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The manuscript has been improved according to the suggestions of reviewers and the following
revisions have been made according to the suggestions of the reviewer:
1. The summary of the abstract has been better defined and explained.
2. Further explained the importance of ecological designs and the gap in translation from “bench
to the bedside” and strategies to avoid validity problems
3. Explained the internal validity of RCTs and translation to real world settings
4. Provided more detail on recruitment of various populations including minorities and
non-English speaking patients.
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