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Times are Changing: The Role of the
Qualified Person in the 21t Century

Joyce Ramshotham, Solvay Pharmaceuticals (ret.)

The Qualified Person (QP) in Europe forms the backbone of the quality assur-
ance system, ensuring that quality medicines reach the patient. However, the
development and manufacturing environment in the pharmaceutical industry is
changing rapidly, and one has to wonder if the current concept of the role and
responsibilities of the QP also need to change. We are moving from “quality by
testing and inspection” to the concept of “quality by design,” where quality is
built into the product and process during the development phase. We are moving
away from traditional specifications to a concept of monitoring quality during
processing, with suitably chosen in-process controls and continuous verification,
which is also going to replace traditional three-batch validation. This, in turn,

is also going to allow real-time or parametric release of batches, instead of
end-point testing. Assuring the quality and continuing supply of medicines to
the patient requires not only individual batches to be within specification, but
also processes that are robust and reliable. Process understanding, quality risk
management and continual improvement are becoming the cornerstones of

the quality paradigm. Risk-based and science-based decisions are now expected
instead of compliance-based decisions. Also, the logistics of our supply chain are
becoming more complex, as we move away from local stand-alone processes to
complex international supply chains, and as we move away from only supply-
ing local markets to supplying multiple international markets from strategic
manufacturing facilities. We are also seeing an increase in the number of—and
the time spent on—inspections, not just from our own local inspectorates, but
from many other inspectorates from the markets which we supply around the
world, who all expect us to comply with their own local GMPs.

In this rapidly changing environment, the traditional role of the QP that focuses
on the certification of each individual batch seems outdated. Surely there are
better ways to protect the patient than focusing on individual batch release. This
paper will examine some of the changes mentioned above, and how the role and
responsibilities of the QP need to be adapted to respond to these new concepts.

Quality by Design and Process Understanding

There is no disputing the concept that the QP remains responsible for the
quality of the product released to the market. But as we see more reliance placed
on building the quality into the design of the product and the design of the

continued on page 20
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Venue

Hyatt Regency Boston

One Avenue de Lafayette
Boston, MA 02111

Tel: +1 (617) 912-1234

Fax: + 1 (617) 451-2198
Reservations: +1 (800) 233-1234

www.pda.org/calendar/
courses/bostontraining

+1 (410) 455-5800

Featuring innovative Pharmaceutical
Biotechnology courses, plus focused
Quality Assurance/Quality Control training!

PDA Training and Research Institute
Boston Training Course Series

October 16-18, 2006
Boston, Massachusetts

Courses offered:

Analytical Problem Solving for CAPA Systems

Approaches to Performing Self-Inspections as Part of a Total Quality
System for Pharmaceutical Product Development and Manufacture

Bioassay Development and Validation
Biopharmaceutical QA/QC for Senior Management

Design of Experiments for Efficient and Practical Assay Development
and Validation

Managing the Microbiological Quality of Non-Sterile Pharmaceutical
and OTC Drug Products

Minimizing the Legal, Quality & Compliance Pitfalls of Contract Manufacturing

Overview of FDA QSR Requirements for Medical Device Inspection
Approaches

Preparing for an FDA Pre-Approval Inspection
Risk Management in Thermal Validation
What Every Biotech Startup Needs to Know About CMC
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Risk Assessment and Risk Management in the Pharmaceutical Industry: Clear and Simple

RISK ASSESSMENT AND
RISK MANAGEMENT by James L. Vesper
IN THE
PHARMACEUTICAL . . . . . . .
INDUSTRY Explores the history, definitions, and how we think about risks and hazards, offering an overview of the risk management
CLEAR AND SIMPLE process and commonly used risk assessment methods and tools. It also examines the phases of the risk management process

in detail and examines how the various tools can be applied in identifying hazards and evaluating their potential impact and
boded affects. There are examples throughout the book that illustrate how the tools can be applied in "real life".

James L. Vesper

Item No 17219 PDA Member $210  Nonmember $260

Pharmaceutical Filtration: The Management of Organism Removal

by Maik W. Jornitz and Theodore H. Meltzer, PhD

Offers a deep, comprehensive understanding of the all connections between the different aspects of the filtration universe.
Item No. 17235 PDA Member $225 Nonmember $279

Environmental Monitoring, Volume |, Volume Il and Protocol CD

edited by Jeanne Moldenhauer, PhD

Describes methods for developing and operating an appropriate, sustainable microbiological program both in the lab and during production. Numerous useful protocols are
included on the CD.

