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Preparation and Characterization of Form B of Pramipexole Dihydrochloride

HU Xiurongl, SHEN Jinl’z, WU Suxiangz, WU Jiajial’z(I.Chemistry Department of Zhejiang University, Hangzhou
310028, China; 2.College of Pharmaceutical Science, Zhejiang Chinese Medical University, Hangzhou 310053, China)

ABSTRACT: OBJECTIVE To obtain the new preparation method of polymorphic form B of pramipexole dihydrochloride
and discuss it’s thermodynamics stability and crystal structure. METHODS  Polymorphic form B of pramipexole
dihydrochloride was characterized by thermal gravimetric analysis(TGA), differential scanning calorimetry(DSC), powder X-ray
diffraction(PXRD) and single crystal X-ray diffraction(SXRD). RESULTS Preparation method, crystal structure and
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polymorphic stability of polymorphic form B of pramipexole dihydrochloride was obtained. The results showed that form B was
in the orthorhombic space group P2,2,2; with formula C;oH;9CI,N3S as the anhydrous form. Pramipexole dihydrochloride form
B was more stable than pramipexole dihydrochloride monohydrate form in high temperature condition. CONCLUSION Form
B of pramipexole dihydrochloride is anhydrous which is more stable at high temperature. Form B has good stability at high

temperature.

KEY WORDS: pramipexole dihydrochloride; polymorphic form B; crystal structure; stability
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Fig. 5 Packing of pramipexole dihydrochloride in the

polymorphic form B

®1 BRI AEBRANSERTSH
Tab. 1 Crystal data of pramipexole dihydrochloride in the
polymorphic form B

CCDC 5 973503

EES NS

7 A HE P 212121(19"%)
a/A 7.157 9(3)
b/A 7.440 1(2)
c/A 26.595 5(8)
V/A® 1416.36(8)
z 4

TR C1oH7N;3S-2HCI

deateq./mg-m™ 1.333

wmm™ 0.586

F(000) 600

Bl R 13935

Unique reflections 3237

Observed reflections 2 644(1>20)

Refinement method Full-matrix least-squares on F*
Data/restraints/parameters 3237/0/146
Goodness of fit on F* 1.002

Final R indices[I>20(I)] R1=0.040 1 wWR,=0.090 0
R indices(all data) R1=0.0520 wR,=0.1104

Largest peak and hole/e-A™ 0.205, -0.270

*2 HBRENTEBEAENHA
Tab. 2 The torsion angle of pramipexole dihydrochloride in
polymorphic form B

il A/
C10-C9-C8-N3 177.74(1) C6-C7-S1-C1 177.11(1)
C9-C8-N3-C5 ~177.65(1) C7-S1-C1-N2 0.94(1)
C6-C7-C2-C3 4.28(1) SI-CI-N2-C2  —0.79(1)
C3-C2-N2-C1 178.58 CI1-N2-C2-C7 0.11(1)
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Tab. 3 Hydrogen bonds of pramipexole dihydrochloride in
polymorphic form B

D-H:A d (D-HY/A d (D-AY/A ZDHA/(°)
N1-H11-CI2(i) 0.86 3.172(3) 132
N3-H32-Cl1(ii) 0.90 3.162(2) 164
N1-H12-Cl1(iii) 0.86 3.158(2) 159

N2-H21-Cl1 0.86 3.069(2) 168
N3-H31-CI2 0.90 3.097(2) 171

WRRARID: (1)0.5+x, 1.5-y, 1-z; (ii)-0.5+x, 1.5-y, 1.z; (iii)x, —1+y, Z.
Symmetric code: (i)0.5+x, 1.5-y, 1-z; (ii)-0.5+x, 1.5-y, 1.z; (ii)x, —1+y, z.
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Synthesis of the Degradation Impurities of Dabigatran Etexilate Mesylate

LI Zhenzhong, WU Zheng, SONG BO*, LIU Moyi(Industrial Engineering Technology Research Center for Oral Soild
Preparation of Beijing, China Resources Saike Pharmaceutical Co., Ltd., Beijing 101111, China)

ABSTRACT: OBJECTIVE To perform the quality control of dabigatran etexilate mesylate, five degradation impurities
recorded in quality specifications are prepared. METHODS Five degradation impurities A—E were synthesized from N-[[2-
[[(4-cyanophenyl)amino]methyl]-1-methyl-1H-benzimidazol-5-yl]carbonyl]-N-2-pyridinyl-f-alanine ethyl ester, via amidine
reaction, amidation reaction and hydrolytic reaction. RESULTS The strutures of five degradation impurities were established
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