1.12 1.46 134 1.24

23.5 MUEREE AR H “2.1.47 TURRXT R
W 3, & “2.27 BUFMEEXL, PATIE 6
Wo GERFW], Z A. B. C. E KB Hiw
R IETH L RSD 43518 1.2%, 1.0%, 1.8%, 1.4%,
0.9%.

23.6 EEMERE  HUE AR (20141201),
i “2.1.07 WUFFEPATECH] 6 Ml s,

% “2.27 WUR e KRN, SR ER,

ZJfi ANBLE ARG, 245 C 197 & RSD 5 0.16%.
23.7 faEtEREe otk <2117 F 42147

T 1) 715 8 A i VA R B o IR 3, A IAE
0, 2, 4, 6, 8 24h 4% “2.27 LT ik 5 ik

R EBARRI 24525 2015 4 11 A28 32 55 114

Ve LRI Mo B A
Note: L-low dose; M—middle dose; H-high dose.
2.4 FESA YR I E

Hy R R b7 vl &R R R 2 (k5 8 20141201,
20141202, 20141203), % “2.1 17 TiF ikl &
BRI, R “2.27 TR B bR T
10 B 2 g B e R B I (R 2 £ . £
P B2 5 2R A DS T A OE i ) Vg T AR T B (TR LA
KIERF), AR KT BRI 7 vw R F 0 m FL
0.15 £5 (B 0.15%); ol B A an G A o 0 2 o 0
AR IE B F 1 2 Bsr | S0 AT R A
B SGRIEK 4.

Chin J Mod Appl Pharm, 2015 November, Vol.32 No.11 - 1369 -



T4 IUMBEREHXYAEEM=3)
Tab. 4
samples(n=3)

Content of related substances of 3 batches of

B B/%
# 5 — —
A B KR C R E BRI BZMR
20141201 KA H  KREEH 0013 RIEEH  KEH 0.013
20141202 ARt&d K&EE 0013 REH RKEH 0013
20141203 ARt d K&EE 0012 KEH KEH 0.012
3 it
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WS 2 B A3 BAL 2 S R AN SE A AR R, e REAE
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