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December 20, 2013

JUBLIA

Efinaconazole solution, 10%

Solution

10%

Chinmay Shukla, Ph.D.

Doanh Tran, Ph.D.

Capt. E. Dennis Bashaw, Pharm.D.

Division of Clinical Pharmacology 3
Division of Dermatology and Dental Products
Dow Pharmaceutical Sciences, Inc.

077,732

Resubmission

Topical treatment of onychomycosis in adults

Background and regulatory history: Efinaconazole is a new molecular entity (NME)

and belongs to triazole antifungal drug class. The applicant is seeking an indication for
once daily topical treatment of onychomycosis in adults with 10% solution formulation of
efinaconazole. The original NDA was submitted on July 26, 2012 and this submission
received a complete response due to Chemistry Manufacturing and Control (CMC)
deficiencies on May 13, 2013 (see communication in DARRTS). The Clinical
Pharmacology program submitted with the original application was found acceptable,
provided the applicant adequately addressed the labeling comments (see Clinical
Pharmacology review dated March 07, 2013, in DARRTS).

On December 20, 2013 the applicant re-submitted their NDA to address the CMC
deficiencies. The applicant has changed the container closure system. No new Clinical
Pharmacology or Clinical trials were conducted. In the opinion of the medical officer Dr.
Gary Chiang, the steps adopted by the applicant to address the CMC issues do not
warrant any new Clinical trials. Based on this assessment, additional Clinical
Pharmacology trials will not to be needed to support an indication in adults.

Pediatric assessment: With the original NDA application, the applicant

(b) (4)

With this re-submission, the applicant has requested for a waiver in

pediatric subjects from O - 11 years old and has provided the reason of low prevalence of
onychomyecosis in this age group. The applicant has requested a deferral to conduct
pediatric assessment in subjects aged 12 to 17 years, post approval of this NDA in adults.
Along with this submission, the applicant has submitted a synopsis of the proposed
protocol (DPSI-IDP-108-P3-03), a vehicle controlled safety and efficacy trial of IDP-108
topical solution in pediatric subjects with mild to moderate onychomycosis of the
toenails. The applicant has not proposed any pharmacokinetic (PK) assessment in this

trial.
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Reviewer comments: To support an indication in pediatrics, the applicant will need to
evaluate the PK of IDP-108 under maximal use conditions in the target pediatric
population.

This NDA was presented to the Pediatric Review Committee (PeRC) on April 30, 2014.
PeRC recommended a waiver of <2 year of age group for reason that studies are
impossible or highly impractical and a deferral for >2 years of age. This
recommendation is similar to what PeRC has recommended previously for tavaborole
(down to 6 years of age) and terbinafine (down to 2 years of age). The PeRC
recommends opening up enrollment to younger ages to see whether subjects could be
enrolled. In the tavaborole and terbinafine cases, DDDP had decided to move forward
with waiver for <12 years and a decision along similar lines would likely be taken by
DDDP for this NDA. PeRC agreed with Clinical Pharmacology recommendation to add
PK assessment under maximal use conditions in a subset of pediatric subjects.

Summary of important Clinical Pharmacology findings: No new Clinical
Pharmacology trials were conducted. The original submission contained 2 PK trials, Trial
DPSI-IDP-108-P1-03 was a maximal use PK trial in adult subjects with severe
onychomycosis and Trial DPSI-IDP-108-P1-02 was conducted in healthy adult subjects.
The original NDA also contained information about drug metabolism and drug
interaction assessment. These data were reviewed with the original application (for
further information, see Clinical Pharmacology review dated March 07, 2013, in
DARRTS).

Labeling recommendations: The Clinical Pharmacology detailed labeling
recommendations were provided in the original NDA Clinical Pharmacology review (see
review dated March 07, 2013 in DARRTS). Additional labeling edits that are being
proposed in this review cycle are provided below.

With the original NDA application review, it was suggested to delete Section 7 — Drug
Interactions. In this cycle, to be consistent with other recent labels, the review team
decided to add this section and following is the addition shown as bold and underlined
text.

7 Drug Interactions

No formal drug-drug interaction studies have been conducted with JUBLIA. In
vitro studies have shown that JUBLIA, at therapeutic concentrations, neither
inhibits nor induces cytochrome P450 (CYP450) enzymes.

Reviewer comments: Other than adding Section 7 to the label, no additional edits were
made in Section 12.2 — Pharmacodynamics and Section 12.3 — Pharmacokinetics, in this
review cycle.

Recommendation: From a Clinical Pharmacology standpoint, this application is
acceptable provided the labeling comments are adequately addressed by the applicant.
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Post-marketing requirements: Pharmacokinetic assessment of IDP-108 under maximal
use conditions in sufficient number of subjects aged 12 to 17 years with moderate to
severe onychomycosis of the toenails.

Clinical Pharmacology briefing: An official briefing was not conducted for this NDA
resubmission.
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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.

CHINMAY SHUKLA
05/05/2014

DOANH C TRAN
05/05/2014

EDWARD D BASHAW
05/06/2014

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