Item No. 17239 PDA Member $480 Nonmember $599

Encyclopedia of Rapid Microbiological Methods, Volume |, I, IlI

edited by Michael J. Miller, PhD

Focuses on regulatory and compendial initiatives currently in place that help pharmaceutical microbiologists and managers implement RMM in their facilities.
Item No. 17252 PDA Member $660 Nonmember $815

Technical Report No. 42, Process Validation of Protein Manufacturing

Focuses on validation of biopharmaceutical processes used to manufacture therapeutic proteins and polypeptides produced from recombinant or non-recombinant
cell-culture expression systems.

Item No.01042 PDA Member $75  Nonmember $150

Risk-Based Software Validation: Ten Easy Steps

by David Nettleton and Janet Gough

This book offers a systematic, ten-step approach, from the decision to validate to the assessment of the validation outcome, for validating configurable off-the-shelf (COTS)
computer software that generates data or controls information about products and processes subject to binding regulations.

Item No. 17256  PDA Member $200 Nonmember $249

PDA Archive on CD-ROM - PDA Archive Retrieval Index (2006 version)
Fully-searchable four disk CD-ROM archive includes all PDA Journal articles, Technical Reports and Monographs, Technical Bulletins and select Conference Proceedings.
[tem no.01101 PDA Member $395 Nonmember $590

Steam Sterilization: A Practitioner’s Guide 20% OFF

edited by Jeanne Moldenhauer, PhD

Complete collection of practical instructions covering sterilization processes including templates of procedures, protocols, and documents.
Item No. 17183 PDA Member $260 Nonmember $319

The Manager’s Validation Handbook: Strategic Tools For Applying Six Sigma To Validation Compliance

by Siegfried Schmitt, PhD

Modern methodologies and tools that deliver the best validation practice processes and results, while achieving compliance with regulatory requirements or the healthcare
industry.

Item No. 17234 PDA Member $225 Nonmember $279

PDA Technical Report No. 27, Pharmaceutical Package Integrity
The information provided in this guideline is intended to assist users in developing integrity assessment strategies for use during the phases of product life.
Item No.01027 PDA Member $75  Nonmember $150

Pocket Code of Federal Regulations GMP Guide - 2006 Edition

21 CFR Part 210-CGMP in Manufacturing, Processing, Packing, or holding of drugs; general. 21 CFR Part 211-CGMP for Finished Pharmaceuticals. Reproduced in
pocket size by PDA. 2006, 68 pages.

Item No. 13004 PDA Member $4 Nonmember $10

Volume discount and booklet with customized logo is available, please contact PDA for price quote.

To Order: +1 (301) 656-5900 www.pda.org/bookstore
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Coming Next
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Pharmaceutical
Development

[Editor’s Note:

The article on
Biopharm. Manufac-
turing Capacity will
appear in a future
issue.]
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Pharmaceutical
Development contact
Cindy Tabb at:

+17 (307) 656-5900,
ext. 222
tabb@pda.org



2006 PDA/EMEA JOINT CONFERENCE

LONDON, ENGLAND

Training Courses
10-11 October 2006

Conference and Exhibition
12-13 October 2006

MEET THE
REGULATORS!

This is a unique opportunity
to interact and network directly

with those people who enforce

regulation in the European Union.

Understanding the European
GMP Environment

ARK YOUR CALENDARS FOR THE OPPORTUNITY TO MEET EUROPEAN

REGULATORS IN PERSON! Continuing its tradition of service and
leadership, PDA is proud to celebrate its 60th anniversary by partnering for
the first time with the European Medicines Agency (EMEA) to offer the
PDA/EMEA Joint Conference: Understanding the European GMP Environment.
This is a unique opportunity to interact and network directly with top
European health authorities and industry representatives in a neutral, science-

based forum.

The aim of this conference is to increase understanding and awareness of GMP
trends and expectations in Europe. Participants will include representatives
from EMEA, member state health authorities and industry, who will share
their expertise on recent developments in European GMPs and be available

to meet and discuss topics with conference attendees.

SAVE THE DATE... Join us in London in October 2006 for the first ever
PDA/EMEA Joint Conference!

FOR FURTHER INFORMATION PLEASE GO TO
www.pda.orglpdaemea2006




PDA News & Notes

PDA Letter ¢ September 2006

Celebrating 60 Years: Ed Fry, PDA's Regulatory Ambassador

As we continue to recognize influential
PDA leaders of the last 60 years, we
want to acknowledge Ed Fry as one

of our most outstanding leaders who
reached out to regulatory authorities
around the world and help grow PDA’s
membership from 2000 to over 10,000
in a decade.

