Science » Technology = Quality  Regulatory « Community

Volume XLIII ¢ Issue #10

In This Issue...
PDA Cleaning Validation

Survey .................. 16
PDA Japanese Regulatory

Workshop............... 27
Trainers’ Choice Awards. . . ... 48

TRI's new facility opened in September.
Read all about it and see photos,
pages 54-57

Co-Sponsored Conference Series on

Quality Systems

3

November 1-2, 2007 | Bethesda, Maryland
December 10-11, 2007 | Dublin, Ireland

April 21-22, 2008 | Beijing, China
April 24-25, 2008 | Shanghai, China

www.pda.org/qualsys

Connecting Peaple, Science and Regulation®

PARENTERAL DL ava

THRAINING AND R

£00Z 19qwao3(]/Iaquanoy

www.pda.org/pdaletter

FDA Reps Present Five-Year Update to
GMP Initiative at 2007 PDA/FDA
Conference

1200 Professionals Attend the Conference, Exhibition and TRI Courses
Walter Morris, PDA

The U.S. FDA used the pulpit at this year’s PDA/FDA Joint Regulatory
Conference to highlight achievements and areas in need of further assessment
regarding its 2002 GMPs for the 21* Century Initiative. The various elements
of the initiative were covered during the two-and-a-half day conference, which
included 4 plenary sessions, 12 break-out sessions, 8 breakfast sessions and 11
PDA Interest Group gatherings. Quality by design, process analytical technolo-
gies, design space and quality systems as well as a bevy of compliance-related
topics dominated the agenda.

As has become the trend with this meeting in recent years, the 2007 event broke
all attendance records for the Conference, Exhibition and PDA Training and
Research Institute courses. The 1200 registrants represented the largest gather-
ing for this and any PDA event in the Association’s 61-year history. Attendees
continue to travel from all over the globe to attend, with large contingents of
registrants at this year’s conference from China, Japan, India and South Korea.
Representation from European countries has always been strong, and this year
was no exception.

Facing a standing-room-only audience at the opening plenary session of the
meeting, Program Committee Member and Session Moderator Rick Friedman,
Director, Division of Manufacturing and Product Quality, CDER, oriented
attendees to the Agency’s current activities and thinking:

“Good morning. As all of you likely know by now, in August 2002 FDA
announced a significant new initiative known as cGMP:s for the 21* Century to
modernize the regulation of pharmaceutical manufacturing and product quality.
This initiative included veterinary and human drugs and certain human biologi-
cal products, including vaccines and biotech. We've had many accomplishments
since 2002 and reported many of them in our 2004 and 2007 updates which
are on the FDA website.

continued on page 21
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April 14-18, 2008

Colorado Springs, Colorado

Conference | ApriI 14-16, 2008 The PDA Annual Meeting is the one meeting each year dedicated
to advancing the careers of pharmaceutical and biopharmaceutical

Exhibition | April 14-15, 2008 professionals by focusing program content on science and technology

Career Fair |  April 14-15, 2008
T | ApriI 17-18. 2008 advancement of science and regulation in the industry.

Highlights of this year’s conference program include:

innovation, offering extensive formal and informal networking
opportunities and providing a forum to contribute to and influence the

e The patient point-of-view and how you and your organization may
have contributed to their well-being and/or recovery

¢ Novel manufacturing technologies that enhance patient safety

e New contaminants implications, detection and exclusion
Complementing the conference are PDA Training and Research Institute
(PDATRI) training courses, an exhibition featuring today’s leading

pharmaceutical and biopharmaceutical companies, PDA's 4th Annual
Career Fair and enhanced networking opportunities.

www.pda. org/annual2008
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Do you want to take control of your Environmaontal
Monitoring oparation while improving quality,
increasing productivity, reducing costs, and
ensuring regulatory compliance?

Moda's Environmental Monitoring solution,
Moda-EM™, helps pharmaceutical Quality Control
oparations sireamline the labor intensive and
error-prong process of sampling, testing and
mionitoring the manufacturing environmeant

Moda-EM provides direct; tangible return-on-
investment by reducing the time and effort
required to execute environmental monitoring
protocols. By leveraging mobile computing
technology, Moda-EM automates your Standard
f Operating Procedures (SOPs) and ensures that
. sampling technicians do not deviate from
mandated processes, which will reduce the risk
of non-compllance.

By minimizing the amount of human affort
associated with environmantal menitoring
activities. error rates inherent in paper-
based recording, manual reconciliation
and batch data entry are significantly
reduced. Real time access to sampling
and testing information and sophisticated
reporting and trending facilities improves
management's visibility into the overall
effectiveness of their environmental
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1 8 _2 1 Fe b ru a ry 2 0 O 8 Don't miss the opportunity to learn about the fast evolving European regulatory

environment directly from regulators and industry experts who will share their

B U d a peS‘t, H un ga ry experience and knowledge. The conference agenda includes eight concurrent

sessions and three plenary sessions, covering important topics such as:

¢ Dedicated Facilities e Excipient GMP
Conference | 20-21 February 2008 « Annex 1 « Annex 2
Exhibition | 20-21 February 2008 * QP Discretion * Variations

e Atypical Actives e New Guidance
Training Courses | 18-19 February 2008 * GMP Inspections * Future of Inspections

e ICH Quality Guidance e And More...
¢ Investigational Medicinal Products

Workshop | 18-19 February 2008

Most importantly, there will be an extraordinary number of speakers from the
EMEA, the European Commission and the national authorities. Rarely have so
many officials from so many authorities across Europe committed to present
their views and participate in discussions on evolving GMPs. And never has
interaction with European inspectors been this canvenient.

See you in Budapest in February 2008!

www.pda.org/emea2008
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Editor's Message

With the last issue of the PDA Letter for 2007, I want to take this opportunity to thank the volunteer Editorial Committee for
all their help soliciting members for articles and reviewing member submissions. This was the second year in which we actively
sought member submissions for our feature articles, and we had many good ones. We owe a debt of gratitude to our authors

for taking time out of their extremely busy schedules to put their thoughts on paper for us.

Next year, we hope to have even more submissions from the membership. Our themes are as follows: January, Quality Systems
and Compliance; February, Contract Manufacturing; March, Supply Chain Management; April, Environmental Monitor-
ing; May, European Regulatory Update; June, Novel Technologies for Drug Delivery; July/August, Sterile Products/
Aseptic Processing; September, New Trends in Validation; October, Pharmacopeial Harmonization; November/December,
FDA Regulatory Update. We are also on the lookout for “Technology Trends” for the Science & Technology Snapshot. For
more information on submitting to the Letter, go to www.pda.org/pdaletter, and follow the “Authors Wanted” link on the

right-hand side.

I also want to recognize the winner of the July/August issue cover art contest, James Agalloco, a former everything at PDA.
He recognized the inside of the steam sterilization autoclave and also identified the brand! James™ prize was a one-year member-
ship renewal. A number of other contestants identified the photo successfully, and although their names were not drawn for
membership renewal, we are in the process of sending them each a consolation prize.

Finally, I want to recognize the PDA staff for continuing to support the Letter. Our science and regulatory staff introduced the
“Snapshots,” our staff in Europe brought us the new Europe Section, our membership team significantly increased the volume
of articles in their section, and TRI continued to add a personal touch to each issue.

Lastly, I want to introduce Emily Hough (pronounced Huff) as the new writer/editor for the PDA Lezter. She started with
PDA on November 12, replacing the former assistant editor, and has dived right in by writing an article on CAPA for next

month’s issue! <=

Visit www.pda.org/pdaletter

At the Letter's new website, you can read selected articles and link to the members-only archive before your hard
copy arrives in the mail! Also, you can easily submit your comments and have them published as “Letters to the
Editor.” Click on the “Authors Wanted” link to learn about upcoming topics and how to submit articles!
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2008 Aseptic Processing Training Program

The PDA Training and Research Institute’s most popular training program
returns in 2008. Held at the new PDA TRI facility in Bethesda, Maryland,
this ten-day course offers an exceptional opportunity to:

e Relate and incorporate each component of aseptic processing into
one operation for overall improved process and final product

e Describe the theory behind personnel gowning and aseptic technique
qualification to minimize risk of manual product contamination

e Develop working knowledge of component preparation and
sterilization to eliminate inherent product contamination risk

e and more!

Four 10-day sessions are being held in 2008!
Session 1:

Session 2: April 7-11 and May 5-9, 2008

Session 3: August 18-22 and September 15-19, 2008
Session 4: October 13-17 and November 10-14, 2008

CONTACT:
James Wamsley, Senior Manager, Laboratory Education | +1 (301) 656-5900 ext. 137 | wamsley@pda.org
PDA Training and Research Institute, Bethesda Towers, 4350 East West Highway, Suite 150, Bethesda, Maryland 20814 USA

PDA Training and Research Institute
w EDUCATION ¢ TRAINING ¢ APPLIED RESEARCH

PDA LECTURE TRAINING RETURNS TO CALIFORNIA!

PDA Training and Research Institute returns to California in March 2008
for the San Francisco Training Course Series with NINE industry courses:

m Problem Solving Techniques in Nonconformance Investigations — New Course!

m Bioassay Development and Validation

n Effective Application of a Quality Systems Approach to Pharmaceutical cGMPs in
Compliance with the FDA Guidance — New Course!

m Elements of Risk Management

= Auditing for Microbiological Aspects of Pharmaceutical and Biopharmaceutical
Manufacturing — New Course!

u cGMP Manufacturing of Human Cell-Based Therapeutic Products

m Fundamentals and Essentials of EU and US GMPs for APl and Biotechnology
Manufacturers

m Process Validation for Biopharmaceuticals

= What Every Biotech Startup Needs to Know about CMC Compliance

San Francisco Training Course Series Contact:

March 10-12, 2008 Gail Sherman

Kabuki Hotel (Formerly Hotel Mayuki) Vice President,

1625 Post Street Education

San Francisco, CA 94115 USA +1 (301) 656-5900 ext. 200

Tel: +1 (415) 922-3200 www.pdatraining.org/sanfrancisco
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PRESIDENT'S MESSAGE

The Power of Collaboration: My Welcoming
Remarks at the 2007 PDA/FDA Conference

I would like to welcome everyone. This is our biggest and most success-
ful meeting every year, and this year is no exception. Roughly 1200
people will be participating in the various events during the week; it is
certainly a credit to the committee and to the people who put on all the
educational events and the workshops that are coming up this week. A
look through the participant list and you will see people have come from
all over the world—a truly global event. This year in particular, we have
a lot of participants from Asia—from China, Taiwan, South Korea and
Japan. A significant number, and I think that is a credit to the program
and to the work of this particular collaboration that we have with the
FDA. I know a lot of people are here also from Europe, and I know that
is pretty typical of the participation, but the Asian participation this year
is particularly high.

Bob Myers

FDA and PDA collaborate on this, we co-sponsor it, which means, as you saw, there are a lot of people
from the FDA who participate in the organization of the program. They have a lot of input as to what
they think should be presented, and I think it is important that we provide this forum for them and
for our membership as a way to communicate to our membership and to the public in general.

We have other collaborations with the FDA, and not necessarily co-sponsored events. Most of our
meetings, even our scientific meetings, have a speaker generally from the FDA or from another
regulatory agency. This year, we do have a second co-sponsored group of meetings, our Quality
Systems meetings. And it is going to be pretty much a global presentation of this information. It starts
in November in Bethesda, Dublin in December, and Beijing and Shanghai next year, which will be
our first events in China. So that is something we are looking forward to, and I think we will be very
successful over there with the support of the State FDA in China.

We have other collaborations. It starts with the EMEA in February of next year; that’s our second
EMEA/PDA conference. It will be in Budapest. R* Nordic in Stockholm this year, Modern Aseptic
Production; we have a great relationship with R* Nordic...In November, ISPE and PharmaChemical
Ireland, we are putting on a joint meeting in Cork, Ireland. That will be on technology and the
science of sterile processing, as well as some other subjects; we will have an educational course there
also. A formulary meeting in Europe next year with USP and EDQM. Kazakhstan Inspectorate train-
ing has been going on for three years. We've trained about 250 potential FDA staff from Kazakhstan
starting in 2005. It has been a very worthwhile effort. We have exposed them to our science and the
regulations here in the United States and Europe....It has been one of our outstanding achievements
in the last few years. We have had talks with the State FDA in China, and we will probably be doing
some Inspectorate training there in conjunction with our Quality System meetings next year. <
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PDA News & Notes

TR-43 Announcement: PDA Publishes Glass Defects Technical Report

Graphical Examples of over 100 Different Glass Nonconformities Included

PDA Technical Report No. 43,
Identification and Classification of
Nonconformities in Molded and Tubular
Glass Containers for Pharmaceutical
Manufacturing, published in October
2007, provides detailed examples of
glass nonconformities for molded and
tubular glass containers. Lexicons of
nonconformities for each glass type can
be viewed on a CD that is provided
with the report.

More than 100 photos and drawings
in the lexicons demonstrate the most
commonly found nonconformities in
molded and tubular glass containers.
TR-43 is the only available best
practices guide that visually catalogs,
identifies and classifies glass defects
for molded and tubular glass for the
pharmaceutical industry.

“Technical Report No. 43 is unique,”
said Rich Levy, PDA Sr. VP of
Scientific and Regulatory Affairs. “The
visuals on the CD complement the
written report and help the reader to
accurately identify the defects. The
technical report moves the industry

closer to a harmonized best practice for
glass defect identification and control.”

The Glass Task Force:

* William Bogle, Genesis Packaging
Technologies

* Alfred Breunig, MGlas AG

¢ Adeliya Chirina, XOMA (US) LLC

* David Davidow, Gujarat Glass
International, Inc.

¢ Nicholas R. DeBello, , Wheaton
Industries Inc. (task force co-chair)

e Michael N. Eakins, PhD, Eakins &
Associates

* Jens H. Eilertsen, Novo Nordisk A/S

* Eric Engel, Pfizer Inc.

* Hans Engels, DSM Pharmaceutical
Products

* Mads Espersen, Novo Nordisk A/S

Carol Rea Flynn, Gerresheimer

Glass, Inc.

* Kristy D. Fraizer, Baxter
Pharmaceutical Solutions LLC

* Raymond P. Godlewski, Sr., Baxter
International

* Stephen W. Goodsir, Wyeth, retired

Richard M. Johnson, Fort Dodge

Animal Health (task force co-chair)

October Top 10 Bestsellers

1. Bioprocess Validation: The Present and Future New

By Trevor Deeks, PhD

Item No. 17248, PDA Member $225, Nonmember $279

. Successfully Validating ERP Systems (and other large, configurable applications)

By David Stokes

Item No. 17245, PDA Member $250, Nonmember $309
. Encyclopedia of Rapid Microbiological Methods, Volume I, Volume Il and Volume llI

Edited by Michael J. Miller, PhD

Item No. 17252, PDA Member $730, Nonmember $899
. Microbiology and Engineering of Sterilization Processes, Twelfth Edition 2007

By Irving J. Pflug, PhD

Item No. 13008, PDA Member $225, Nonmember $275
. Proceedings from the PDA Workshop on Mycoplasma Contamination by Plant Peptones

Edited by Barbara J. Potts, PhD

Item No. 13007, PDA Member $250, Nonmember $300
. Pharmaceutical Quality Control Microbiology: A Guidebook to the Basics

By Scott Sutton, PhD

Item No. 17242, PDA Member $210, Nonmember $260
. Environmental Monitoring: A Comprehensive Handbook, Volume I, Volume Il and Protocol CD

Edited by Jeanne Moldenhauer, PhD

Item No. 17239, PDA Member $530, Nonmember $659
. Risk Assessment and Risk Management in the Pharmaceutical Industry: Clear and Simple

By James L. Vesper

Item No. 17219, PDA Member $235, Nonmember $289
9. PDA Archive on CD-ROM — PDA Archive Retrieval Index -
Item No. 01101, PDA Member $395, Nonmember $590
10. Practical Safety Ventilation in Pharmaceutical and Biotech Cleanrooms

By Bengt Ljungqvist and Berit Reinmuller
Item No. 17233, PDA Member $250, Nonmember $309

¢ Jan Gunnar Jorgensen, Novo
Nordisk A/S

Nadir Lahmeur, Saint-Gobain
Desjonqueres

Alessandro Landi, Nuova Ompi
Gerhard Mayer, Nuova Ompi

e Sarvang Mishra, Wyeth

Tony Perry, Schott North America, Inc.
Scott Ramseyer, CSL Behring

¢ Diane V. Rimer, Baxter Healthcare
Mark Sanne, Alcon, Inc.

* Suzanne Seeley, Merck & Co., Inc.
Lauren Shamitz, Massachusetts
Biologics Laboratories

Mike Silvola, Hospira, Inc.

