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Implementation of Enhanced QbD to Drug Product Development
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H Abstract

Lixiana tablets 15 mg and 30 mg, which are anticogulant drug, were developed by applying enhanced
QbD approach and approved in April 2011 as the first RTRT product in Japan. Critical material attributes
(CMAs) , which is so-called critical quality attributes (CQAs) of intermediate, are the component of our
design space. The CMAs are controlled during processing with PAT within the design spaces in the Lixiana
tablets. In September 2014, an additional dose strength of 60 mg-tablets due to additional indication
sNDA was approved as the RTRT product by applying the same approach as the 15 mg- and 30 mg-
tablets. A change of dissolution medium and specification for the 15 mg- and 30 mg-tablets was also
approved. Regarding the change of the dissolution medium and specification, the key success factor is
the commitment to stay with controlling the product quality also within approved design space. We
expect that the implementation of enhanced QbD enables the quality robustness, promotion of continued
process verification, and cost saving.
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