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% DEPARTMENT OF HEALTH & HUMAN SERVICES
r Food and Drug Administration

Center for Drug Evaluation and Research
Division of Pharmaceutical Analysis

St. Louis, MO 63101

Tel. (314) 539-3874

Date: October 12, 2012

To: Caroline Strasinger, Review Chemist, ONDQA

Through: Benjamin Westenberger, Deputy Director, Division of Pharmaceutical Analysis

From: Anna Wokovich, Chemist, Division of Pharmaceutical Analysis

Subject: Crystal formation of ®@Estradiol TDDS with elevated humidity

Objective:

To determine if crystals form when the ®® estradiol transdermal drug delivery system is exposed to
elevated humidity.

Background:

ONDQA Review Chemist, Dr. Caroline Strasinger, submitted a Methods Validation Request for NDA 203-752,
Noven Pharmaceuticals’s’  ®® (Estradiol Transdermal System). The requested determinations were for
Release Liner Peel Force, Shear Adhesion, Peel Adhesion, Probe Tack, and Cold Flow. Additionally, Dr.
Strasinger requested that samples (opened and with adhesive matrix exposed) be placed in a humid environment
for 2-5 days and examined for crystals using a microscope.

Conclusions:

No crystals were observed for the ambient Day 1- Day 4 samples with their release liners on and off. No crystals
were observed for the chamber (32°C and 75% RH) Day 1- Day 4 samples with their release liners on and off.
Also, no crystals were observed for the chamber Day 1 - Day 4 samples that were in their intact pouches before
opening.

Samples/Materials:
NDA samples of 6.6 cm?, 3.3 em?, 2.475 cm?, and
systems. (See Attachment A.)

©®) @ 4 )
@ ostradiol transdermal

Experimental/Methods:

For each dosage, systems removed from their pouches with their release liners intact, systems removed from their
pouches with their release liners removed, and systems in their intact (sealed) pouches were placed in an
environmental test chamber at 32°C and 75% relative humidity for 4 days. Also, systems in their intact (sealed)
pouches were placed on the lab bench at ambient conditions.
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Each test day, the designated samples were removed from the chamber as well as the designated ambient samples
and examined for crystals macroscopically and microscopically. (See Attachment A.) After examination, the
samples were returned to their storage conditions.

Results/Discussion:

Ambient conditions ranged from 17°C-22°C and 42%-66% relative humidity (RH), and the environmental test
chamber was set to 32°C and 75% RH. No crystals were observed for the ambient Time 0, Day 1, Day 2, Day 3,
and Day 4 samples with their release liners on and off. No crystals were observed for the chamber Day 1, Day 2,
Day 3, and Day 4 samples with their release liners on and off. No crystals were observed for the chamber Day 1,
Day 2, Day 3, and Day 4 samples that were in their intact pouches before opening. For the samples that had their
release liners off, some dirt/threads from the air adhered to the adhesive. (See Attachment B.)
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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.

MICHAEL L TREHY
10/11/2012
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NDA 203752
ADDENDUM

Minivelle (estradiol transder mal system)

Noven Phar maceuticals I nc.

Caroline Strasinger, Ph.D.
Review Chemist

Office of New Drug Quality Assessment

Division of New Drug Quality Assessment ||
Branch IV

CMC Review of NDA 203752
For the Division of Reproductive and Urological Products

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