Bruce D. Smith, Genesis Packaging
Technologies, retired

Edward J. Smith, PhD, Wyeth
Franco Stevanato, Stevanato Group
Robert W. Swift, Amgen Inc (task
force co-chair)

Lynn Torbeck, Torbeck & Associates
Hans Woerder, Hawe Packing
Consulting

Kirk Wolff, Eli Lilly and Company
Andrew Yao, Schering Plough
Corporation

PDA

Parenteral Drug Association
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PDA's Ambitious Sci-Tech Agenda

Vincent Anicetti, Genentech, Inc. (from remarks made at the PDA/FDA Conference)

One of the things we try to do and are committed to as a Board is to make sure that we are listening to
the membership. Over the past couple of years, through surveys and other forums, we've heard loud and
clear that PDA needs to be focused, first and foremost, on science and technology and best practices,
and let that drive our position on regulation, operational procedures and other aspects of our business.
John Shabushnig has led the strategic planning committee effort over the last couple of years for PDA,
and I'm very excited about some of the investments that we will be making to ensure that we remain a
preeminent scientific organization.

The first is that we will be investing more funds and effort into our Journal of Pharmaceutical Science
and Technology. You will see that more articles will appear in the Journal in upcoming years. We will be
putting more effort in turning around those papers as quickly as possible.

Second is an effort to produce more and more timely Technical Reports. PDA Technical Reports are a
great asset to many of us when we are thinking about developing operations and the best procedures

for doing so. We have a goal of producing a technical report every two months. So we have a goal to
produce six to eight per year. We also have a goal to make these consensus documents. And that is not
consensus in terms of compromising the science and technology, rather it is consensus with the goal of
making these global documents. We are a globally regulated industry, and we want to make sure that the
documents we produce reflect the best thinking on the part of the major regulatory agencies. We've done
a terrific job of that with two recent documents that were published, Technical Report No. 39, guidance
for temperature controlled medicinal products, and our revision of Technical Report No. 1, moist heat
sterilization.

As Bob mentioned, we also have a very ambitious program for scientific meetings. In the next year we
expect to have 14 major scientific meetings in various regions of the globe. <@

Technical Report

In Global Review: Drafis of the following TRs are under review by the global PDA membership. To learn
how to comment on any one of the drafts, contact Genevieve Lovitt-Wood at gilovitt@mindspring.com.

* Reprocessing of Biopharmaceuticals

In Edit: After global review, task forces responsible for the TRs consider the feedback received. TRs then
undergo final technical editing.

* Biological Indicators for Sporicidal Gassing Processes: Specification, Manufacture, Control and Use

e TR-14 (Revised 2007), Validation of Column-Based Separation Processes

e TR-15 (Revised 2007), Validation of Tangential Flow Filtration in a Biopharmaceutical Application
e Microbial Data Deviations

In Board Review:

Following technical editing, TRs are reviewed by PDASs advisory boards (SAB, BioAB). Iflwhen approved,
the PDA Board of Directors (BoD) makes the final decision to publish or not publish the document as an
official PDA TR.

* TR-26 (Revised 2007), Sterilizing Filtration of Liquids

* Quality Risk Management for Aseptic Processes

e Filtration of Liquids Using Cellulose-Based Depth Filters
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Leadership

Call For Authors

The following task forces are forming. Contact
Genevieve Lovitt-Wood, gilovitt@mindspring.com,
if you are interested in participating. You will be
asked to present a CV prior to being selected for
the task force.

* Disposable Manufacturing Technology Task Force
Chair Robert Repetto, Wyeth

* Analytical Methods for Biopharmaceuticals Task
Force
Co-Chairs Nadine Ritter, PhD, Biologics Consult-
ing Group, and Gautam Maitra, AC Immune

* Analytical Methods Development
Chair Steffen Krause, Favrille.

Call For Reviewers

The following in-process technical reports will be
undergoing public review. If you are interested

in participating in helping PDA strengthen these
reports, please contact Genevieve Lovitt-Wood,
gilovitt@mindspring.com.

* Reprocessing of Biopharmaceuticals —
Target Review: December 2007
* TR-3 (Revision), Dry Heat Sterilization and
Depyrogenation — Target Review: March 2008
o Steam in Place — Target Review: March 2008

* Moist Heat Sterilizer Systems —
Target Review: March 2008 <=

In
Dispelling Validation Myths for Bioprocesses

Based on material from Bioprocess Validation: The
Present and Future, by Trevor Decks, PhD, Emergent
Biosolutions

Process validation (PV) is generally considered as the
demonstration that a process works. For a process to
work effectively, safely and consistently, it must be
executed within an environment that supports those
goals—in other words, within a “quality assured”
GMP-compliant environment. It is worth noting
here that a true GMP-compliant environment is not
one simply where the paperwork supports that claim,
but one in which it is true in practice. For too long
the pharmaceutical and biopharmaceutical industries
have been driven by the dogma that “if it isn’t
documented, it didn’t happen.” There are many situa-

continued on page 12

Task Force

The Technical Report No. 30, Parametric Release
of Pharmaceuticals Terminally Sterilized by Moist
Heat Revision Task Force met at the PDA headquar-
ters in Bethesda, Md., on Nov. 1 to review content
drafted to date. Discussions centered on the sensitivity
and statistical applicability of the sterility test for the
evaluation of terminally sterilized products given the
low probability of contamination as noted by USP.

The Technical Report No. 3, Dry Heat Sterilization
and Depyrogenation Revision Task Force held

a development meeting at PDA headquarters in
Bethesda, Md. on Sept. 27 to review the draft revision
of the technical report. Approximately 80% of the
revised document is completed. Task Force members
identified several benchmarking questions during the
Sept. meeting for presentation at the PDA Technical
Reports: A Sneak Peek conference on November 5 at
Amgen’s headquarters in Thousand Oaks, Calif. Task
Force Co-Chair Peter Lee, Amgen, will represent the
group during the Sneak Peek workshop and will solicit
feedback from workshop attendees. The team will meet
again to review the completed first draft in January
with the goal of releasing the document for PDA peer
review in March.

The Risk Management for Aseptic Processes Task
Force met at Wyeth, September 17-18, to address and
incorporate comments received during global review
of this technical report. The team spent a great deal
of time examining the qualitative and quantitative
model examples given in the report to ensure they
were illustrative of a practical application of risk
management concepts provided in the technical report
without prescription regarding aseptic processing.
Ruhi Ahmed, BioMarin, will present the technical
report draft at the PDA Technical Reports: A Sneak
Peck conference, Nov. 5 at Amgen’s headquarters.

The TR-14, Validation of Column-Based Separation
Processes, Revision Task Force met at PDA headquar-
ters Sept. 20-21 to address and incorporate comments
received during global industry and regulatory peer
review of the revised draft report. Task Force Co-Chair
E.]J. Brandreth, Favrille, agreed to present the draft at
the PDA Technical Reports: A Sneak Peek conference.

The Steam in Place Task Force held a development
meeting Sept. 23 prior to the PDA/FDA Joint
Regulatory Conference in Washington, D.C. In
attendance were Task Force Chair Kevin Trupp,
Hospira; Jose Goin, Genentech; Martin Kern,
Octapharma; Genevieve Lovitt-Wood, G.I. Lovitt;

continued on page 14
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tions where the documentation belies
the real situation. Perhaps the true
measure of a GMP-compliant environ-
ment should be defined by another
idiom, “If it works correctly every
time, then it must be validated”—or,
“If it delivers a product that is fit for
purpose, then it is truly compliant.”

The key question now becomes, “How
do we monitor or measure the success
of a process?” Indeed this provokes
some heretical thoughts—perhaps the
documentation is not quite so impor-
tant after all. Bug, is this such a heresy?
If we are able to scientifically demon-
strate that the process consistently
delivers a product fit for purpose, we
must be doing something right and

we must be employing good practices.
Regardless of historical practice, it is
the scientific demonstration of good
practices that matters, not the overzeal-
ous generation of documentation.
This also has been recognized in recent
policy statements by the U.S. FDA

on “risk-based approach” and process
validation."? Only in this way can the

pharmaceutical industry move forward.

The demonstration of fitness for
purpose of the product is an extremely
difficult challenge in biologicals
processes, and for these technologies
more than any other, we need to

be clear-minded about how we can
substantiate the capability of a process
to deliver a suitable product. The
problem with guidances on GMP
compliance is that they start from

the principle that one rule fits all
circumstances. This is certainly not the
case for biological processes.

Thus, the main objective of process
understanding studies should be
establishing the capability of the
process to deliver a product that is

fit for purpose. End product testing
of biological products may be a very
poor indication of fitness for purpose,
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when compared with products from
synthetic chemicals. This is mainly

due to the lack of specificity, accuracy
and precision of many of the analytical
methods employed, but it is also due to
the fact that the primary structure of a
large molecule does not confer activity.
It is the tertiary structure that counts.

The need for three
conformance/
consistency batches is
the first “sacred myth”

that must be dispelled.

However, when this analytical informa-
tion is combined with the large volume
of in-process testing data, the product
characterization testing performed,

and a good understanding of how the
process control parameters can affect
these data, an overall pattern of process
understanding starts to emerge.

This book attempts to address how
this process understanding can be
obtained and what part it plays in

the overall process validation effort
required to register a new product or
process. In our fast-moving pharma-
ceutical environment, in which health
economics, safety and profitability
place competing demands upon the
industry, the need for safer medicines
and better treatments of resistant
illnesses dictate that the industry must
develop manufacturing processes

and validate them in a quicker, more
cost-effective and better way than it
does at present. The tools for this are
becoming more readily available and
the regulatory environment is changing
to permit this, despite the skepticism
that persists about the rate of change.
The application of risk management,

process analytical technology (PAT)
and the proposals concerning “design
space™ are opening up new oppor-
tunities to move forward. This book
examines the current norms and status
of bioprocess validation—norms and
expectations which are changing. They
are moving away from the concept that
three conformance batches signifies a
robust, validated process and towards
a concept that the understanding

of the process and the limits within
which it needs to be controlled are the
most important factors in establishing
process robustness, ensuring consis-
tency, and thereby assuring product
quality. An attempt is also made to
define what is needed in the future to
demonstrate robustness. This is not just
a “wish list.” Examples are taken from
a large portfolio of industry experience
to show how some of these innovative
approaches are already a reality.

This change of approach needed must
also be accepted by the regulators.

The pharmaceutical industry needs to
educate the regulators about what is
now possible with PAT and convince
them that this is the way forward.
Some regulators do not need too much
convincing and the change of approach
is already starting to take place. It is
often limited by the rate at which new
technologies are able to develop, but it
is clear that the approach to validation
in the future will be very different.

The need for three conformance/
consistency batches is the first “sacred
myth” that must be dispelled. What

do these batches tell us that we do not
know already? The answer quite often
is “very little.” This is particularly true
if there is already a good understanding
of process capability before the consis-
tency batches are started. In many cases
the consistency batches are there to
prove what we already know and this

is not quite the same as validation. If

continued on page 14
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In Print, continued from page 12

we already know something, and have
demonstrated it by scientific studies,
then it is already validated, and to prove
it again is a duplication. Three batches
have never demonstrated consistency.
This approach has no statistical signifi-
cance and is commonly misleading,
since it can give a false sense of security
that the process works, only to discover
that a few batches later problems occur
with the process, indicating that it is
not under control and does not work
consistently. Validation is therefore
becoming more closely linked with
process development and process
understanding studies. Such studies are
often aimed at “finding out,” but often
result in a demonstration of consistency
for a particular process step. Finding out
cannot be associated with predefined
acceptance criteria, but the knowledge
gained needs to be applied appropriately
to the control of the process. These
studies are becoming increasingly
important. This book examines the
changes taking place within the
industry, starting with the traditional
approach and culminating in the new
concepts now being promoted—the
present and the future.
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Task Force Update, continued from page 11

Anton Ponomarenko, Bayer; Randy
Wilkins, Millipore; Garth Corkill,
Pall; and Dave Adams, Baxter. The
Task Force reviewed the first draft
(75% complete), ensuring points of
consideration for both sterilization and
sanitization of SIP were addressed as
applicable. The team targeted comple-
tion of the first draft by December
and agreed to meet that month at a
Genentech facility in Vacaville, Calif.

The Moist Heat Sterilizer Systems
Task Force held a development
meeting Sept. 26 at the PDA/FDA
Joint Regulatory Conference. Task
Force Co-Chairs Chris Smalley,
Wyeth, and Ron Nekula, Bayer,
were joined by Matt Hofacre,

Steris; Kimberly Brown, Amethyst;
Charles Buckle, Johnson & Johnson;
Michael Guyader, Lonza; Genevieve
Lovitt-Wood, G.I. Lovitt; Anton
Ponomarenko, Bayer; and Cody
Riley, Amgen. The team addressed
document organization and the level

of detail needed to provide useful
global guidelines on best practices
without prescription. This TR is being
developed as a companion document
to TR No. 1, and will address IQ/OQ
and surrounding activities of moist
heat sterilizer systems. The Task Force
resolved to meet again to review the
completed first draft in January 2008 at
a Steris facility in Laguna Hills, Calif.

The TR-26, Sterilizing Filtration
of Liquids Draft Revision Task
Force was represented by Co-Chairs,
Paul Stinavage (Pfizer) and Maurice
Phelan (Millipore) at the PDA
Filtration Interest Group Session

at the PDA/FDA Joint Regulatory
Conference. The co-chairs presented
an update on the draft report with

a request for feedback. Task Force
member Jean Bender, Genentech
agreed to present the draft at the
PDA Technical Reports: A Sneak
Peck conference. <
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PDA Survey on Analytical Methods for Cleaning Validation

Destin LeBlanc, Cleaning Validation Technologies

PDA conducted an online survey

on the topic Analytical Methods for
Cleaning Validation during the summer
of 2007. This is the second of a

series of surveys PDA is conducting
on cleaning validation practices.

The survey was designed by a team
comprised of Destin LeBlanc,
Cleaning Validation Technologies; Liz
Dallison, Pfizer; Jennifer Carlson,
Genentech; and Paul Pluta, Abbott.

The results of the 2007 survey are
summarized below. Some of the
responses in the results totaled more
than 100% because more than one
response was allowed per participant.
Note that while there were a total

of 83 valid participants, not all
responded to every question. Unless
otherwise specified, the percentages are
percentages of those who responded

to that specific question. In addition,
some questions had the option of
Other, with the opportunity to write
in a response. Other responses we
considered to be informative have been
included in the summary below.

Survey Participation

83 respondents participated, with
68% from North America, 19% from
Europe and 13% from other locations.
Participation by department was as
follows: 31% from Validation, 23%
from Quality Control/Analytical
Support, 18% from Quality Assurance,
7% from Production/Manufacturing,
2% from Regulatory, 1% from
Engineering and 17% from ozher
departments.

By facility type: 67% were part of a
multinational company, 12% were the
sole manufacturing location for their
company, 7% were part of a regional
company, 7% were contract manufac-
turers and 6% were other. There were
no responses from virtual companies.

By type of product: 64% made
finished drugs, 43% made APIs,

7% made combination drug/device

products and
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Manufacturing Methods for APIs

By manufacturing method for APIs:
69% used organic synthesis, 56% used
biotechnology processes, 8% used
natural products extraction and 8%
had other responses.

Analytical Methods for APls

For measurement of residues of the
API in API manufacture, 40%
preferred a specific method, 33%
preferred a non-specific method, 26%
used either specific or non-specific
methods, depending on which was
most appropriate and 2% had an ozher
response.

For measurement of residues of
aqueous cleaners in API manufacture,
13% preferred a specific method,

54% preferred a non-specific method,
and 26% used

presumably meant they used water
alone for cleaning).

For measurement of residues of
solvents in API manufacture, 29%
preferred a specific method, 10%
preferred a non-specific method, 26%
used either specific or non-specific
methods, depending on which was
most appropriate, 35% did not
measure residues of solvents (presum-
ably because the solvent were volatile),

and 3% responded other.
Methods for Drug Products

For measurement of residues of the
small molecule APIs in drug product
manufacture, 66% preferred a specific
analytical method, 7% preferred a
non-specific analytical method, 23%
used either specific or non-specific
methods, depending on which was most
appropriate, and 4% responded ozher.
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For measurement of residues of large
molecule APIs in drug product
manufacture, 30% preferred a specific
analytical method, 50% preferred

a non-specific analytical method,

and 20% used either specific or
non-specific methods, depending on
which was most appropriate. This shift
from the responses for small molecule
manufacture is as expected because

of degradation of proteins in biotech
manufacture.

For measurement of residues of
cleaning agents in drug product
manufacture, 31% preferred a specific
analytical method, 49% preferred a
non-specific analytical method, 15%
used either specific or non-specific
methods, depending on which was
most appropriate and 5% responded
other. This balance between specific
and non-specific methods was very
similar to the balance for large
molecule APIs in finished drug
manufacture.

Use of HPLC

Of respondents who used HPLC as an
analytical method for APlIs, 30% stated
they always used HPLC, 40% stated
they usually use HPLC, 6% rarely used
HPLC because of degradation of the
residue in the cleaning process, 21%

FIGURE 4
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Use of FTIR and lon Mobility

Figure 2 shows the variety of responses
for the technology involving use of
FTIR with a fiberoptic probe. Figure 3
displays the variety of responses for ion
mobility technology.

Analytical Methods by Residue Type

Figure 4 gives the analytical
methodologies used by respondents
for measuring residues of small

molecule APIs (which could be
either in API synthesis or in finished

drug manufacture). HPLC, UV/

Vis, and TOC were the predominant
technologies used. Almost every
respondent (98%) used HPLC. Other
responses included gravimetric (two
responses), ICP/MS, GC and TLC.
Note that the totals exceed 100%
because of multiple methodologies
used by most respondents.

