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Degradation products of dabigatran etexilate salts
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Abstract: Objective To study the degradation products of six different dabigatran etexilate salts under various condition and find the

correlation between selected acids and the stability of salts. Methods

Six different dabigatran etexilate salts were placed under high

temperature, high humidity or illumination for 10 d. Then, the degradation products were detailedly analyzed by HPLC and LC-MS

methods. Results Three important degradation products were analyzed, and the close relation between its generation and the structure

of selected acid was deduced. Conclusion The acid with weak reducing property, fewer oxygen-contained groups and lower pKa

could be applied to form more stable dabigatran etexilate salts.
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Fig. 1 Chemical structure of dabigatran etexilate and six

typical acids
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Table 1 Results of change in the impurities of samples
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Fig.2 Structures of three typical degradation products
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Fig. 3 Mechanism of production of impurities 1 and 2
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Fig. 4 Mechanism of production of impurity 3
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Table 2 Results of change in the impurities of samples under high temperature

- - 0 d Ff il 3 B0/ % 10 d Ff P BT %
Z&7 1 A 2 40 3 E| I 2 240 3
1 PR 1% 8 0.00 0.17 0.17 0.00 0.54 0.20
2 2l 5 R 0.03 0.03 0.08 0.74 0.34 0.90
3 IR s 0.01 0.00 0.05 0.71 0.24 0.09
4 PR 1 0.00 0.01 0.09 0.12 0.83 0.18
5 YA EN 0.05 0.45 0.12 0.43 1.41 0.33
6 L 2R 0.09 0.43 0.20 0.51 0.71 0.79
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