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Abstract: Objective Three known impurities of Sunitinib malate were evaluated by (quantitative) structure-activity relationship
computer model [(Q) SAR], and to study the impurity which was classified as class 3 by Ames test. Methods According to ICH M7
guidelines, two (Q)SAR prediction methodologies were applied(expert rule-based Derek and statistical-based Sarah) to assess and
classify three impurities in Sunitinib malate (impurity v-7, impurity v-1 and impurity E). Ames test was used to verify impurity E
which was confirmed as positive genotoxicity. Results (Q)SAR evaluation showed that impurity v-7 and impurity v-1 were non-
mutagenic while impurity E was positive, which was classified as class 3. The results of Ames test indicated that the number of
revertant colonies of test sample group was no more than twice of solvent control group induced revertant colonies and the test result
represented negative at doses from 8 to 5 000 pg-plate” with or without S9. Conclusion The three impurities of sunitinib malate --
impurity v-7, impurity v-1 and impurity E can be controlled as non-genotoxic impurities.
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Fig.1 Structure of sunitinib malate (A) and impurity v-7 (B), impurity v-1 (C), 1mpur1ty E (D)
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Table 2 Results of sunitinib malate impurity E Ames test
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