Figure 5 gives the analytical method-
ologies used by respondents for
measuring residues of large molecule
APIs (which could be either in biotech
bulk manufacture or in finished drug
manufacture). TOC was the predominant
methodology, followed by total protein
and ELISA. Other responses included
gravimetric. Note that the totals

exceed 100% because of multiple meth-
odologies used by some respondents. »
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Figure 6 gives the analytical
methodologies used by respondents
for measuring residues of cleaning
agents/solvents (which could be either
in API manufacture or in finished
drug manufacture). TOC was the
predominant method, followed by
conductivity, pH and HPLC. Other
responses included surface tension,
gravimetric (two responses) and air
monitoring for odor.

Drivers for Method Selection

Figure 7 gives the drivers (reasons) for
analytical method selection. Although
sensitivity (detection or quantitation
limit) had the largest percent of
responses, all choices received signifi-
cant responses. Other included cost,
robustness and method developed by
product development.

Analytical Method Validation

For validating analytical methods,
72% used ICH Q2 principles, 48%
validated a method even if it was a
USP or pharmacopeial method, 15%
did not validate methods if they were
USP or pharmacopeial methods, and
6% listed none of the above.

FIGURE 6

PDA Letter * November/December 2007

For selecting the FIGURE 7

linear range for

validation, 57%

used a range of

about 50-150% of Dther
the residue limit, Anesisbie marumenlation
20% used about Sty
10-100% of the Belectnity
residue limit and Eass of dialigiment
9% used about Mas i
1X-8X of the

quantitation limit. b greradeiin b
Other responses

included a variety

Drivers for Selection
o m 4“0 &0 ] 1600
Percent esponses

of ranges from
2.5% to 1,000% of the residue limit.

TOC Issues

For analytical method validation

for TOC, 58% performed method
validation as they would for a specific
method, 8% did not perform a separate
validation because TOC is a pharma-
copeial method, 32% performed
limited validation such as precision and
accuracy and 2% responded other.

For systems suitability for TOC for
residues, 52% performed systems
suitability before each set of samples,
11% performed it at least once a week,
24% performed it less frequently than

Metheads for Cleaning Agents/salvents
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every week and 9% responded other.

For the use of online TOC for
validation protocols, 78% used lab
instruments only for protocols, 13%
used online TOC for rinse samples
only, 9% had evaluated online TOC
and were not satisfied with it, and 7%
had ozher responses such as currently
evaluating online TOC.

Considerations in Evaluating Responses

While this survey is not scientific in

its selection of respondents, it does
provide some basic information on
current practices in analytical method
use in pharmaceutical manufacturing.
Note that these questions were asked
in the context of analytical methods for
cleaning validation, and answers might
not apply to those same analytical
methods used for other purposes.
Caution should be applied in using
this data. For example, in the responses
on linearity ranges, the majority uses a
range of 50-150% of the residue limit.
While this range may be appropriate
for an active in a product assay
(50-150% of the specification), it may
not be the best range for a cleaning
validation residue limit, where the
limit is not the target value, but the
upper limit. However, in the selection
of analytical methods, it should be
recognized that no one method is ideal.
The most important thing is that the
method is validated and appropriate for
its intended purpose. <
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FDA Reps Present Five-Year Update to GMP Initiative at 2007 PDA/FDA Conference, continued from cover

“But the implementation stage contin-
ues, and that will be clear over the next
three days as most of the presentations
you see will refer to FDA’s ongoing
efforts to develop new quality manage-
ment systems that encourage better
product development, a modern
pharmaceutical quality system, and
early industry adoption of beneficial
technological advances.”

One element of the initiative that has
surfaced as the linchpin for moving
industry into a new paradigm of quality
manufacturing, is “Quality by Design”
(QbD). The three speakers in the
opening plenary session spoke on QbD.

FDA’s Helen Winkle, Director, Office
of Pharmaceutical Science, CDER,
gave the keynote presentation, “Imple-
menting Quality by Design,” in which
she addressed:

* Why quality by design?

* Where are we in preparing for
quality by design in CMC review
programs?

* Opportunities and challenges

Picking up from Friedman on the
cGMP initiative as a whole, Winkle
commented, “Sitting in this room
gives me a little bit of nostalgia,
because as Rick said, in August 2002
we started the cGMP Initiative for the
21 Century, and our first workshop
was actual held in this room in April
of 2003....Here we are less than five
years later, and I think we've made

a tremendous amount of progress.
We've made a lot of progress with the
GMPs, making changes and such, but
we've also made a lot of progress in the
review side...and as Rick said, quality
by design.”

In discussing “why quality by design?”
Winkle reviewed many of the now
familiar problems with the current
paradigm for manufacturing design
and control. These problems include
low-tech manufacturing controls,
high rates of rejects and waste, limited
capabilities to predict impact of scale

on final product, inability to analyze or
understand root causes of manufactur-
ing failures, and little emphasis on
manufacturing. The downside of

these problems includes high cost of
manufacturing, inefficiencies, drug
shortages, technological stagnation,
and a need for intensive regulatory
oversight.

Winkle noted that the
CMC pilot has given
FDA great insight
into the capabilities of
companies in designing
manufacturing and
control strategies.

Quoting FDA Deputy Commis-
sioner and Chief Medical Officer Janet
Woodcock, Winkle explained that

the whole purpose of the 2002 GMP
initiative is to achieve the “Desired
State”: A maximally efficient, agile,
[lexible pharmaceutical manufacturing
sector that reliably produces high quality
drug products without extensive regula-
tory oversight—a goal, Winkle noted, is
“a mutual goal of industry, society and
the regulators.

5 QbD Submissions Approved in CMC Pilot

While all three groups might desire
QbD, “implementation of quality

by design is really in the hands of
industry,” stressed Winkle. “You are the
ones who have to take those concepts
and incorporate them into your
application.”

On the other hand FDA must be
“prepared to review them. We have to
have the science and knowledge to be
able to do adequate reviews on this
information and to provide you with
additional information to help you.”

And CDER’s Office of New Drug
Quality Assessement (ONDQA) has

been working hard over the last two

years to gear up for the New QbD
submissions in the event that such
submissions someday start pouring
in. ONDQA has received a limited
number of new drug applications
with QBD under a pilot program for
the Chemistry, Manufacturing and
Control portion of the NDA.

“We asked the companies to submit
information on quality by design
and really try to have a quality by
design application,” stated Winkle.
“We received in total a request for

11 applications to come in under the
pilot. We have reviewed five of those
and approved them.”

Winkle noted that the CMC pilot

has given FDA great insight into the
capabilities of companies in designing
manufacturing and control strategies.
“When we started this initiative we
really didn't know a whole lot about
what the companies had as far as
pharmaceutical development informa-
tion. And we've learned a lot about
their capabilities [through the pilot].
We've also learned a lot about how they
do their manufacturing and about what
some of the issues with manufacturing
are. We hope very soon to have a
workshop on the lessons we learned to
help other companies in moving down
the path of quality by design. But we
are still in the process of evaluating that
information.”

Right now, ONDQA is working to
implement post-market plans for
supplemental filings for companies that
are approved for QbD applications.
“We'll have some kind of plan, what
we've been calling the regulatory agree-
ment, for those companies so that they
will know specifically what they need
to submit and what they don't as far as
supplements,” Winkle explained. “Then
we'll have a really good look at what
their risks are and base that decision on
those risks in that post-market plan.”
She added, “We're even looking to
make this available for companies that
don’t do quality by design.”
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Table 1: Traditional Pharma Lifecycle vs. QbD — From Helen Winkle's Slides, 2007 PDA/FDA Conference

ASPECTS

TRADITIONAL

QbD

Pharmaceutical Development

Empirical; typically univariate experiments

Systematic; multivariate experiments

Manufacturing Process Fixed

Adjustable within design space; opportunities for
innovation (PAT)

Process Control

In-process testing for go/no-go; offline analysis w/ slow response

PAT utilized for feedback and feed forward at
real time

Product Specification

Primary means of quality control; based on batch data

Part of the overall quality control strategy; based on
desired product performance (safety and efficacy)

Control Strategy

Mainly by intermediate and end product testing

Risk-based; controls shifted upstream;
real-time release

Lifecycle Management

Reactive to problems & 00S; post-approval changes needed

Continual improvement enabled within
design space

QbD Picture Becoming Clearer

After several years of discussing

QbD, FDA is now giving a clearer
explanation of the differences between
the new paradigm and the traditional
test-to-control system.

Winkle highlighted the differ-

ences during her talk, prefacing the
discussion with the caveat, “it is not
mandatory to do quality by design.”
However, she said, FDA does believe
that “quality by design is going to lead
you and FDA to a much better system
of regulatory review. It is going to
simplify that system, and it is going to
give the companies much more control
over the quality of their products.”

The comparison presented by Winkle
was broken down into the various
aspects of the product lifecycle (see
Table 1). Starting with pharmaceutical
development, Winkle explained that
traditional development is empirical.
Under QbD, “we are really looking

at systematic development of your
products through multivariate
experiments.” Whereas a traditional
manufacturing process is fixed, “we
hope under quality by design it will be
adjustable within the design space. And
you will have a lot of opportunities
for innovation here where you can
change your product, where you can
do process analytical technologies and
analyze right online your product.”

Today’s process control involves the use
of in-process testing for “go or no-go”;
under QbD, “we are hoping you will be
able to utilize information that you get
from the feedback using PAT or some
other system, and take that information
and feed it forward at real time.”

Specifications under QbD will move
from sampling being set for quality
control to being “part of the overall
quality control strategy and based on
desired product performance (safety
and efficacy).” The control strategy
will evolve from intermediate and
end-product testing to upstream,
risk-based controls. “One of the things
that I'd like to say here,” Winkle
commented, “that really is sort of

the basis for quality by design—to
build quality and not test it in. This is
really part of what we are looking for.
In traditional we do a lot of testing

to make sure our product is okay, if
not we throw it away. Under control
strategies for QbD, it is risk-based
and controls are shifted upstream for
real-time release.

“And last of all,” she continued, “the
lifecycle management: in the tradi-
tional we were reacting to problems,
and we handled those problems based
on how severe they were basically with
post-approval changes needed. Under
the new QbD, what we are hoping

for is continual improvement, where

you will have a design space or an area
where you have a safety to do anything
you want to that product because you
will completely understand that area
within the design space and what any
changes will do to affect it.”

Abbott Shares Advantages of Process
Data Management

Two industry representatives gave their
perspective on QbD following Winkle’s
talk: Amgen’s Anurag Rathore, PhD,
Director, Process Development, and
Abbott’s Azita Saleki-Gerhardt, PhD,
Division VP for Manufacturing
Science and Technology.

Saleki-Gerhardt explicated several
“tools” used by her firm to implement
QbD: process data management, first
principles, six sigma/lean, design of
experiments, risk management and
mechanistic studies. While each tool
is of equal importance, Saleki-
Gerhardt’s talk demonstrated the
criticality of a strong process data
management system to the entire QbD
program.

Consolidation of information from

the entire manufacturing process,
including raw material and in-process
and analytical testing, opens the door
to greater process understanding and
continuous improvement. “This ability
to consolidate and have it available
electronically gives the scientists and »
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engineers significant ability to see the
product performance, and it really
saves them a lot of time to be able
to react to the issues and also to be
able to do continuous improvement,”

explained Saleki-Gerhardt.

“You can use the standardized tool set
[visualization, analysis, business logic]
to do automated trending, ad hoc

reporting and advanced analysis,” she
added (see Figure 1).

Abbott reaps a number of advantages
from this consolidated system:

* Complete investigations more
quickly and thoroughly: “Instead
of spending through the paperwork
and trying to find the data, the data
is available to the scientist online.”

* Improve process robustness: Justify
specification limits and testing
criteria.

* Proactive trend monitoring and
automated “dashboards”: Early fault
detection; automated yield and cycle
time reporting; summaries of testing
results/conformance for analysis

* Continuous improvement enabler

* Annual reporting: Extracts facilitate
Annual Product Reviews and Facility
Audit Reports

Saleki-Gerhardt shared an example of a
continuous improvement to a dissolu-
tion specification resulting from the
use of this system to identify a trend
and a six sigma approach to solve the
technical problem.

The firm took a close look at dissolu-
tion data for 243 lots of a certain
product and identified an upward
trend. While the firm spotted the trend
prior to the point of failure, but it
“really didn’t have an idea what was the
root cause for this upward trend,” said

Saleki-Gerhardt.

“What we found out as a result of
that,” she explained, “was that the root
cause for the upward trend was related
to the raw material property change. So
even though the raw material met »
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the specification, some internal proper-
ties had changed to a point that it had
the product impact and caused the
upward trend in dissolution.”

To find the problem, she stated that

a six sigma process was launched.

This six sigma approach is defined in
Figure 2 (see page 24). To correct the
situation, Abbott worked with the raw
material vendor and defined a “new
design space” and performed a new
characterization. “The specification was
filed, approved and implemented, and,
as you can see from the result [Figure
3, see page 24], the dissolution was
realigned with what we would expect.

“The power of this is actually looking
at the data before actually you have an
issue, looking if there is a trend, and
going back and correcting.”

Saleki-Gerhardt also touted the “power
of PAT,” noting its applicability

at various levels. “We can do it in
development when we identify our
critical process parameters, during

the scale up, and we can do it overall
to the manufacturing process. PAT
basically covers the entire process, a
great opportunity to be able to get real
time information...for continuous
improvement.”

In the end, Abbott has established

“an intelligent processing system.”
Using PAT, the firm has the ability to
“actually online and in real-time” trend
information about the process. “In this
model, if there is subtle variability in
the raw material, using the adaptive
process within your design space, you
can compensate for raw material. The
ultimate goal in this case would be that
you have a consistent product attribute
for the patient every time. And that [is]
moving from a traditional system to
quality by design.”

Quality by Design: The FDA Center-Field-Center Link

Following Helen Winkle’s talk at

the PDA/FDA Conference, an audience
participant asked her how CDER ensures
that the field investigators are on the
same page as the Center regarding the
evolving expectations. Below is the
transcript of the question (read aloud by
session moderator Rick Friedman)
and Winkle's response.

Question: How invested in QbD are
the field investigators? Is it part of their
training? Is CBER on board? To what
extent are the Office of Regulatory
Affairs (ORA) and other FDA offices
involved in QbD training programs?

Winkle: Well, we feel that the field
(and ORA) is a valuable part of the
whole quality by design process, and
we have had a number of training
sessions with the field, especially the
pharmaceutical inspectorate. If you
remember, the cGMP initiative for the
21 Century actually established a
pharmaceutical inspectorate, and we
are in the process of filling that cadre of
inspectors with additional knowledge on
the whole aspect of the initiative, and
this includes looking at risk manage-
ment, quality by design and quality
systems. We are hoping that they will
be well educated.

I will be very honest with you, it has
been a slower process than we had
originally intended. One of the things
we are hoping to do [is] look at the
difference between how someone

from the pharmaceutical inspectorate
does an inspection as opposed to how
[investigators] might have done it ten
years ago, five years ago—trying to get

some data from some companies; we
have a study under CRADA [Cooperative
Research and Development Agree-
ment]...and this is one of the things
that we hope to look at. But we've been
making every effort to educate them
and every effort to work together with
them—Dboth [CDER’s] review area and
office of compliance.

We also have a new pilot for small
molecules. We have worked with an
inspector from the pharmaceutical
inspectorate for each one of those
applications. We've had the inspector
either on the phone or in person during
the meetings with the industry so that
they can become more knowledgeable
about what’s going on with these
particular applications.

We all understand that [training in the
field] could make it or break it. If you
make a decision to review, and the
inspector later goes out and contradicts
that decision, it will cause problems.
And everyone in industry will know
about it....

Another part of the question was on

CBER. I work with CBER every week.
They are at a different rate of imple-

menting quality by design, but doing
many of the same things we

are doing.<<

[Editor's Note: Upcoming issues of the
PDA Letter will include additional cover-
age of the 2007 PDA/FDA Conference.]
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Foreign Inspection Program Detailed at
PDA Japanese Regulatory Workshop

Walter Morris, PDA

PDA hosted a Japanese Regulatory
workshop immediately following the
PDA/FDA conference. The workshop
was designed to expand on discus-
sions that took place at the Japanese
Regulatory Workshop held at PDA’s
Annual Meeting in March 2007, and
address regulatory topics important for
manufacturing and marketing products
under the Japanese Pharmaceutical
Affairs Law and GMP Inspections.

In the keynote presentation, Japan
National Institute of Health Sciences
official Yukio Hiyama, PhD, Third
Section Chief, Division of Drugs,
opened the meeting with his talk,
“Japanese Pharmaceutical Affairs Law,
Regulations and International Collabo-
ration.” His presentation focused
primarily on changes to Japan’s
Pharmaceutical Affairs Regulation of
2002, effective 2005.

The most significant difference in the
new law for manufacturers was the
change from a manufacturing license to
marketing authorization. This “allowed
licensees to contract out manufacturing
activities,” explained Hiyama. And
that, he added, “actually drove a series
of regulation changes.”

