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2. Postmarketing Requirements and Commitments

In addition to the pediatric study requirements under PREA and the clinical pharmacology trial in
patients with renal impairment required under 505(o) noted above, the Applicant has agreed to
conduct the following postmarketing studies:

1) An in vitro study to determine the specific isozymes involved in the metabolism of eluxadoline;

2) An in vitro study to assess the time dependent inhibition of CYP3A4 by eluxadoline;

3) An in vitro study to estimate the IC50 (or Ki) value of eluxadoline with respect to P gp and
predict the in vivo relevance of this interaction; and

4) An in vitro study to evaluate the potential of eluxadoline to inhibit CYP2C8 and induce CYP2B6.

The Applicant has also agreed to evaluate the dissolution method and acceptance criterion for
eluxadoline by:

1) Re evaluating the dissolution acceptance criterion based on dissolution data collected
from at least 10 batches of commercial drug product (5 batches of 75 mg and 5 batches
of 100 mg), manufactured over a maximum period of 1 year post launch;

2) Adding a 15 minute time point to the dissolution test at time of product release and in
the stability protocol where profiles will be followed at 10, 15, 20, 30, 45, and 60
minutes; and

3) Assessing the dissolution criterion of Q= % at 10, 15, or 20 minute time points and
submitting the newly proposed dissolution criterion with supportive dissolution profile
data to the Agency for review.
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