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OFFICE OF CLINICAL PHARMACOLOGY REVIEW
MEMORANDUM
(Addendum to the original review dated to 1/13/2012)

NDA:202107 Submlssmn Date: April 18, 2011

Brand Name Korlym

Generic Name Mifepristone

Reviewer Jee Eun Lee, Ph.D.

Team Leader (Acting) Jayabharathi Vaidyanathan, Ph.D.

OCP Division Clinical Pharmacology II

OND Division Metabolism and Endocrinology Products
Sponsor Corcept Therapeutics

Relevant IND, NDA NDA 20687 (Mifeprex); IND 76480 (Korlym)
Submission Type Original NDA 505(b)(2)

Formulation; Strength(s) Tablets for immediate release; 300 mg
Route of Administration Oral

Cushing's syndrome for patients who have not
adequately responded to surge

Indication

This is an addendum to the Clinical Pharmacology Review for NDA 202107 dated
1/13/2012 and includes recommendations on the sponsor’s proposed labeling.

Summary of Labeling Recommendations

‘Strikethrough red’ text is for statements recommended to be deleted and ‘blue color’ text
1s for statements recommended to be added.
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OFFICE OF CLINICAL PHARMACOLOGY REVIEW
MEMORANDUM
(Addendum to the original review dated to 1/13/2012)

NDA:202107 Submission Date: April 18, 2011

Brand Name KorlymT“

Generic Name Mifepristone

Reviewer Jee Eun Lee, Ph.D.

Team Leader (Acting) Jayabharathi Vaidyanathan, Ph.D.
Division Director Chandrahas Sahajwalla, Ph.D.

OCP Division Clinical Pharmacology I1

OND Division Metabolism and Endocrinology Products
Sponsor Corcept Therapeutics

Relevant IND, NDA NDA 20687 (Mifeprex); IND 76480 (Korlym)
Submission Type Original NDA 505(b)(2)

Formulation; Strength(s) Tablets for immediate release; 300 mg
Route of Administration Oral

Cushing's syndrome for patients who have not
adequately responded to surgery DI
Indication

Background:

Refer to Clinical Pharmacology review dated 1/13/12 in DARRTS for Clinical
Pharmacology details of mifepristone. The purpose of this addendum is to summarize the
Clinical Pharmacology related post marketing study requirement.

1. Phase IV Requirements

Mifepristone is a substrate of CYP 3A4 and its three major active metabolites are formed
via CYP3A4-mediated metabolism. Sponsor conducted a drug-drug interaction study
with cimetidine, a mild CYP3A inhibitor. There was no effect of cimetidine on
mifepristone exposure. The effect of moderate or strong CYP3A inhibitors on the
nharmacokinetics of mifenristone _has not _heen evalnated an(})qm has ploposed to
. Since ketoconazole,

nical management of

Cushing’s disease, there is a high potential of its concomitant use with mifepristone. The
degree of change in exposure of mifepristone when co-administered with strong CYP3A
mhibitors i1s unknown and may present a safety risk or deprive the patients on strong

mhibitors the use of Mifepristone due to lack of accurate knowledge of this potential drug
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interaction. Thus, the quantitative data for effect of ketoconazole on the pharmacokinetics
of mifepristone would be beneficial to the target populations. A drug-drug interaction
study with ketoconazole is recommended as a Post Marketing Requirement (PMR). The
goal of this study is to get a quantitative estimate of the change in exposure of
mifepristone following co-administration with ketoconazole. Based on the results of this
study, the effect of moderate CY P3A inhibitors on mifepristone pharmacokinetics may
need to be addressed. This will help provide more therapeutic options available to
Cushing's patients and appropriate labeling of mifepristone when co-administered with
CYP3A inhibitors.

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