First was passage of the “GQP” regula-
tion, which stipulates the Marketing
Authorization Holder’s responsibility
for quality management. Second was
the requirement to include process
control and manufacturing process
information in the marketing applica-
tions. The establishment of a drug
master file system represents a third
regulatory change emanating from the
new Pharmaceutical Affairs Regulation.

The fourth regulatory change
implemented by the Japanese health
authorities as a result of the Pharma-
ceutical Affairs Legislation was the

consolidation of the legal position of
GMP. “GMP became a requirement
for product approval,” explained
Hiyama. Prior to the revised statute,
GMP compliance was required for
manufacturing facility licensure, not
for product approval.

With the regulatory change, he stated,
“naturally GMP inspection prior to
approval will be conducted. Also,
periodic GMP inspection in post-
marketing phase is there.” Another
aspect of the regulation important to
U.S. and EU-based manufacturers is
that there “is no distinction between
foreign sites and domestic sites,”
Hiyama said. “So we started GMP

inspections in foreign sites.”

PMDA, bhe noted, is
a new organization
created by the revised
Pharmaceutical Affairs
Legislation to carry
out the review of drug
applications and
pharmacovigilance
activities.

The Japanese Pharmaceutical and
Medical Devices Agency (PMDA)

has the authority in Japan to conduct
inspections. An overview of the
overseas inspection programs was
provided at the PDA workshop by
PMDA’s Hirokazu Hasegawa, Director,
GMP Inspection, Office of Compli-

ance and Standards.

PMDA, he noted, is a new
organization created by the revised
Pharmaceutical Affairs Legislation to

carry out the review of drug applica-
tions and pharmacovigilance activities.
GMP inspections fall under the post-
marketing safety operations in PMDA,
although “we carry out prior-approval
inspections,” Hasegawa noted. “It is
our normal practice to cooperate with
review officers in carrying out prior-
approval inspections.”

He outlined the four requirements for
gaining marketing approval in Japan:
“The first requirement is that the NDA
must be reviewed for quality, safety
and efficacy. The second requirement is
the manufacturing site of the product
should be judged to be in compliance
with the GMP regulations. The third
requirement is the company respon-
sible for marketing the product should
have a license for marketing pharma-
ceuticals in Japan. And the fourth
requirement is the manufacturing site
of the product must have a license for
the drug manufacturer, in the case

of Japanese manufacturer, or obtain
accreditation for drug manufacturer in
the case of a foreign manufacturer.”

Prior to the revision to the pharmaceu-
tical legislation, a manufacturer had to
produce products in Japan. After the
revision, the licensee “doesn’t necessar-
ily need a manufacturing site in Japan,
and the company may contract out the
manufacture of the product.”

Marketing applications trigger the
preapproval GMP inspection and
regular compliance post-approval GMP
inspections. “There are other types of
inspections for issuing a manufacturing
license to a domestic manufacturer

and issuing an application to foreign
manufacturers. Those inspections

focus on buildings and facilities,” said
Hasegawa. “Those inspections focus on
building and facilities, and currently

continued on page 59
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ICH Advancing the 08-09-Q10 Trilogy

Bob Dana, PDA

Hello and welcome to this month’s edition of the Quality and Regulatory Snapshot. For our “Health
Authority Special Report,” our colleagues in Europe have provided summaries of two recent meetings
held at the EMEA in London. The first provides information about the “Interested Parties” meeting; an
annual meeting held in conjunction with a conference of the EMEA GMP/GDP Inspectors Working
Group. The second provides an update on a briefing on ICH Q10. PDA was well represented at both
meetings. In addition, the International Conference on Harmonisation concluded meetings of their
Steering Committee and working groups in Yokohama, Japan (Oct. 29-Nov. 1). At these meetings, ICH
reached agreement on a new annex on Pharmaceutical Development (QQ8). This annex focuses on quality
by design and design space throughout the life cycle of a pharmaceutical product. PDA will review the
annex when it becomes publicly available and will submit formal comments if appropriate.

ICH also agreed to establish an Implementation Working Group on the new ICH quality and manufac-
turing guidelines (Q8, Q9 and Q10). The working group will concentrate on responding to questions
from stakeholders and developing training materials to enhance implementation. According to the press
release issued at the conclusion of the meeting, ICH is also considering the development of a guideline
on Development and Manufacture of Drug Substances, with a decision on whether to proceed expected
in the coming months.

Closer to home, last months issue of the Quality and Regulatory Affairs Snapshot included a brief
discussion of our Regulatory Affairs and Quality Committee and the work they do. I'm happy to inform
everyone that Sue Schniepp was just elected to membership on this Committee. As you may be aware,
Sue was Chairperson for the recently concluded and very successful 2007 PDA/FDA Joint Regulatory
Conference (see cover story).

We welcome your feedback on the contents of the Quality and Regulatory Snapshot, as well as your ideas
and suggestions for future topics of discussion and improvements. Just email us at snapshot@pda.org.
Farewell until January 2008.<

Health Authority Sporlight

History of ZLG

Jim Lyda, PDA

In the simplest terms, the purpose of ZLG is to compensate for a decentralized regulatory system and
provide a unified international voice to the German regulation of marketed medicinal products and
medical devices. For historical reasons, government functions in Germany, including the regulation of
health care products, are delegated to the 16 states, or Laender, which make up the Federal Republic of
Germany. Tasks that may be assigned to the central government in most EU member states—such as
approving medicinal products and inspection of manufacturers for GMP compliance—are handled by
16 independent regional agencies.

In the 1990s, European harmonization of medical device rules to ensure free trade generated the need for
a unified way of representing all of the 16 authorities in Germany. In 1994, a treaty established ZLG for
this purpose. The HIV concerns related to blood/blood products showed the need for centralized quality
monitoring of medicinal products made in Germany and the need for training of specialists. In 1999,
ZLG became the central coordination point in Germany for the establishment and maintenance of the
quality assurance system of the GMP inspectorates, both human and veterinary. ZLG can be viewed as
the partner of the German institutions BfArM (drug assessment) and Paul-Ehrlich Institute (biologics
assessment). Guidance documents that were developed together with the expert groups and published by
ZLG have to be implemented in the quality systems of the state inspectorates. <=

Quality & RegulatorySnapshot

[Editor's Note: This history of ZLG is a follow-up to the interview Jim conducted with ZLG's Sabine Paris in the
September PDA Letter, page 32.]
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Quality & Regulatory Affairs

Health Authority Special Report
EMEA Holds Q10 Briefing and Interested Parties Meeting

Jim Lyda, PDA

Editor's Note: On September 26, 2007,
EMEA sponsored an “EMEA/Industry Brief-
ing and Outlook” meeting on “ICH Q10 in
Europe” and an “EMEA Interested Parties
Meeting” in London. PDA was represented
at both meetings by Jim Lyda and a number
of active members. The following are edited
and abridged notes prepared by them based
on their observations and participation in
the meetings. The full, unedited reports are
posted at www.pda.org/regulatorynews
under the “Europe” link.

ICH Q10 in Europe

Pete Gough, David Begg Associates;
Gabriele Gori, Bausch & Lomb; Claudia
Nardini, Kedrion; Jim Lyda, PDA

This special briefing was held at the
EMEA offices in London in conjunc-
tion with the Interested Parties meeting
reported elsewhere in this issue, and
was chaired by Emer Cooke, Head,
Inspections Sector, EMEA. The
briefing featured presentations by three
members of the Q10 Expert Working
Group: Jacques Morénas, AFSSAPS;
Ian Thrussel, MHRA; and

Neil Wilkinson, AstraZeneca and
EFPIA representative.

The Q10 draft reached Step 2 of the
ICH process in early May 2007, with
public comment in the EU open until
Nov. 30. It is anticipated that the Q10
draft will reach Step 4, the equivalent
of final approval, by summer of 2008.
Following summaries of the develop-
ment, milestones, content and structure
of Q10, the briefing ventured into the
more pragmatic and undefined imple-
mentation aspects of the guidance.

Regulator Perspectives

The following summarize the main
points presented by the two health
authority representatives.

Q10 adoption would:

* Encourage a preventive action culture
* Improve quality monitoring and review

* Provide greater assurance of no
unintended consequence from

continual improvement activities

* Complement and serve as a bridge
between regional GMP regulations

* Link development and manufactur-
ing through product lifecycle

* Reinforce the well-accepted
ISO 9000 structure within a
pharmaceutical context

* Facilitate appropriate levels of
regulatory scrutiny (e.g., post
approval change, inspections)

* Foster innovative approaches to
process validation

It is anticipated that
the Q10 draft will reach
Step 4, the equivalent

of final approval, by
summer of 2008.

Challenges to future successful
implantation of Q10:

* Clear understanding of the stake-
holders’ (regulator and industry)
needs and options

* Trust—industry and regulator
openness in working together

* Culture—overcome internal
conservatism and ‘silo’” thinking,
both industry and regulator

Other unknowns:

e Will Industry really be comfortable
with the lifecycle approach?

 Will inspection of product transfer
activities take GMP inspectors into
development?

* Will the Q10 approach disadvantage
small and medium companies?

e Will Q10 ultimately raise expecta-
tions for GMP (i.e., Q10 become
the de facto standard for all?)

The answers to these questions will be
developed in the coming years as the
industry and the regulators grapple

with the opportunities and challenges.
But there are several commitments that
will help pave the way.

Industry Perspectives

The following represent industry’s
perspectives as presented by EFPIAs

representative.
Issues resolved at Step 2 of the Q10 draft:
1) The content of ICH Q10 that is

additional to current GMP require-
ments is optional.

2) Regulatory approaches for a

specific products or manufacturing
facilities should be commensurate
with the level of product and process
understanding, the results of quality
risk management, and the effectiveness
of the Pharmaceutical Quality System
(PQS—term used in place of Quality
Management System).

3) Q10 should be applied in a manner
that is appropriate and proportionate
to each of the product lifecycle stages.

4)The effectiveness of the PQS
can normally be confirmed during
a regulatory inspection at the
manufacturing site.

How will the implementation of Q10
occur? Firms and/or sites that wish

to develop a Q10 quality system will
undertake a gap analysis of their current
QS against the Q10 guideline and
derive action plans covering site and
corporate aspects of the PQS. Internal
evaluations will confirm when a site is
believed to be Q10 compliant. Each
site that intends to comply with Q10
must be able to demonstrate this at the
site level, describing the integration

of any corporate aspects of the PQS

as appropriate. Once a site has been
confirmed as having an effective Q10
PQS the opportunities described in the
Q10 Annex could then be pursued,
with regulators taking the initiative.

How can we work together to ensure

consistent implementation? At the
continued on page 32
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North America Events

Please visit www.pda.org for the most up-to-date event, lodging and registration information.

November 1-2, 2007
PDA/FDA Co-sponsored Conference Series on Quality Systems
Bethesda, Maryland

November 6-8, 2007
PDA Extractables/Leachables Forum
Bethesda, Maryland

April 14-18, 2008

PDA 2008 Annual Meeting
(Conference, Courses and Exhibition)
Colorado Springs, Colorado

May 19-23, 2008

2008 PDA Biennial Training Conference
(Conference, Courses and Exhibition)
New Orleans, Louisiana

Lab and Lecture events are held at PDA TRI, Bethesda, Maryland unless otherwise indicated.

Lab Courses

November 13-16, 2007
Validation by Design (R): DoE Basics for PAT Applications

November 14-16, 2007
Developing an Environmental Monitoring Program

November 14-16, 2007
Pharmaceutical Water System Microbiology

December 5-6, 2007
Developing and Validating a Cleaning and Disinfection Program for
Controlled Environments

January 16-18, 2008

Developing an Environmental Monitoring Program
Lecture Courses

October 29-31, 2007

Managing Quality Systems

Course Series

November 27-29
San Diego Course Series
San Diego, California

November 14, 2007
New England Chapter
Steam Sterilization

November 14, 2007
Puerto Rico Chapter
Cleaning Validation

November 15, 2007
West Coast Chapter
Current Biopharmaceutical CMC Issues

November 19, 2007
Canada Chapter
Annual Conference

November 28, 2007
Delaware Valley Chapter
Utah Medical Prevails in Court over FDA Charges

November 29, 2007

Southeast Chapter

Biofilm Conference dedicated to the Pharmaceutical and
Biopharmaceutical Industries

December 6, 2007
Capital Area Chapter
Minimizing Risk in Your Raw Material Supply Chain
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Europe/Asia-Pacific Events

Please visit www.pda.org for the most up-to-date event, lodging and registration information.

November 13, 2007

PDA Workshop Series on Technical Report No. 1, Revised 2007,
Validation of Moist Heat Sterilisation Processes: Cycle Design,
Development, Qualification and Ongoing Control

Milan, ltaly

November 13, 2007
Ireland Chapter
Pharmachemical Ireland/PDA/ISPE Quality and Innovation Conference

November 13-15, 2007
European Training Course Series in Berlin
Berlin, Germany

November 15-16, 2007
Cork, Ireland Training Course Series
Cork, Ireland

November 27-30, 2007
The Universe of Pre-filled Syringes and Injection Devices
Berlin, Germany

December 4-6,2007
Practical Aspects of Aseptic Processing
Basel, Switzerland

December 10-11, 2007
PDA/FDA Co-sponsored Conference Series on Quality Systems
Dublin, Ireland

December 12-14, 2007
Dublin, Ireland Training Course Series
Dublin, Ireland

December 10-11, 2007

PDA/FDA Co-sponsored Conference Series on Quality
Systems

Dublin, Ireland

January 22, 2008
Investigational Medicinal Products Workshop
Paris, France

February 18-21, 2008
2008 PDA/EMEA Joint Conference
Budapest, Hungary

November 13-14, 2007
Japan Chapter
Chapter Annual Meeting

December 2007
Japan Chapter
Sterilized Product GMP

April 21-22, 2008

PDA/FDA Co-sponsored Conference Series on Quality
Systems

Beijing, China

April 24-25, 2008

PDA/FDA Co-sponsored Conference Series on Quality
Systems

Shanghai, China

3
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Health Authority Special Report, continued from page 29

EU level regular industry-regulator
interactions should occur to address
implementation confirmation, oppor-
tunities and optional (Q10) versus
mandatory (GMP) expectations. The
two sides also should work towards a
common understanding of lifecycle
and knowledge management.

At the ICH level both the EU regula-
tors and industry are supportive of the
establishment of an Implementation
Working Group (IWG) for Q8, 9 &10
together, including the engagement of
the non-ICH regions. At the PIC/S
level industry supports the develop-
ment of aide-memoires, but it is
probably too early for this.

The briefing concluded that both
industry and regulators were commit-
ted to safeguarding public health

and that Q10, together with Q8 and
Q9, will enable a flexible regulatory
approach that will foster innovation for
the benefit of all parties.

EMEA Interested Parties Meeting

Stephan Ronninger, F. Hoffmann-La Roche
Ltd; Pete Gough, David Begg Associates;
Peter Reichert, Novo Nordisk; and

Jim Lyda, PDA

The Interested Parties Meeting is usually
held once per year in conjunction with

a meeting of the EMEA GMP/GDP
Inspectors Working Group (formerly
the Ad hoc Inspection Services Working
Group). Attending the meeting were
representatives of the inspectorates from
each of the 27 EU Member States, 2
accession countries, the 3 EEA countries
and a representative of the European
Commission. The meeting was chaired
by Emer Cooke, Head of the EMEA
Inspections Sector. Also attending was
Sabine Atzor of the European Commis-
sion. Readers should look for the official
EMEA summary to be posted on the
EMEA website in the near future.

The conference included updates to the
following topics:

* EudraGMP Database
* Mutual Recognition Agreements

* Compilation of Community Procedures
* Changes to EU GMP Guide
* EMEA “Reflection Paper on QP

Discretion”

* Atypical Actives

Actions to extend the
scope of the MRA with
Japan will be extended
to sterile products and

biologics are ongoing.

1) The EudraGMP Database went
partly online in April 2007 for regula-
tors. Public access to the database is
planned for early 2008.

2) All existing MRAs will be expanded
to cover GMP for API. Actions to
extend the scope of the MRA with
Japan will be extended to sterile
products and biologics are ongoing,.
MRA negotiations with the United
States remain inactive, but the EMEA
stated that there is routine and produc-

tive information exchange with the
U.S. FDA apart from the MRA.

3) Compilation of Community

Procedures (a summary of inspection
and related information in the EU) is
being amended in the following areas:

* Conduct of Inspections—marketing
authorization holders obligations,
new annex on API inspections,
concept of risk-based inspections

* New procedure for dealing with
serious GMP noncompliances

* A model for risk-based inspection
planning

* Handling of suspected quality
defects—the introduction of a Quality
Risk Management approach and
inclusion of Investigational Medici-
nal Products

Access the Compilation at

www.emea.europa.eu/Inspections/

GMPCompproc.html

4) Changes to EU GMP Guide
include a new introduction and
revisions to Parts I and II, as part of
the ICH Q9 implementation. Most

revisions are expected to be completed

by the end of 2007.