Most PDA members recognize that
science is the cornerstone of PDA.

Yet, few may know or be around to
remember that PDA was formed
partly in response to the passage of
the Federal Food, Drug and Cosmetic
(FD&C) Act by the U.S. Congtess.

It was the burgeoning regulatory
demands of those early years that
drove parenteral manufacturers to seek
access to technological and scientific
information, a dynamic that continues
to exist today. The early PDA leaders
meeting this need set the model of
PDA reaching out to the regulators

to help industry better understand

the new requirements and, in turn, to
help the regulators better understand
the scientific and technical challenges
associated with industrial pharmaceuti-
cal manufacturing.

Opver the ensuing years, many

PDA members worked to facilitate
meaningful and productive dialogue
between government and industry.
The establishment of the first cGMPs
in 1963 by the U.S. FDA invigorated
another generation of PDA leaders to
reach out to the regulators. During
this time, the focus of PDA’s annual
meetings expanded to include topics
on regulatory compliance, and a
growing contingent of U.S. FDA and
USP representatives began speaking at
the annual meetings.

With a solid foundation of regulatory
dialogue and education already in
place, Ed Fry took PDA to a higher
level. Ed’s leadership from 1991-2003
helped cement PDA’s reputation as the
foremost organization for Connecting
People, Science and Regulation®™.

Through the hard work and leadership
of Ed Fry, PDA has built very strong
relationships with regulatory bodies
worldwide, particularly in Europe and
the United States, to the benefit of the
membership and the industry at large.
The channels of dialogue between
government officials and industry that
Ed helped open fostered the creation
of scientifically sound regulations and
guidances and advanced the desirable
goals of regulatory harmonization.

Of course, we cannot overlook the fact
that Ed served under a like-minded
and equally committed Board of
Directors, including Chairs Michael
Korczynski, James Akers, Clarence
Kemper, and Raymond Shaw, cach
of whom worked hard to help build
strong relationships with regulators
worldwide. In addition, Ed’s predeces-
sor, Frederick Carleton, worked with
the PDA Board to launch the very first
PDA/FDA Joint Regulatory Confer-
ence, first held in 1990—an event that
symbolizes PDA’s role as a connector
of people, science and regulation. Fred

also played a large role in recruiting Ed.

Ed’s experiences in both the field and
the headquarters at FDA during a
27-year career provided him perspec-
tive on both the challenges facing
manufacturers and the public health
goals of the Agency. In his early career
with FDA, he served in a number of
district offices, including Puerto Rico,
New Jersey and New York. In 1972, he
became the Supervisory Investigator in
the San Francisco District, and in 1976
was elevated to Director of Investiga-
tions in the Kansas City District. For
the final 11 years of his FDA career, Ed
worked in CDER’s Office of Compli-
ance as the Director of the Division of
Manufacturing and Product Quality,
and he had a hand in the development
of a number of key guidelines, regula-
tions and policies impacting PDA
members. Among the numerous and
challenging topics addressed in FDA

guidelines developed under Ed’s direc-
tion were process validation, aseptic
processing and the inspection of active
pharmaceutical ingredients. Ed also
oversaw a special enforcement group
involved in investigating fraud in the
generic drug industry (the generic drug
scandal) and in overhauling FDA’s drug
inspection program. Representing FDA
abroad as liaison to the Pharmaceutical
Inspection Convention and the World
Health Organization, Ed gained the
experience necessary to manage an
organization about to expand signifi-
cantly into Europe.

When Ed started with PDA in the
summer of 1991, the Association

was implementing plans that would
ultimately grow the membership
rapidly. Already, PDA had launched its
first chapters in the United States and
was looking to organize local groups
of members in Europe and Japan. Ed’s
international experience and knowl-
edge of the key regulatory challenges
of the day provided impetus to these
initiatives to keep them moving in a
positive and productive direction.

Ed’s leadership in regulatory issues
reached more and more industry
professionals throughout the 1990’s,
as PDA’s membership grew at a
stellar pace. His grasp of the issues
was a strength, as was his ability and
willingness to communicate with

the membership in each issue of the
PDA Lertter. Ed’s column in the Letter
quickly became a reliable source for
information and analysis on important
regulatory developments.

