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Conclusion and Recommendation

This is Team Leader’s memo of the New Drug Application (NDA) submission seeking approval
for bendamustine (Treanda) as the first line treatment of chronic lymphocytic leukemia (CLL)
based on one randomized study comparing to chlorambucil in previously untreated adults with
symptomatic Binet stage B or stage C CLL requiring treatment. I concur with the primary
reviewer, Dr. Tang’s conclusion that the data submitted supports the claim that bendamustine has
demonstrated superior overall response rate (OR) and progression—free survival (PFS)
compared to chlorambucil (OR of 59% vs. 26% and PFS HR = 0.52, p—value < 0.0001). Please
refer to the primary review by Dr. Tang for the details of the study and the results.

Progression-free survival was assessed by a panel of three independent expert hematologic
oncologists and also objectively calculated using an algorithm based on NCI working group
criteria. According to the sponsor, in performing the review the members ofthe independent
panel were allowed to exercise clinical judgment in determining response and did not include
bone marrow evaluations as required by the NCI working group criteria. The FDA reviewers
were able to verify the calculated response rates and PFS, but could not verify the same as
determined by the independent panel due the subjective nature of the independent evaluation.
Therefore, it is recommended that the calculated response rates and PFS estimates be included in
the product label.
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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