5) EMEA “Reflection Paper on

QP Discretion”: A unified industry
position was presented by EFPIA with
the following key points in response to
the Reflection Paper:

* The Reflection Paper is welcomed as
a step forward

* The scope should be extended to
include various types of deviations
(common cause, one-off planned,
non-critical OOS

* There needs to be an agreed defini-
tion of what constitutes a minor
deviation

* Industry supports adoption of the
principals of the Reflection Paper
into Annex 16 of the GMP Guide.

EMEA noted that all competent
authorities currently agree on the
content of the reflection paper. The
individual industry comments on this
issue (including the PDA survey data,
see the October PDA Letter, pp. 31 and
32) were studied by the working group,
and they are sympathetic to the points
raised. Options for moving forward
have been discussed. All interested
parties have made the point to directly
include all these comments in a revised
Annex 16, without issuing a revised
reflection paper first and without
waiting for the approval of the revised
variations regulations.

6) Atypical Actives: There was an
industry presentation on examples of
problems experienced with atypical
actives—materials that are common
food or pharmaceutical excipients that
can be registered as API’s (e.g., citric
acid). The European Commission is
aware of the issue and are considering
how to respond. In the meantime,
inspectors are being encouraged

to adopt a risk-based approach to
individual cases. <=



EM D M | C I’Ob | 0 | Ogy No one likes the risk attached to

performing media fill tests, but there
is a way to alleviate the risk in the
selection, use and support associated with

the microbiology media you use. From
validation to post-process support EMD has

I\/I e d i a fi | | S the products, people and expertise to help

you manage from start to finish.

m a d e e a Sy. .. When you use irradiated, non-animal

Tryptic Soy Broth from EMD for your
media fills you’ll never have to worry
about whether the media caused

a media fill failure.

That’s because our TSB is mycoplasma
tested, irradiated for sterility, and triple-
wrapped to ensure it’s contamination free.
And because of its granulation, excellent
filterability, and non-animal formulation
it is both easier to use and safer than
lesser brands.

For more information on our TSB or any
other of our full line of microbiology

www.emdchemicals.com/microbiology
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Volunteer Spotlight

Name: Lothar Hartmann, PhD

Company: F. Hoffmann — La Roche Ltd.

Basel, Switzerland

Title: Head of External Relations

Global Quality Department

Education: Diploma, Technical Chemistry

PhD Biotechnology (Water Treatment)
Technical University of Berlin, Germany

PDA Join Date: Over 10 years ago

PDA Volunteerism and Awards:

Current member of PDA Science Advisory Board (SAB)

Current co-chair of PDA Program Advisory Board (PAB)

Chair of PDA/EMEA 2008 Joint Conference, European GMP:
Current Issues and Future Developments, February 2008,
Budapest, Hungary.

Chair of PDA conference, Biopharmaceutical Manufacturing and
Development, June, 2006; in association with the European
Biopharmaceutical Enterprises (EBE), a sub-group of EFPIA
representing the biotech pharma industry in Europe.

Head of EBE Biopharmaceutical Manufacturing Committee.
Member of the ICH Q7 Expert Working Group, and leader of PDA’s
European Steering Committee for organizing the three Q7a training
workshops in Europe in 2003. Awarded special PDA award of
recognition in May 2004 for this work.

Co-author and lead-author of various industry perspective guidance
documents, for example, integrating GMP into ISO 9001.

EFPIA task force supporting ICH Q10 experts.

Interesting Fact about Yourself:
When not at work | spend all the time | can with my family.
We enjoy relaxing and going on a lot of excursions together.

Of your PDA experiences, which stand out the most?

| was very involved in the genesis of ICH Q7, GMP for Active
Pharmaceutical Substances. When PDA was chosen to do the
worldwide training on the guidance after it reached Step 4, | helped
with the development of the European sessions, all of which were
very successful. The enthusiasm, camaraderie, and professionalism
of everyone involved helped me realize the strength and reach

of PDA. | knew from that point that | wanted to stay involved.

Which member benefit do you most look forward to?

| like many of the member benefits including the PDA Journal, the
continuing series of helpful Technical Reports, and the PDA Letter.

But the main benefit for me is the ability to stay in touch with so many
people all over the world. | have been to the PDA/FDA conference and
the PDA Annual Meeting several times. The concentration of people
is really impressive; there is something, someone at those events for
everybody. This is a real strength of PDA, being able to gain access,
contacts and support from all sectors of our industry. We are building
this kind of PDA networking connection in Europe and it will pay off
for everyone.

Which PDA event/training course is your favorite?

Right now I'm excited about the PDA/EMEA Joint Conference

next February in Budapest. | am co-chairing a planning committee

of excellent volunteers from the inspectorates and the industry
membership. The EMEA and Emer Cooke have been wonderful in

their support. David Cockburn, my co-chair from the EMEA
Inspections Sector, is really making things happen. Long-time
colleague, Steve Bellis has rounded out the leadership team. Our topic
is the current status of the European GMP, and for sure there is much to
cover. This conference is like no other event in Europe.

How has PDA benefited you professionally?

In so many ways. Roche is a world class multinational in every sense
of the word. But in healthcare delivery to the patient, we operate in the
personal realm. In between we have to comply with many complex
requirements in over 150 countries. So we face every challenge

and opportunity at every level of the pharmaceutical spectrum. As
Head of External Affairs, my role in the company is to ensure that we
understand and comply with the necessary quality standard throughout
the world. PDA is a perfect platform for me to pursue my professional
and business goals, and my colleagues at Roche recognize this. If PDA
did not exist, | think we would have to invent it. Just that simple!~&=

If you have comments or questions about the volunteer spotlight, contact Walt Morris at morris@pda.org
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PDA Puerto Rico Chapter Holds Second Educational Event

Evelyn Marchany (Schering-Plough), Puerto Rico Chapter President Elect

The Puerto Rico Chapter made

its mark on the Island by bringing
professionals a mix of education

and application in different areas of
the pharmaceutical and parenteral
industry. Our second event took place
on July 18, and accommodated 89
industry professionals and six U.S.
FDA representatives from the San Juan
District Office. The event marks the
solid establishment of the chapter as a

valuable resource in Puerto Rico.

The conference was held at the
Condado Plaza Hotel in San Juan,
and resulted from the joint effort of
the FDA, the industry (Wyeth, Puerto
Rico) and the chapter members. The
conference addressed how the regula-
tory environment around quality by
design (QbD) impacts the industry
and how process analytical technology

(PAT) is being applied.

The FDA guidelines on the Quality
Systems Approach to Pharmaceutical
cGMPs and on PAT, along with the
ICH documents Q8, Q9 and Q10,
represent a clear message that the future
for a pharmaceutical manufacturing
process will be determined at the design
phase by the application of “continuous
real-time quality verification” and
adequate “real-time” process controls.

PAT is defined as a system for
designing, analyzing and controlling
manufacturing processes through
timely measurements of critical quality
and performance attributes of raw and
in-process materials and manufactur-
ing processes. The goal of PAT is

to “understand” and to effectively
“control” the process so that the risk
to the product quality is minimized.
The concept of QbD is based on the
same principle—design the process

to minimize the potential for quality
nonconformances.

Wyeth is moving towards pharma-
ceutical manufacturing innovation
and “real-time” quality assurance

by building programs and strategies
that include the use of PAT tools.
Currently, Wyeth-Puerto Rico is
implementing PAT applications for
parenterals and solid dosages. The
applications include: refractometry,
headspace oxygen analyzer, tunable
diode laser absorption spectroscopy
(TDLAS), NIR, particle size analyzer
(laser diffraction), and light induced
fluorescence (LIF), among others.

FDA presented its position on promot-
ing the QbD and PAT applications as a
joint effort with the industry to better
understand manufacturing processes in
“real time.” As part of its support to the
industry for new methods of process
understanding, the FDA continues to
grant safety, efficacy and purity of the
products to the consumer following
GMP regulations. <

Parentorai brugassociation 01016 CEING People, Science and Regulation®

European GMP: Current Issues
and Future Developments

N
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Conference 20 - 21 Exhibition: 20 - 21, Courses: 18 - 19

Advanced Therapies
Dedicated Facilities
Annex 1

QP Discretion
Atypical Actives

GMP Inspections

ICH Quality Guidances

Investigational
Medicinal Products

Excipient GMP
Annex 2

Variations

New Guidance
Future of Inspections
and More...

ee the complete program at:

www.pda.org/emea2008
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Stability, EU GIVIPs and CAPA on the Marquee at Southeast Chapter

Annual Fall Meeting

Ta-Mela Jeffries, PDA

Over 100 attendees and 30 exhibitors
attended the PDA Southeast Chapter’s
successful 2007 Annual Fall Meeting in
Durham, N.C., on September 4, and
participated in the variety of educa-
tional seminars and exhibitions offered.

During the full day conference chapter
leaders introduced the new Southeast
Chapter website, which will facilitate
better chapter-to-member commu-
nication, and announced new online
registration, which will ease the process
of event registration.

The first educational seminar was
presented by Anthony Polletta,

who presented “On-Going Stabil-

ity Programs for Approved Drugs.”
Polletta discussed drug stability
evaluations, mandated stability testing
and the process of testing approved
drugs for stability. (Stability testing for
approved products must take place on
samples representative of what is in

the field. Storage must support label
claims.) Polletta also coved stability
testing results, regulatory expectations
and situations where stability test

results can be questioned.

Kathy Wessberg, Director, Regulatory
Operations, Abbott, delivered “EU
Directive of API’'s Compliance with
GMPs.” Wessberg discussed the
importance of the EU in today’s global
market and gave several strategies an
organization can utilize to comply
with EU regulations and expectations,
including:
¢ Insure APIs comply with EU GMP
through audits (internal and external)
* Create a communication channel
between API auditing groups and
quality persons at sites using the APIs
* Create and agree to use a QP
Declaration of AP GMP
Compliance template

* Create and agree to use a technical

specific to API GMP Compliance
Wade Speir presented “FDA CAPA

Compliant Root Cause Investigation
and Documentation,” which covered:

* Conduct robust root cause analyses
on unexpected discrepancies

* Understand and eliminating
recurring problems by selecting
appropriate corrective and preventa-
tive actions

* Document investigation data analy-
sis to prevent FDA 483s, inspection
findings and warning letters

The PDA Southeast Chapter can
attribute the success of this meeting to
the speakers, volunteers and attendees
involved. We give special thanks

to them for leading interesting and
educational discussions and making
the conference an intellectual and
career-advancing opportunity for
everyone involved. <=

Check out these newly released titles in the PDA Bookstore,
your source for pharmaceutical and biopharmaceutical science,
technology and regulatory information.

New Releases

from the PDA Bookstore

ESSENTIAL

PDA-DHI

Publications: Item no. 17276 MIC:S:IO;OGY Item no. 17265 A ltem no. 17248
Member: $200 CAND]SATB Member: $225 — Member: $225
Nonmember: $249 Nonmember: $279 ) B Nonmember: $279

B 2 o

December Sale!

PDA Archive on CD-ROM PDA Technical Archive CD-Rom 2006 Update PYa Al Informa Healthcare books

Item no. 01101 Item no. 01002 25/) PDA members only

Member: $§ $217 Member: $98 $67 off

Nonmember: $590 $413 Nonmember: wfy $137

Stock Clearance Sale on Selected PDA-DHI Publications (PDA Members only)

Quality and Safety of Gene Medicines:
A Practical Guide

Item no. 17198

Member: $1486 $75

Rapid Analytical Microbiology: The Chemical
and Physics of Microbial Identification

Item no. 17184

Member: $245 $100

Supply of Chemicals in the Pharmaceutical Industry:
Regulatory Guidelines and Rulings

Item No. 17204

Member: $245  $100

Understanding Active Pharmaceutical
Ingredients

Item No. 17188

Member: $}<f‘3 $50

Understanding GMP: A Practical Guide
Item No. 17174
Member: $)9§ $75

Alf prices in US Dollars

www.pda.org/bookstore
36



INSIDE THE GLOBAL REGULATORY DIALOGUE

INTERNATIONAL
PHARMACEUTICAL
QuaALITy

SEPTEMBER 2007 | VOLUME 50 NO. 3 | WWW.IPQ.COM

IN THIS ISSUE: THE QUALITY BY DESIGN/GMP RELATIONSHIP will need to CONTENTS

be urther defned 1o make d investigators in

cles are on the same page. Indusiy will be looking or assurances from regulaors tat the

and approved
will be understood and appropriately evaluaed by investgatos during P nspections.
Whils the now FOA and ICH qually systems guidelnes provide a conceptual umbrella fo the

w GHP expe

latoy strutures are less sirong and the manulactuing and supply chain rapdly rowing,

—PBILL PAULSON, EDITOR-IN-CHIEF

INSIDE THE GLOBAL REGULATORY DIALOGUE

For more information on [PQ
please visit:

www.ipqpubs.com

International Pharmaceutical Quality (IPQ) is published in
collaboration with Bill Paulson former Executive Editor of
“The Gold Sheet”. Published bi-monthly with supplements
issued quarterly, all IPQ publications will directly target the
relevant issues surrounding international harmonization and
help further the discussion about regulatory approaches
appropriate for advancing products and processes. Each
issue will provide an in-depth analysis of a problem area or
developing regulatory initiative. It will seek to improve
understanding of issues and aid the development of
harmonized global regulation of pharmaceutical quality and
corporate quality systems.

IPQ staff will report on key conferences and workshops
where proposals for industry and regulatory guidances and
initiatives are being presented. As a key driver of the
evolving regulatory model and the harmonization effort, the
US Food and Drug Administration will be an important
component of IPQ’s coverage. Also included in the new
publication’s purview will be international quality initiatives
and harmonization efforts involving industry associations,
regulatory agencies, pharmacopeias and standard-setting
organizations around the globe.

INTERNATIONAL
PHARMACEUTICAL
QUALITY
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New England Chapter Talks About Project Portfolio Management

Louis T. Zaczkiewicz (Hyaluron Contract Manufacturing), PDA New England Chapter President

The PDA New England Chapter
sponsored a half-day workshop called
“Project Portfolio Management” at the
Boston University Corporate Educa-
tion Center (BUCEC) on Sept. 12.
Our speaker was Dan Stavola, a certi-
fied project management professional
and member of the BUCEC faculty.
The meeting was organized by chapter
member Bruce Rotker, Sparta Systems.

Project portfolio management is both
an art and a science, as it applies
knowledge, skills, tools and techniques
to a collection of projects to meet an
organization’s goals. The enterprise
vision and mission is first broken down
into a collection of strategies. Each

of the strategies will in turn have a
collection of objectives met by specific

projects. Understanding the strategy
will drive how projects are managed
along with the business model. Each
potential project is to be evaluated

by the executive management team

to assure alignment with the vision
and mission. Many different types

of scoring models are used to choose
which projects a company is to pursue.
In the end, project portfolio manage-
ment will ensure a strategic alignment
of projects to the business strategy of
the firm, ensuring that a company’s
vision is achieved.

We were pleased with the member
attendance and with Ta-Méla Jeffries
attending from PDA’s headquarters. We
owe Ta-Mela a special “Thank You” for

this event since this was the first time

we used online registration and accepted
credit card payment. Ta-Mela served as
our registrar and handled everything

so smoothly, down to the nametags,
that we have decided to make online
registration for our events permanent.

Finally, we appreciate and thank

Masy Systems (www.masy.com) for
sponsoring this event. Besides provid-
ing quality products and services (ISO
9001:2000 certified and ALA ISO/IEC
17025:2005 accredited), Masy Systems
has always been a strong supporter of
PDA and the New England Chapter.
Sponsorship allows us to keep meeting
prices down and allows our members
to learn about technologies that will
help in doing their jobs. <=

100 New Members Attend PDA/FDA Breakfast

Hassana Howe, PDA

For the first time PDA hosted a New
Member Breakfast at the PDA/FDA
Joint Regulatory Conference in an
effort to orient new PDA members
with their member resources. Over a
100 new members attended, making
it one of the most successful New
Member Breakfasts to date.

The success of this event can be
attributed to the Board Members,
Volunteers, Chapter Leaders and

PDA Staff Members involved. Board
Member, John Shabushnig, PhD,
Pfizer and the Program Planning
Committee Chair Susan Schniepp,
Hospira, Inc., gave insightful presenta-
tions on their PDA membership
experiences and informed members
how to utilize PDA’s career-long
learning™ opportunities. In addition,
special thanks are given to PDA
chapter representatives who represented
the Australian, Capital Area, Delaware

Valley, Puerto Rico, West Coast and
the Japan Chapter. These representa-
tives gave members an opportunity to
learn more about their chapter events
and volunteer opportunities.

If you are a new PDA member and
were unable to attend the breakfast,
you can view the PDA Membership

Orientation presentation online at

www.pda.org/membership. The next
PDA New Member Breakfast will

be hosted at the 2008 PDA Annual
Meeting in April 2007. If you would
like more information please visit
www.pda.org/annual2008 and click
on “Networking Opportunities” or
contact the Membership Department
at info@pda.org. <=

PDA Chair-Elect John Shabushnig, Pfizer, greets new members
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Delaware Valley Chapter Takes a Look at EMEA

Chapter’s September Meeting Draws 200 Participants
Susan Speth (GlaxoSmithKline), PDA Delaware Valley Chapter Operating Committee Members

Two hundred representatives of
pharmaceutical and biopharmaceuti-
cal companies congregated at the
Desmond Hotel and Conference
Center in Malvern, Pa., Sept. 27 for
the PDA Delaware Valley Chapter’s
“A Focus on EMEA (European
Medicines Agency) Considerations”
conference and annual Vendor Night
Extravaganza.