The relocation of PDA to Bethesda,
Md.—right in FDA's front yard—
provided Ed an opportunity to interact
with Agency officials in a manner that
has reaped benefits to PDA unparal-
leled in any other era. Soon, Ed was
reporting in the Letter on meetings
between PDA and FDA officials here
in Maryland.

continued on page 8
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Past Leader Spotlight: Fred Carleton, President 1977-1979,
Executive Director 1988-1991

For 30 years, one PDA member played
a central role in every major meeting,
training event and recruiting effort at

PDA: Fred Carleton.
Fred joined PDA in 1960 while

working for Pfizer Inc. His career

with Pfizer would extend for 29 years,
ending in 1988, as the Manager, Scien-
tific Affairs for the company’s domestic
facilities (seven in total). Fred joined
Phizer as a radiological biochemist, with
degrees from City College, Purdue
University and the Oak Ridge Institute
of Nuclear Studies. He was one of the
first experts in the industry trained to
work with radioactive compounds.
Fred also was an adjunct professor

at the Fairleigh Dickinson Univer-

sity (1960-1970) where he taught

biochemistry and radiochemistry.

Fred’s first experience with PDA was at
the National Meeting (now called the
Annual Meeting). After attending for
the first few years, the educator in Fred
came out. He approached the PDA
Board of Directors in the mid-1960’s
and proposed a number of changes

to enhance the conference. Impressed
with his ideas, PDA named Fred to the
planning committee for the national
meeting. In 1971, Fred became a
member of PDA’s Program Committee,
on which he served until 1991. In
those two decades, he participated in
planning every event PDA sponsored!

Fred by no means wants to take all the
credit for PDA’s phenomenal success in
that period of time. He acknowledges
the hard work and dedication of those
who served with him. “I was a member
of a team,” he says. “I'm a team player.”

In the late 1970’, Fred and other PDA
leaders of the time, started looking to
develop better educational offerings.
Fred helped recruit experts to teach
courses for PDA at no fee. Dr. Irving
Pflug was one of the early educators
brought on board to lead PDA courses.

Fred personally invited two members
of the Pfizer staff to teach courses on
computer programming, PDA’s first

foray into the world of IT!

Two important events happened to
bolster PDA’s education mission during
Fred’s tenure as President. First, the
Association received accreditation from
the American Council on Pharmaceuti-
cal Education, the strongest possible
endorsement of PDA’s educational
qualifications at the time. Second, the
Association created the PDA Founda-
tion for Pharmaceutical Sciences, Inc.,
to support research and education

in parenteral sciences and technol-

ogy. Fred joined with other PDA
volunteers, including Nina Demuth,
Jack Cole, Nathan Kirsch and Leon
Lachman to launch the venture.

Perhaps none of Fred’s contributions
can outweigh his role as top cheerleader
and recruiter. His honest dedication to
PDA helped him recruit many of its
foremost leaders during his 30 years of
active involvement.

Upon Fred’s retirement as PDA Execu-
tive Director in 1991, PDA President
Michael Korczynski provided perhaps
the best summary of Fred’s role ever
written (PDA Letter vol. 27, no. 7):

Fred's contributions and activities during
his 30-year association with PDA are
almost too numerous to count. He

has either chaired or been a principal
member of every major committee or
activity within the Association. Fred has
been instrumental in identifying and
encouraging talented individuals in the
pharmaceutical industry to participate in

PDA.... Fred exemplifies PDA.

Former PDA Chair James Akers
describes Fred’s devotion to PDA
as infectious:

“He had an enormous love of PDA
which manifested in an untiring effort
to recruit talented volunteers. Fred

Honorary Members: Fred Carleton (r) poses
with Kunio Kawamura at the 2006 PDA Annual
Meeting. Kunio joined Fred as a PDA Honorary
Member this year.

was directly responsible for recruiting
half of the people who served on the
Board of Directors in the late 1980’
and 1990’s. Without Fred’s persistence,
I probably would not have gotten as
involved with PDA, for which I am
very grateful to have done!”

The Frederick J. Carleton Award was
created in recognition of his hard work
and dedication. It is awarded to past or
present Board members whose services
on the Board are determined by his/her
peers as worthy of recognition.

When asked why he gave so much to
PDA, Fred replies simply, “The thing I
loved was PDA. I mean it. It has been a
love affair for me.”

PDA is fortunate to have had a
leader like Fred involved for so
many years! <&
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Celebrating 60 Years: Ed Fry, PDA’s Regulatory Ambassador, continued from page 6

In the wake of the famous Barr

decision, Ed provided a series of articles

analyzing the Court’s ruling and the
impact it had on the industry. Ed also
expanded his coverage to international
regulatory developments, and by 1995
was providing frequent contributions
to the international regulatory news
coverage in the PDA Letter.