The evening commenced with displays
from 31 area vendors. Here partici-
pants received hands-on information
about the latest technologies, resources
and supplies as well as the opportunity
discuss the latest and greatest tools of
the trade with technical experts from
these valuable suppliers.

Following the vendor displays, 125
participants heard presentations on

the EMEA inspection process from
keynote speaker Roger Smith, Quality
Manager, GlaxoSmithKline presented
“A Focus on EMEA Considerations.”
He opened by providing the audience
with the mission statement and
structure of the EMFEA, which is
headquartered in London, UK, and
is responsible for the protection and
promotion of public and animal
health, through the evaluation and
supervision of medicines for human
and veterinary use.

Smith explained that complying with
EMEA expectations is more involved
than just interpretation of writings
from the agency. It requires firsthand
experience that is not easily obtained
through conference-type discussions.
His presentation covered the EMEA’s
role for products produced in the

European Union or imported to the
European Union. He also reviewed
typical challenges faced when handling
EMEA inspections such as language
and culture.

Smith also discussed the Pharmaceuti-
cal Inspection Cooperation Scheme
(PIC/S), the UK’s Medicines &
Healthcare products Regulatory
Agency, mutual recognition agree-
ments, the role of the EU Qualified
Person, and some unique differences
between FDA and MHRA.

At the close of his presentation, Smith
entertained questions and shared ideas
with the attendees. He also provided
attendees with relevant web links for
further information. As always copies
of the presentation were forwarded to
all attendees by Chapter leaders.<

New Chapter Websites

Up and Running

For In September, PDA unveiled the first of many new
chapter websites! These new, full service websites give chapter
leaders the opportunity to better service their membership.
The new sites offer chapter-specific event calendars, a
networking forum for members, direct contact abilities to
chapter leaders as well as the ability for online event registra-
tion. Special thanks to the New England Chapter for allowing

us to use their site as a test site.

PDA wants to congratulate all of our participating chapters
on their new websites! If you are interested in seeing any of

the new chapter sites, please visit:

www.pdachapters.org/newengland
www.pdachapters.org/puertorico
www.pdachapters.org/southeast
www.pdachapters.org/midwest
www.pdachapters.org/canada

www.pdachapters.org/southerncalifornia

www.pdachapters.org/ireland

www.pdachapters.org/unitedkingdom

www.pdachapters.org/italy

PDA

Parenteral Drug Association

Web Seminars

PDA Web Seminars are a
cost-effective, high-quality training
option for professionals wanting to
gain the latest information about
bio/pharmaceutical sciences and
technology—with minimal impact on
your time and budget. All you need is
a touch-tone telephone, computer
and Internet connection to participate

in a session.

www.pda.org/webseminars
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PDA Welcomes New Members

Deirdre Abelha, Catalent

Abiola Akinwunmi, Molak

Jochen Alberstetter, Vetter

Austin Allen, Performance Validation
Chris Amezcua, Baxter

Roja Anandakumar, Medimmune
Natalija Andersen, Novo Nordisk

Charles Andrewscavage, sanofi
pasteur

Mary Beth Anheuser, bioMerieux
Erik Asselt, MSD
Michael Aversa, sanofi pasteur

Caroline Aymes-Chodur, Faculte de
Pharmacie - Universite Paris XI

Kathi Baade, K & K Consulting
Batsheva Bain, IRX Therapeutics
Katherine Baker, Astrazeneca

Charles Baker, Gerresheimer

Kristi Baranowski, Merck

Scott Barclay, Pfizer

Chneyce Barker, University of Arizona
Clare Barker, CSL

Samuel Barnes, Solstice Neurosciences
David Barr, Alkermes

Jennifer Barre, Catalent

Priya Batra, United Therapeutics
Carol Belansky, Merial

Robert Below, sanofi pasteur

Tina Beniquez, GBSC

Gregory Bergt, PennField Animal
Health

Ondrea Bermudez, Abbott

Ajay Bhale, Bioscience Labs

JR Black, Enviro

Jeffrey Blyton, Cell Therapeutics
Tobias Bock, va-Q-tec

Matthias Bohm, Bayer

Howard Boorse, Columbia Analytical
Services
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Elisabeth Borresen, Biogen
Jacqueline Boyle, Teva

Vincent Brnicevic, Roche

Amelia Brown, Jacobs Engineering
Kimberlee Brown, Hollister-Stier
Jennifer Brown, Pfizer

Martin Bruneau, Galderma
Reiner Buder, Novartis

Julie Burkhart, Hollister-Stier
Joerg Burmeister, Bochering Ingleham
John Byers, ABM Janitorial

Jeff Carpenter, Battelle

Miguel Carrion Martinez, Amgen
Armando Cedro, Gentium
Jeanne Celiberti, Oscient

Mary Chabot, Genzyme

Michael Chandler, Genentech
H.Sunny Chang, INX

Dorian Chavez, Micronova
Melissa Chavis, Abbott
Chia-Ming Chiang, Affymax
Akinori Chikushi, Astellas
Kalambo Chilobe, Protiviti

Brian Chipman, BioMarin
Mohammad Choudhry, sanofi pasteur
Bodil Christensen, Novo Nordisk
Michael Cipriano, Genentech
Colin Clancy, Mentor Biologicals
Helen Clancy, Parexel

Timothy Coleman, Lonza

Keith Collins, Spine Wave

Erbel Colon, Bristol-Myers Squibb
Patricia Coronado, Merck

Joel Cotten, BD

Douglas Craig, Emergent

Scott Croy, GlaxoSmithKline

Fausto Cruz, Fenwal

Aine Cully, Wyeth

Marsha Cummings, Eli Lilly
George Daransky, sanofi pasteur
Anne Davies, GlaxoSmithKline
Massimo De Carlo, La Roche

Caroline De Dobbeleer,
GlaxoSmithKline

Gary Denney, Eli Lilly

Michael DesJardin, Jazz
Pharmaceuticals

Wayne DeStefano, Hyaluron
Renata Digiovanni, Excelsior

Joke Dijkstra-Hogen Esch, DSM
Margaret Dodge, sanofi pasteur
Todd Dolci, Genentech
Christopher Dominguez, ACADIA
Rui (Rachel) Dong, CIBA

Mary Donnelly, Pfizer

Naga Venkata S Dontamsetty,
Northwestern University

Raphael Drion, GlaxoSmithKline
Charisse Eary, Anesiva

Julia Edwards, Genentech
Hakan Ekvall, PB teknik

Scott English, GlaxoSmithKline
John Erickson, GlaxoSmithKline
Ralf Essling, Franz Ziel

Alex Estrada, SGX

Linda Evans-O'Connor, Teva
Susan Evers, Genentech

Katia Eyckens, Janssen

Antoun Fam, Gilead Sciences
Chris Fenn, sanofi pasteur

Erik Frankenfield, CRB Consulting

Engineers
Theresa Friend, Genentech
Tali Gan, Immunovative Therapies
Christopher Gardner, Excelsior

Michael Garvey, Genentech
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Natalie Geerts, Pfizer

Ann Geier, PRA

William Gendall, Hyaluron
Scharf Gernot, La Roche

Lenore Giannunzio, Nationwide
Children’s Research Institute

Wendy Gibson, Alexion
Michael Gills, GlaxoSmithKline
Aidan Gilmore, Allergan

Fred Giordano, W. L. Gore &

Associates
Carlos Giron, Baxter
Andrea Goddard, Genentech

Adriana Gonzalez-Gray, Validation
Resources

Mary Gratiot, Genentech

J. Mark Green, Bristol-Myers Squibb
James Grunwald, AstraZeneca
Anthony Grzib, Wedgewood
Thomas Gurley, Manning Wood
Amit Guru, Merck

David Hajovsky, Allergan

Daniel Hall, Intervet
Jean-Bernard Hamel, BD

Aine Hanly, Wyeth

Peter Hansen, Novo Nordisk
John Hardman, Envirotainer
Nancy Harper, Pfizer

Susan Harrison, Lonza

Amy Harville, Stryker Instruments
Miriam Hassett, Genzyme

Lars Hedman, BD

Jacob Heiner, AstraZeneca
Natalie Helfer, CSL Behring
Robert Hernandez, Bausch & Lomb
Sibylle Herzer, GE

Birgit Hettinger, Explicat

Darron Hill, Eisai

Tim Hillios, Wyeth

Michael Hoene, Micronova

Jeff Hoinowski, Celgene

Lauren Hong, Kareway

Noriyuki Hosogaya, Kowa

Thomas Houseman, sanofi pasteur
Ken Hurley, Veriteq Instruments
Debbie Hutchison, Baxter

Keita Iba, Maruishi

Rocio Ibarra-Bende, Novartis
Terenzio Ignoni, Gentium

Travis Imhof, sanofi pasteur

Matej Janovjak, Cilag

Ian Jarvis, AstraZeneca

Feuillas Jean-Marc, BD

John Jewett, Biogen

Linda Johnson, Playtex

Scott Johnson, Celgene

Karin Jordan, Playtex

Bolger Joseph, Schering Plough

Rolf Juerss, Thymoorgan

Jaekap Jun, Huons

Irene Justiniano, Bristol-Myers Squibb
Hans Kaestle, F. Hoffmann-La Roche
Mebrahtu Kahsai, Imclone

Madhav Kamat, Bristol-Myers Squibb
Atsuo Kameoka, Ono

Takayuki Kanno, Towa

Benazzouz Karim, BD

Richard Karwaski, sanofi pasteur

Catherine Kavanagh, Grifols
Biologicals

Andrea Kean, Shire

Paul Kenney, Baxter

Arthur Keoseyan, Merck

Valerie Kinney, Abraxis

Kiristen Kolesiak, Baxter

Erika Lapinskas, Sartorius
William Larsen, GE

Thomas Laskovy, Baxter
Claudine Lecours-Angers, Omega

Sing Ping Lee, Schering-Plough
Marcus Lee, Genentech

Gilles Lefebvre, Sandoz

Maura Leon, Russell Publishing
Eric Leyva, Baxter

Rong Li, ImClone

Ying Li, Bayer

Louise Lisansky, Mitsubishi
Xuemin Liu, Pall

Paul Liu, Pall

Alejandro Lopez, Novartis
David Lorah, Medarex

Davis Loupe, Loupe Strategic
Consulting

Dolores Lovato, Catalent

Jin Lu, ImClone

Julie Lucero, Novo Nordisk
Adunni Makinde, Conoil
Charles Mallory, Purdue Pharma
Chris Marino, INO Therapeutics
Frederic Martinet, sanofi aventis
Janet Mas, Schering-Plough

Paul Matos, CIBA

Kenzo Matsuo, Yahata Clinic
Amanda Mbewe, Abraxis

Linda McBride, Enturia

Kevin McCarthy, Genentech
Tom Mclnnis, UCB

Terry Mclntosh, Baxter
Anthony Mclntyre, Apotex
Michael McLean, Covidien
Doug McNamara, Wyeth
Timothy McNulty, sanofi pasteur

Ismael Mercado, Human Genome
Sciences Inc

Yilmaz Mesut, Sanovel

Shannon Miller, CIBA

Edwin Miranda, URL/Mutual
Xavier Molins, Bioniche

Lester Monteiro, Schering-Plough »

L}
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Randy Montellato, BioMarin
Ferderico Montericcio, Gentium
Carol Moore, Bayer

Annmarie Morris, Wyeth
Maury Mossman, Genentech
Hyekal Mughal, Centocor
Girish Mulye, Genentech

Alice Murphy, Gambro BCT
Michael Murphy, Baxter
Veeranpur Nandakumar, Panacea
Anne Nanninga, Eli Lilly

Shoji Narutaki, Ono

Philip Nelson, Bayer

Ulla Nevalainen, National Agency for
Medicines

Brandon Nguyen, Grifols

Timo Nissila, Orion

Paulo Normandia, Novo Nordisk
Jennifer Ocelus, Novartis

Asali Odom, Merck
Kathatharine Ogen, Air Liquide
Tomoyuki Okamoto, UMN
Oluwole Omole, Conoil
Ayotunde Orebajo, Conoil
Scott Orphanos, Bio-Concept
Xavier Palau, Almirall
Sircoulomb Pascal, BD

Dan Pashniak, Canadian Blood
Services

Jay Patel, ETHICON

Pavun Patel, AMEC

Brian Patterson, Trace Life Sciences
Mette Rohde Pedersen, Novo Nordisk
Michelle Pelc, Baxter

Sara Pellme, bioMerieux

Jean Christian Pfaff, sanofi pasteur
Dave Pfleger, FP Developments
Veronica Pina, B. Braun

Michael Potthast, La Roche

David Ragazzi, Wedgewood Pharmacy

Justin Ragsdale, Merck
Tasneem Rahman, LifeCell

Simona Raicu, National Medicines
Agency Romania

Alvin Ramana, CIBA

Chris Rankin, MacroGenics
Deepak Rastogi, Panacea
Juan Francisco Rava, Almirall
Yvonne Richardson, Anesiva
Sandra Richey, ABM Janitorial
Kirk Ridge, Abbott

Jole Rodriguez, Eli Lilly

Nitra Rodsuntorn, Playtex
Marilyn Romieux, Millipore
Stephan Rosenberger, Lonza
Paula Rosenof, Genzyme

Sean Ruddy, Schering Plough
Christine Rueck, Bayer Schering
Ron Rusin, Abraxis

Edward Russak, UB Nuclear
Medicine

Matthew Sabatos, Protiviti
Jack Salvo, Interchem

Parth Sampathkumar, Sangart
Aaron Sanford, Immucor

Alexandra Sassi, University of
Pittsburgh

Ubaldo Scavone, Scavone Hnos.
Erik Schmidt, Althea

Eric Schmisseur, Amgen

Alic Scott, United Therapeutics
Ted Sculac, sanofi pasteur

Chris Sellards, Schott

Vaishali Shah, Genentech
Geoff Shaw, Ellab UK

Ahmad Sheikh, SEW

Parin Sheth, Shrinath Products
Yang Shi, Millipore

Alex Shih, Wyeth

Kylie Siek, Pace Analytical Life Sciences

Roberto Silveira, Pfizer
Michael Silvola, Hospira
Som Singh, B. Braun

Mark Skoog, Genentech
Mary Stahl, Abraxis
Douglas Stallard, FP Developments
Thad Stauffer, Catalent
Mikael Steen, Q-med
Daniel Stehn, Sharp
Gabriele Stemmer, Vetter
Frida Stenberg, AstraZeneca
James Story, Baxter

Angela Strantz, Pace Analytical Life

Sciences
Dina Stuchinski, ImClone
Akira Suzuki, Konica Minolta

Frank Swuste, Swuste Farma
Consultants

Kyoji Taguchi, Nomura Research
Institute

Mary Tam, Amylin
Jeremy Tanner, Lonza
William Taylor, sanofi pasteur

Opsahl Terje, Ulleval University
Hospital

Ignazio Terranova, Genzyme
Michele Theberge, Hospira
Vijaya Thadikonda, Lonza
James Thompson, Amylin
Edward Tidswell, Baxter
Rachel Tienhaara, Baxter
Lisa Tinsley, CIBA

Jorge Tirado, Quantic Group

Kieran Tobin, Institute of Technology,
Sligo

Kelly Toetz, Eli Lilly

John Tolan, Telik

Matthew Tondreault, Biometrix
Andrew Torchia, Genzyme
Jonas Tornsten, Q-Med



PDA Letter » November/December 2007

Marie-Pierre Tourangeau, Wyeth
Andre Triangle, GlaxoSmithKline
Kazuyoshi Tsukikawa, Kewpie
Jennifer Turner, Symbion

Nuala Tynan, Eli Lilly

Nancy Ungson, Genetech

Brian Urmanita, Bayer

David Urquhart, The Medical House

MaryEllen Usarzewicz, Bristol Myers
Squibb

Anatoli Ushakov, Termo-Kont
Kimberly Vagt, AGA

Julian Valles, Abraxis

Do Van, Novartis

Ruud van der Geer, Merck, Sharp &
Dohme

Taina van Eijsbergen, AMO

Nathalie Van Huffelen,
GlaxoSmithKline

Michael Vandlen, Emergent
Leen Vangeel, Janssen
Rajesh Varma, GLS

Suresh Venkataram, Star Drugs and
Research Labs

Maria Venturi, sanofi pasteur
Michael Vernon, Baxter

Jann Vestby, GE

Tuuli Virtanen, Bayer Schering
Frits Vogt, Fresenius Kabi
Oliver Vogt, Hospira

Irina Voikova, Sotex

Jody Voorspoels, Janssen
Michael Vrkljan, Amgen
Deborah Wade, Aptuit

Vishal Wagh, Adam Fabriwerk
Kenneth Wagner, ABM Janitorial
Craig Wallace, 3M

Daphne Wang, Bausch & Lomb
Michael Warncke, Bayer

Ashley Warnix, Solstice Neurosciences

Sarah Wartman, Lyophilization
Technology, Inc.

Elizabeth Watanabe, FibroGen
David Watkins, Celator

Richard Watson, Merck
Christopher Watson, Wyeth
James Watts, Abraxis

Gresham Weatherly, Abbott
Nicole Webber, Prescience Consulting
Zoulika Weedon, Lonza

Linna Wei, Acambis

Seth Weil, Genentech

Harald Weis, B. Braun

Scott Weit, Johnson & Johnson
Zhigang Wen, JPT Consulting
Katherine Whitley, Novartis
Randy Wikris, sanofi pasteur
Holly Wiles, ClinFinder

Tammy Williams, sanofi pasteur
Mark Williams, MedImmune
Bodil Willumsen, Maxygen

Brad Wilson, Hollister-Stier

Lara Wilt, Indevus

Sebastien Wins, GlaxoSmithKline
Andreas Wirth, Novartis

Andrew Wojcik, Forest Laboratories
Bryant Wojcik, Abraxis

Kimberly Wolfram, Biogen
Michael Wong, Solstice Neurosciences
Robert Wood, Provident

Natalie Worstell, Genentech
Elizabeth Wright, Bayer

Xinghao Wu, sanofi pasteur

Ellen W, Johnson and Johnson
Haifeng Wu, Pfizer

Dan Wu-Linhares, Pfizer

Li Xiaoyu, Hebei Huari

Fan Xinhua, Changzhou Siyao
Yukihiro Yamaguchi, Sumitomo

Liang Yan, Shanghai Municipal FDA
Bing Yang, Intarcia

Cathy Yang, RDPAC

Zuowu Yao, Genzyme

Jin Yaoguang, Suzhou Dawnrays
Andrew Yates, Talecris

Randy Yodis, Ovation

Itsuro Yokota, Meiji Dairies
Satoshi Yokota, Medtronic
Seungyil Yoon, Eli Lilly

Arai Yoshikuni, Kowa
Elizabeth Young, Baxter
Xiaochun Yu, PPD

Lou Yuhua, Suzhou Downrays
Jennifer Zajac, BioConvergence
Emily Zdenek, ISTO

Mary Zeldenrust, sanofi pasteur
Yiwei Zhang, ImClone

Qui Zhang, SFDA

Qiang Zheng, Peking University
Zhao Zhenli, The Fourth Institute of

Nuclear Engineering
Qun Zhou, Shanghai Municipal FDA
Hui Zhu, Peking University
Olaf Ziel, Franz Ziel

Hartmut Zimmermann, Bochringer

Ingelheim
Jacob Zoltowski, sanofi pasteur
Jeff Zumhofe, Zumhofe
Neal Zupec, Baxter
Kiara Zuzzio, sanofi pasteur
If your information appears inaccurate in this

list, please visit www.pda.org to update your
profile or email changes to info@pda.org.
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Chapter Contacts

The following is a list of the PDA Chapters, organized by the regions of the world in which they are located. Included are the Chapter
name, the area(s) served, the Chapter contact person and his or her email address. Where applicable, the Chapter’s website is listed.
More information on PDA Chapters is available at www.pda.org/chapters.

Asia-Pacific

Australia Chapter

Contact: Anna Corke

Email: acorke@medicaldev.com

India Chapter
Contact: Darshan Makhey, PhD
Email: dmakhey@hotmail.com

Japan Chapter

Contact: Katsuhide Terada, PhD
Email: terada@phar.toho-u.ac.jp
www.j-pda.jp

Korea Chapter
Contact: Woo-Hyun Paik, PhD
Email: whpaik@hitel.net

Southeast Asia Chapter
Contact: K. P. P. Prasad, PhD
Email: prasad.kpp@pfizer.com

Taiwan Chapter

Contact: Shin-Yi Hsu

Email: shinyi.hsu@otsuka.com.tw
www.pdatc.org.tw

Europe

Central Europe Chapter

Contact: Andreas Wenng, PhD
Email:
andreas.wenng@chemgineering.com

France Chapter
Contact: Jean-Louis Saubion, PhD
Email: ufch@wanadoo.fr

Ireland Chapter
Contact: Frank Hallinan
Email: hallinf@wyeth.com
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Israel Chapter
Contact: Raphael Bar, PhD
Email: rbar@pharmos.com

Italy Chapter

Contact: Stefano Maccio, PhD

Email: stefano.maccio@ctpsystem.com
www.pdachapters.org/italy

United Kingdom
Contact: Siegfried Schmitt, PhD

Email: siegfried.schmitt@parexel.com

North America

Canada Chapter

Contact: Patrick Bronsard

Email: patrick.bronsard@snclavalin.com
www.pdachapters.org/canada

Capital Area Chapter

Areas Served: MD, DC, VA, WV
Contact: Allen Burgenson

Email: allen.burgenson@lonza.com
www.pdachapters.org/capitalarea

Delaware Valley Chapter
Areas Served: DE, NJ, PA
Contact: Art Vellutato, Jr.
Email: artjr@sterile.com
www.pdadv.org

Metro Chapter

Areas Served: NJ, NY

Contact: Nate Manco

Email: natemanco@optonline.net
www.pdachapters.org/metro

Midwest Chapter

Areas Served: IL, IN, OH, W1,
IA, MN

Contact: Madhu Ahluwalia
Email: madhu@cgxp.com
www.pdachapters.org/midwest

Mountain States Chapter

Areas Served: CO, WY, UT, ID, NE,
KS, OK, MT

Contact: Sara Hendricks

Email: scarry@att.net

New England Chapter

Areas Served: MA, CT, RI, NH,
VT, ME

Contact: Louis Zaczkiewicz

Email: lzaczkiewicz@hyaluron.com
www.pdachapters.org/newengland

Puerto Rico

Contact: Manuel Melendez
Email: manuelm@amgen.com
www.pdachapters.org/puertorico

Southeast Chapter

Areas Served: NC, SC, TN, VA,

FL, GA

Contact: Patrick Sabourin

Email:
psabourin@clarkstonconsulting.com
www.pdachapters.org/southeast

Southern California Chapter

Areas Served: Southern California
Contact: Saeed Tafreshi

Email:
sacedtafreshi@inteliteccorporation.com
www.pdachapters.org/southerncalifornia

West Coast Chapter

Areas Served: Northern California
Contact: John Ferreira

Email: jferreira@banzigersystems.com
www.wcepda.org
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Programs & Meetings

The 2008 Annual Meeting: Science Driven Manufacturing:

The Application of Emerging Technologies
Colorado Springs, Colo.* April 14-18 * www.pda.org/annual2008

Maik Jornitz (Sartorius-Stedim), Program Committee Chair and PDA Treasurer

In a world of information and commu-
nication, the most valuable means of
discussion is still face-to-face conversa-
tion and networking with industry and
regulatory colleagues and peers.

Each year, the PDA Annual Meeting
creates a most advantageous platform
to exchange information; either as
speaker, recipient of highly qualified
presentation, PDA Interest Group
participant or active volunteer.

The theme of the PDA 2008 Annual
Meeting is Science Driven Manufactur-
ing: The Application of Emerging
Technologies, and the meeting will
focus on new grounds of science and
technology within a highly regulated

manufacturing environment.

Manufacturing technologies and
entire processes are evolving rapidly
in response to new requirements and
challenges within the pharmaceutical

PDA Training and Research Institute

e e el

and biopharmaceutical production
settings. Implementation of new
technologies, beyond the transfer of
technologies, will be discussed, since
production locations are no longer
localized.

Innovative detection methodologies,
which are essential to prevent novel
and known contaminants to disrupt
product processing and quality
requirements, will also be addressed.
Additionally, industry representatives
will discuss the removal or inactivation
of such contaminants.

A variety of manufacturing and quality
science subjects will also be covered,
including new aseptic and downstream
processing approaches, filling technol-
ogy advances, and implications of
up-coming regulations.

In addition, a main focus of the PDA
2008 Annual Meeting will be the

=

W EDUCATION ¢ TRAINING < APPLIED RESEARCH

CAREER-BUILDING TRAINING COMING

DUBLIN, IRELAND TRAINING COURSE SERIES  [iiis

December 12-14, 2007
Dublin, Ireland | www.pdatraining.orgldublin

Assuring Safe and Effective Medicinal Products —
Registration of Biopharmaceuticals in a Global Environment

— New Course!
December 12, 2007

Cleanroom Microbiology Workshop
December 12-14, 2007

Biopharmaceutical QA/QC Strategy for Senior Management

December 13, 2007

Fundamentals and Essentials of EU and US GMPs for API

and Biotechnology Manufacturers — New Course!

December 13, 2007

Preparing for a Passing an EU or US Inspection — New Course!

December 14, 2007

‘What Every Biotech Startup Needs to Know About CMC

Compliance
December 14, 2007

patient. For this reason, we will hear
directly from former patients and how
a drug supplied changed their life,

and how you and your organization
contributed to their well-being or
recovery. To be able to take note of
their experience creates for us the
motivation to strive to investigate new
routes of development, manufacturing
and compliance. Our keynote speakers,
Linda Armstrong Kelly and Shelley
Morrison, are two of such patients and
will share their experiences with us.
We would like to thank them for their

contribution and support.

On behalf of the Program Planning
Committee, I hope that you will join
us at the PDA 2008 Annual Meeting,
April 14-18, 2008, at The Broadmoor
in Colorado Springs, Colorado to take
advantage of this unique opportunity
to achieve the highest value for you and

your company.<&”

TO DUBLIN!

=

Visit www.pdatraining. org/dublin for information and to register
online. For questions, please contact Gail Sherman; Vice President,

Education, petree@pda.org, Tel: +1 (301) 656-5900 ext. 200.
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Programs & Meetings

Twelve Top Government
Speakers Confirmed for 2008
PDA/EMEA Joint Conference

Budapest, Hungary * Feb. 20-21 « www.pda.org/emea2008

If you have a stake in European GMP, take a look at the 2008
PDA/EMEA Joint Conference, European GMP: Current Issues and
Future Developments. This comprehensive conference covers GMP
issues for manufacturers, distributors and importers of medicinal
products and related materials in Europe. The agenda includes
eight topical tracks and four plenary sessions featuring a wide range
of speakers. PDA has confirmed 13 top level regulators from the
EMEA, the European Commission and the National Authorities;
additional government speakers are invited.

Rarely have so many European officials, from so many authorities,
participated in common discussions on evolving GMP. Confirmed
government speakers are (in order of appearance):

Emer Cooke, EMEA Inspections Sector

Sabine Atzor, EU Commission

Katrin Nodop, EMEA Inspections Sector

Eija Pelkonen, NAM, Finland

David Cockburn, EMEA Inspections Sector

Paul Hargreaves, MHRA, UK

Jacques Morénas, AFSSAPS, France, and current chair PIC/S

Ian Rees, MHRA, UK

Sabine Paris, ZLG, Germany

Tor Graberg, MPA, Sweden

Chris Cullen, IMB, Ireland

Jean-Louis Robert, Ministry of Health, Luxembourg,
and current chair QWP.

If your job is to keep current and informed regarding GMP, you
will not want to miss the 2008 PDA/EMEA Joint Conference.
See you in Budapest!sz

See what the 2006 conference attendees had to say™*:

The goal in 2006 was a platform for open discussion and Yes
exchange on regulatory and technical issues

Was this goal achieved? 86%
Should this conference take place again? 95%
Would you come again? 93%

(*128 evaluations collected from 250+ attendees)

ol

The

2007 PDA/DHI Technical Books

Distinguished Editor/Author Awards

will be presented at

April 14-18,2008
Colorado Springs, Colorado

Awards will be given to the top two editors/authors of a PDA-DHI co-published
book. This is a "members' choice" award, your participation will determine the
winners. Please take a moment to cast your vote online at
www.pda.org/bookstore. Polls are open from December 1, 2007 through
December 31, 2007.

Nominees:
Trevor Deeks, PhD: Bioprocess Validation: The Present and Future

Steven S. Kuwahara, PhD and Simon Xiuwei Li: Chinese Drug GMP: An
Unofficial Translation Including Related Sections of the Taiwanese, U.S., and
ICH-API GMP

Richard Prince, PhD and Diane Petitti: Confronting Variability: A Framework
for Risk Assessment

Nigel Halls, PhD: Essential Microbiology for QP Candidates
Anne F. Booth: Ethylene Oxide Sterilization: Validation and Routine Operation

Nigel Halls, PhD: Pharmaceutical Contamination Control: Practical Strategies
For Compliance

Scott Sutton, PhD: Pharmaceutical Quality Control Microbiology: A Guidebook
to the Basics

Jeanne Moldenhauer, PhD: Systems Based Inspection for Pharmaceutical
Manufacturers

Stephan O. Krause, PhD: Validation of Analytical Methods for
Biopharmaceuticals: A Guide to Risk-Based Validation and Implementation
Strategies

T,



Pharmaceutical and Biopharmaceutical Career

Opportunities Abound...
B

P D A C a re e r C e nte r World Wide Possibilities

Whether you are actively seeking employment, or just want to see what you might be missing,
PDA's Career Center delivers a wide range of opportunities. Post as much or as little information
as you like. Our 100% confidential and secure job-searching network allows you flexibility and
ease-of-use without the risk.

Register for free

Feel comfortable in a 100% secure and confidential online environment
Experience a flexible and user friendly interface

Create a variety of resumes to target different career profiles
Participate in PDA Virtual Career Fairs

Explore a wide range of local and international opportunities

Gain new perspective on how to make a smooth career transition

PDA's Career Center is updated regularly with important news and information on the
companies and careers that are important to you. Visit often to view the latest “Hot Jobs Paronteral Drug Association
and start turning job possibilities into career opportunities at www.pda.org/careers.
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Consider Your Entry for the 2008 Trainers’ Choice Award

Entries Due by January 31, 2008

Bill 0°Connor (Genzyme Corporation), 2008 PDA Training Conference Committee

Are your training programs and
materials something to be admired?
Don’t sell yourself short, there’s always
a fresh approach out there and it might
be yours! Don’t keep it to yourself,
share it and be recognized as a leader by
your peers, your company and PDA.
Perhaps you have a perfectly structured
on-the-job program or an in-depth
classroom manual with a trainer’s
guide. Maybe you've developed a great
video tutorial, or developed e-learning.
Past entrants have showcased this type
of training, as well as, self-designed
intranet sites or interactive board
games, game shows or competitions
with a sports theme.

Since the 2002 PDA Biennial Training
Conference, participants have had

the opportunity to view, interact and
select the winners of the prestigious
Trainers’ Choice Award. This year’s
conference, at the Ritz Carlton,

New Orleans, May 19-23, will be no
different with the exception of yet

another group of extremely creative
finalists expected. The Awards are
presented for outstanding achievement,
creativity and originality in design

and delivery of CGMP and technical
training programs or materials, and
will be awarded on the final day of the

conference.

Categories may include: (based upon
acceptance at preliminary judging
awards will be given for each category)

* Multimedia Presentation

* Classroom Training Manual

* E-learning Program / Web Page
Design

* Experiential/Interactive Training

* Other Creative Approaches

All trainers currently employed in the
pharmaceutical, biotechnology, medical
device, biologics or related health
science industries are eligible. (Consul-
tants or vendors to such industries are
not eligible.) The materials must have
been designed by internal staff and

subsequently owned by that company.

All submissions will be subjected

to preliminary judging by the PDA
Training Conference Committee, and
finalists will be required to display/
demonstrate the materials at the 2008
PDA Biennial Training Conference.
Winners will be chosen by vote of the
conference participants. Finalists will be
recognized and the winners announced
at the Trainers’ Choice Awards
Ceremony on the final day

of the conference.

Enter and be recognized by your fellow
trainers! The deadline is January 31, 2008.

Visit www.pda.org/Training2008

for all submission information and

to complete the application outlining
your entry. Please address all questions
to: Jason Brown, coordinator,
Programs and Meetings, PDA
+1(301) 656-5900, ext. 131, or
brown@pda.org. <

Ll

Need to Fill These?

Filamatic's® Liquid Filling Solutions Include:

We Can Help.

o Clean Room Requirements

o Aseptic Filling Operations

o Liquid or Lyophilized Injectibles
o Microdose Pharmaceutical and

Diagnostic Fills

Visit our web site for more information
www.filamatic.com or call 800-526-1301.

FiLamaric |
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www.pda.org/training2008

2008 PDA BIENNIAL
TRAINING CONFERENCE  xew orieaxs

LOUISIANA

Focus on Performance:
Partnering For Business Success

Join colleagues and connect with thought leaders at the 2008 PDA

Biennial Training Conference and take home the knowledge and CONFERENCE
skills you need to train your workforce. The conference is designed for
anyone with training responsibilities in the bio/pharmaceutical industry MAY 19-21

and will provide the most current information needed to strengthen your
training expertise. Training ond medical device experts and FDA

representatives will provide valuable insight on how to: EXHIBITION
e Implement best training practices in a highly requlated environment
e Improve the performance of your employees MAY 19-20

* Apply the latest training trends and techniques

e Inform your team of the most current regulatory requirements

TRAINING COURSES

Complementing the conference are PDA Training and Research Institute
(PDA TRI) training courses and an exhibition featuring vendors who provide
excellent services in support of training efforts. MAY 22-2 3
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Faces and Places: PDA/FDA Conference—The Sessions

GMPs for INDs: (I-r) Kathleen Wessberg, Abbott;
Jamie McElvain, Amgen; and Monica Caphart, FDA

Opening plenary session moderator Rick Friedman,
FDA, and keynote speaker Helen Winkle, FDA, watch
a presentation

Opening plenary session speakers Anurag Rathore,
Amgen, and Azita Saleki-Gerhardt, Abbott field
questions

Rapid Methods: (I-r) Bryan Riley, FDA; Pankaj Amin,
FDA; Tim Wozniak, Eli Lilly; Sue Schniepp, Hospira; and
Alan Rhoden, Pfizer

ICH @8: (I-r) John Towns, Eli Lilly; Anurag Rathore,
Amgen; Liam Feely, Abbott; and Moheb Nasr, FDA

Quality Systems: (I-r) Robert Sausville, FDA;
Kim Trautman, FDA; Martin VanTrieste, Amgen;
Joe Famulare, FDA; and Maria Guazzaroni Jacobs, Pfizer

Did all 1200 attendees pack into the opening plenary session?
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(I-r)) Paul Stinavage, Pfizer, and Maurice Phelan, The Quality Systems IG holds a cozy discussion (I-r) Trevor Decks, Janny Chua, Amy Dauvis,
Millipore address the Filtration |G session and Richard Prince

Ed Trappler leads the Lyophilization IG session _ Regulatory & Quality Issues for Biologics: (I-r)
William Egan, PharmaNet Consulting; Lizzie Leininger,

StemCells; and Donald Fink, FDA

Day 1 Joint Clinical Trial Materials & Pro. Val. IGs: (I-r):
Vince Mathews, Eli Lilly; Nate Milton, Eli Lilly;
Mark Roache, Bayer; David Radspinner, Thermo; and
Hal Baseman, Valsource

More day 2 of Joint Clinical Trial Materials & Pro. Val. IG
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Faces and Places: PDA/FDA Conference: Exhibits and Networking




PDA Letter * November/December 2007 Programs & Meetings

Faces and Places: GPP: Good Party Practices
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Chair's Message: TRI Officially Opens Doors in Bethesda

Vincent Anicetti, Genentech, Inc. (From His Opening Remarks at the 2007 PDA/FDA Conference)

Many of you probably are aware of
the Training and Research Institute.
Until this year, it was located outside
of Baltimore. What really differentiates
PDA in many ways in terms of a
pharmaceutical training and educa-
tion institute is the fact that we can
provide hands-on training. And one
of the things that has been unique and
exceptional about PDA was our ability
to conduct laboratory-based courses
and conduct aseptic and sterile filling
operations through the training and
research institute.

Unfortunately, the location that we
had was difficult to travel to for many
of us. Our goal has been to co-locate
TRI with the corporate headquarters
in Bethesda, Md. We will open the
new TRI Institute in Bethesda this
week. It is a very exciting event. I've
seen the facility: it is a state-of-the-art

pharmaceutical facility. We have two
microbiology laboratories there, a
specialized biotech suite, and we can
fully duplicate sterile filling opera-
tions including component prep and
autoclave procedures. So it is a great
asset for all of us as professionals in
the pharmaceutical industry to have
this center; now that we have it in
Bethesda, I think it is going to be more
accessible than ever. Many thanks to
Bob Myers and the entire PDA staff
for achieving that this year.

The other thing that made this possible
was the very generous donations of
many of our corporate sponsors and
many individuals. 'm very proud and
grateful to say that we have received
over a million dollars in donations

for the new TRI. It has really been

a wonderful effort, and we are very

fortunate to have so many supporters

JANUARY-MARCH 2008

in our organization. I wanted to take

a few moments just to recognize three
groups of these contributors. The first
our Platinum Supporters. Our second
group are our Annual Supporters who
have made an annual commitment to
support the TRI facility. And lastly,

the many other organizations that have
made a contribution to support TRI.
If you are chagrined that your organi-
zation is not listed up there, it is not
too late. We are always happy to talk to
anyone that will support this important
endeavor.

The opening of TRI in Bethesda
represents a new and exciting era for
the Institute and for PDA, and one
that will see, I'm sure, even greater
success. <=

Kick-off the New Year

with a Bang!

PDA TRAINING AND RESEARCH INSTITUTE IN EARLY 2008!

JANUARY 16-18
Developing an Environmental
Monitoring Program

FEBRUARY 21-22
Computer Product Supplier
Auditing Process Model:

MARCH 6-7

Inspection

Auditor Training (Lecture)

FEBRUARY 7-8

Developing and Validating
a Cleaning and Disinfection
Program for Controlled
Environments

MARCH 3-5 MARCH 26-28
FEBRUARY 13-15 Development of Pre-filled Pharmaceutical Water System
CIP Design and Engineering Syringes Microbiology

—New Course!

FEBRUARY 21-22
Environmental Mycology
Identification Workshop

MARCH 17-20

Virus Removal

An Introduction to Visual

Downstream Processing:
Separation, Purification and

Visit www.pdatraining.org
for more details!

CONTACT:

James Wamsley

Senior Manager,

Laboratory Education

+1 (301) 656-5900 ext. 137
wamsley@pda.org
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TRI Celebrates a New Beginning

On September 26, PDA's Training and Research Institute celebrated the opening of its new facility in
Bethesda, Md. The ribbon-cutting ceremony involved members of the Montgomery County Maryland Economic
Development Office, the PDA Board of Directors, contributors to TRI and various other VIPs. On the following
two pages are photos of the event.

PDA Chair Vince Anicetti cuts the ribbon with PDA Board of Directors in attendance: (I-r) Laura Thoma, Rebecca Devine, Nikki Mehringer, Steve

fellow Board members and staff watching Mendivil, Vince Anicetti, Eric Sheinin, Martin VanTrieste, Kathleen Greene, Lisa Skeens, Bob Myers,
Amy Scott-Billman, Louise Johnson, Anders Vinther, and John Shabushnig

Groninger’s Lothar Bruger and Wenzel Nowak pose with the prefilled Giuseppe Fedegari poses with the state-
syringe unit, the company generously donated of-the-art autoclave his company Fedegari
Autoclavi donated

PDA Board member Steve Marten tours the Taking a close look at the Micro Lab are (I-r) PDA's Feng Chen (far left) translates for
aseptic filling area with PDA’s Hassana Howe Berit Reinmiiller, Bengt Ljungqvist, Suming Fang, Bob Myers, Yuhua Lou and
Hassana Howe and J.P. Jiang Weijun Gu

continued on next page
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1'

Gail Sherman (far right) poses with Vectech Here to help! FDA's Janet Woodcock is greeted Current Chair Vince Anicetti speaks with former
Officials by Vince Anicetti and Bob Myers outside the Chairs Bob Myers and Nat Kirsch
cleanroom

Before and After

Destruction... ...construction. ..

The autoclave on arrival... ...during installation and training... ...and in use during the first Aseptic
Processing Training
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Endotoxins: Joint PDA/SFSTP Collaboration Ongoing

Philippe Gomez, Sartorius-Stedim, and Volker Eck, PDA

When talking about endotoxins,
according to specialists, one can still
have difficulties in setting up a suitable
control procedure. It appears to be
somewhat difficult to select the right
procedure to apply and, even more, to
justify this choice.

Despite the fact that extensive and
valuable literature exist, specialists

and users feel that a more concrete
guideline should exist to help in the
design endotoxin controls that are
scientifically sound and robust. During
discussions of this topic at past PDA
meetings, participants have made a
number of comments suggesting that
guidance is necessary, particularly
with respect to setting procedures for
nonsoluble products and justifying the
limits for biotech products when the
variability of the method is large.

SESTP (Société Francaise des Sciences
et Techniques Pharmaceutiques) and
PDA started introducing to our stake-
holders in 2006 the idea of creating a
common PDA/SESTP working group
on endotoxins. Announcements were
made during the PDA France Chapter
conference Contaminant Removal in
December 2006, and the first PDA
conference on Good Practices for IMPs
in May 2007. The feedback was
overwhelming, and at the end, around

30 people volunteered to participate.

The creation process went on, and the
face-to-face inaugural meeting was
held Oct. 23 at the SESTP premises
in Paris. Twenty experts participated,
including representatives from regula-
tory bodies like AFSSAPS (the French
Health Authority).

The main point, as expressed during
the meeting, was the urgent need of

a scientific and technologically sound
guide covering not only updates of
existing regulations and newly intro-
duced technologies, but also the basic
procedures in relation to the product
itself (e.g., soluble/non soluble, biotech
product, etc.).

The participants identified other issues
to be covered, including:

* Present measurement methods
(harmonization between pharma-
copoeias, selectivity, inhibition,
reliability)

* Sampling procedures, particularly for
raw materials, components, medical
devices, and sample pre-treatment
and preparation

* Result interpretation and comparison
between different methodologies
and practices »

Before and After

Fldors « Walla » Linia

Evolution of a cleanroom
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Ompi Day

Georg Roessling, PDA

On October 5, 2007, Nuova Ompi,
located near Venice, Italy, and a major
supplier of glass syringes and related
material to the pharma industry, sched-
uled their “2007 Ompi Day.” More
than 150 people attended a seminar
and examined Ompi’s new glass syringe
manufacturing line. This state of the
art facility is an impressive example of
the synergy of pharmaceutical quality
understanding and high tech engineer-
ing. Many of the participants were
PDA members and friends of PDA.
For sure many will meet again at the
PDA Prefilled Syringe Conference in
November in Berlin.<&

PDA Letter * November/December 2007

Also attending Ompi Day:

Prof. Alessandro Rigamonti, President of AFI
(Associazione Farmaceutici Industria), the
pharmaceutical industry association of Italy.

“The Hosts of Ompi Day, the Ompi management team (I-r): Marco Stevanato, PhD; Sergio Stevanato,
President of Stevanato Group; and Franco Stevanato, PhD. *

Delegation from PDA Japan Chapter

Visits PDA Europe

Georg Roessling, PDA

Two representatives of the PDA Japan
Chapter met at the PDA Europe office
in Berlin to discuss opportunities for
working together. The 2008 confer-
ences on Compendial topics with ER,
JP and USP, April 1-2, in Frankfurt,
and the Visual Inspection Conference
in October in Berlin were some of the
many topics discussed. Many more

activities are planned for 2008.<&

PDA Japan visitors to the PDA Europe
headquarters (I-r): Shigeto Hirabara and
Daikichiro Murakami, both of Taikisha Ltd,
Japan; and Georg Roessling, PDA

continued from previous page

* The expected 3 log reduction value
in depyrogenation processes

* Currently proposed limits, are they
satisfactory?

* Known and alternative technologies
for bacterial endotoxins/pyrogen
removal and their acceptability

Luc Pisarik, Merial/SFSTP, and
Philippe Gomez, Sartorius-Stedim/
PDA launched this discussion and will
co-chair the working group.

The next meeting is planned in Paris
during the PDA Conference called
Investigational Medicinal Products:
Negotiating the GMP/GLP/GCP Inter-
face Jan. 22. The group will gather and
discuss progress on the work assigned
as a result of this first session and

plan to go ahead for the next meeting
already scheduled in March 2008.

Volunteers are from major biopharma-
ceutical companies, regulatory agencies
and industry suppliers residing in
France and neighbouring countries.
They were very motivated and look
forward to issuing a useful document
that could serve as a basis for profes-
sionals in this field.

With that in mind, it would be even
more beneficial to extend participation
to a wider and more international
basis. Therefore, PDA is promoting
this effort and will contribute to prolif-
erating the information on a global
level. Individuals from North America,
Asia and other regions are encouraged
to participate as well so that the discus-
sions and work can be turned into a
PDA technical report with scientifically
justified practical hints and suggestions.
If you want to contribute, please feel
free to contact Philippe Gomez at
philippe.gomez@sartorius.com.

Special thanks go to the French
society of pharmaceutical science and
technology (SESTP) and particularly
to Cecile Oger for her help and most
valuable support. <=



PDA Letter * November/December 2007

continued from page 27

carried out by document check only in
most cases.” His division also conducts
“for-cause” inspections following recalls
or the occurrence of other quality

problems or upon request from MHLW.

The Japanese authority will rely on
“document checks” under certain
circumstances, but recognizes “that

all the inspections should be done on
site,” said Hasegawa. However, “it is
time and resource consuming, and we
don’t have enough resources at present.
On the other hand, current regulations
mandate the need to apply for GMP
inspection and obtain confirmation

of GMP compliance.” As such, “we
can decide the GMP compliance by
document check only for some of the
applications.”

Preapproval inspections are carried

out on-site for all domestic facilities.
For foreign firms, a number of criteria
are involved in deciding to conduct

an on-site inspection or a document
check. Hasegawa elaborated: “If the
product is covered by MRA [mutual
recognition agreement] or MOU
[memorandum of understanding],

only a document check will be done.

If the manufacturing site is located in

a member country of PIC/S, we will
put our emphasis on a document check
only, and anon-site inspection will be
preferred for the manufacturing sites
outside the member countries of PIC/S.

On-site inspection will be conducted
for high-risk products, including
biotechnology products and new
chemical entities. Other factors to be
considered are the past history of GMP
inspections and history of recalls.”

The conduct of overseas inspections is
“basically” the same as that for domes-
tic sites. “Usually,” said Hasegawa,
“each inspection is done by two
inspectors, but in some cases of specific

products, including biological products,
additional experts may participate.

We are asking the applicant to employ
interpreters to be able to facilitate the
inspection and to avoid misunderstand-
ing. Normally the inspection period is
three or four days, depending on the
size of the site and the complexity of
the manufacturing process.”

“...Some interpreters
told us that it is quite
exhausting to continue

interpreting a GMP

inspection for a long

time...”

Firms are notified about three to six
weeks in advance of the inspection date.
“Because an inspection should be done
within the limited time and such limita-
tion of time is more important factor
for foreign inspections, we ask the
applicant to submit some information
relating to...focus points to be checked
during the inspection,” Hasegawa
explained. “If this information is not
submitted, there is a possibility of
extending the inspection period.”

Like the U.S. FDA, PMDA employs

a systems approach to inspections,
examining the quality system, buildings
and facilities, storage, manufacturing,
packaging and labeling, and laboratory.
“In the case of foreign manufacturing
sites,” said Hasegawa, “since frequent
visits are difficult, we will cover all the
subsystems in one visit.”

Use of interpreters is very important,
he explained. “Based on our experi-
ence, two interpreters are preferable.

Some interpreters told us that it is
quite exhausting to continue interpret-
ing a GMP inspection for a long

time. To avoid a bias, one or more
interpreters should be independent
from the company. To avoid misunder-
standing, word for word translation is
preferable, even if it takes time. Trans-
lation between Japanese and the local
language is preferred, but Japanese and
English may be acceptable. We will ask
to interpret what is written in some
documents during a document check.
In cases of employing professional
interpreters, they should know techni-
cal terms related to GMP”

Between the start of the foreign
inspection program in October 2005
and July 2007, PMDA conducted

75 overseas inspections, with 40 sites
visited in North America, 28 in Europe
and 7 in other regions.

PMDA Office of Compliance

and Standards GMP Expert

Takashi Nagashima discussed “Check
Points During GMP Inspection”
following Hagesawa’s presentation.
Following an inspection, he noted,
firms will receive written observations
in Japanese typically within three weeks
of the inspection. A written response
from the firm, also in Japanese, is
required three weeks after receiving the
observations.

The company’s response should
include photographs or drawings to
demonstrate corrective actions. A
summary report for any additional
validation tests performed and copies
of any revised SOPs also should be
incorporated into the response. Finally,
a schedule of actions to be taken and
the anticipated time of the final report
should be outlined if corrective action
is merited.<
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After evaluating 25 vendors,

the European Medicines

Agency (EMEA) selects
TrackWise as its enterprise Quality
Management System (QMS).

A

Claus Christiansen...
Integrated Quality Management Auditor for the E.
gave these reasons for the selection:

“Quick and smooth implementation.”

“Overall breadth of the TrackWise solution.”
“Ease of configuration.”
“Ability to integrate with existing sof
“Audit trail and electronic signature.”
“Pharmaceutical industry experience.”
“Manages critical quality processes and global risk analysis.”

The Ultimate Quality Management Software
e

The European Medicines Agency coordinates the evaluation and supervision of medicinal
ABOUTTHE EMEA | Products for its 25 European Union (EU) member states. It has implemented TrackWise to
replace paper based and spreadsheet systems used by the agency to manage its quality
processes. Implementation took only four months, meeting set timetables and budget goals.

Sparta Systems is the recognized global leader for enterprise quality and compliance
ABOUT management software. Over 200 companies and 300,000 users rely on TrackWise, including
SPARTA SYSTEMS’ | quality assurance, manufacturing, customer support and regulatory professionals. TrackWise

TRACKWISE SOFTWARE | is a complete solution with unlimited flexibility to meet the precise needs of each customer.

Sparta Systems also offers full support services and best practices for implementation.

m (888) 261-5948 - www.sparta-systems.com
Spar ta Systems, Inc. e-mail: info@sparta-systems.com / info-europe@sparta-systems.com