As a former career FDAer, Ed grasped
from the start of his PDA tenure that
reasonable and worthwhile regulation
must come from industry. As such,
he was a strong advocate of industry’s
needs. Only two years into his new
role as PDA’s top employee, Ed asked
“Who’s In Charge?” (PDA Letter, vol.
29, No. 7). In response to a question
posed by a UK inspector about who
should drive up good manufacturing
standards, Ed wrote words that ring
true to this day:

1 doubrt that many would disagree that
the industry must lead; FDA doesn’t
make drugs, the industry does. The
industry has the knowledge, the expertise
and the responsibility to know what is
Jeasible and valuable. The problem is
that all too often the focus of discussion

is on what FDAS future requirements
might be, rather than on the science and
technology. Research, data-gathering and
information-sharing (typical PDA activi-
ties) are the things that will shed light on
what is feasible and valuable, and these
must come from industry.... The focus
should be on what is right rather than on
what the minimum rules might be in the

Sfuture. After all, who’s in charge?

On top of using his pen to educate
and inform the membership, Ed used
his voice. He was an effective and
authoritative speaker at PDA events
around the globe, often providing
expert presentations on the FDA
inspection process, the inner workings
of the Agency and how to respond to
inspection observations. Harmoniza-
tion of regulatory and pharmacopeial
standards for cleanrooms and aseptic
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Ed was a frequent speaker on FDA topics at conferences. Here he was on the agenda of an R® Nordic

conference in 1995.

processing was another topic Ed
frequently spoke on at meetings over
the years.

No PDA event or publication testifies
to Ed’s lasting impact on the relation-
ship between PDA and the FDA
than the PDA/FDA Joint Regulatory
Conference. During Ed’s tenure, the
PDA/FDA conference grew into not
only PDA’s most important meeting,
but one of the few “must attend” events
for regulatory affairs, manufacturing
and quality control professionals.
The number of FDA speakers at the
conference has grown—averaging
more than 20 annually—as has total
attendance—now drawing over 1000
attendees, speakers and exhibitors.

It did not take FDA long to recognize
Ed’s influence. At the 1995 PDA/FDA
conference, Ed was awarded the FDA
Commissioner’s Special Citation

in recognition of his “outstanding
performance in promoting cooperation
between the Food and Drug Admin-
istration and the Parenteral Drug

Association in developing educational
programs for the pharmaceutical and
biopharmaceutical industries.” FDA
Deputy Commissioner for External
Affairs Sharon Smith Holston, in
presenting the award, stated: PDA
“made our communications easy, and
our joint programs were, for us at
FDA, a source of pride.” Not bad after
only four years on the job!

Earlier this year, Ed was recognized by
PDA for all his remarkable contribu-
tions when he was awarded PDA’s
Distinguished Services Award.

PDA owes Ed a debt of gratitude for
his years of dedicated service to our
Association and the industry. We look
forward to seeing Ed at our conferences
for years to come! &
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<> Web Seminars
anywhere

The latest science, technology and regulatory information presented to you, live,
from the convenience of your computer.

upcoming Neilelal

Participate from anywhere in the world
r... train your entire staff for the price
of one registration

Registration Options and Fees

Live Web Seminar only
Member USS 395 / Nonmember US$ 450

On-Demand (previously recorded) only
Member USS 395 / Nonmember US$ 450

Live Web Seminar & On-Demand
Member USS 640 / Nonmember US$ 740

Contact:

Luis Castro

castro@pda.org

Phone : +1 301-656-5900 x 122
Fax : +1 301-986-0296

www.pda.org AWElel=1aallale[&

Managing the Microbiological Quality of Pharmaceutical Excipients
September 19/ 1:00 p.m. — 2:30 p.m. EDT

The microbiological quality of the pharmaceutical excipients used to manufacture pharmaceutical and
over-the-counter drug products may significantly impact the outcome of individual processing steps
and the microbiological attributes of the final drug products. Unlike active pharmaceutical ingredients,
managing excipients' microbiological quality is less straight-forward. This presentation discusses the
qualification of suppliers, excipient production methods, compendial standards, regulatory control,
and microbial limits testing of excipients. Emphasis is given to the risk assessment necessary for the
implementation of reduced incoming testing programs.

Speaker: Dr. Anthony M. Cundell, Director, Pharmaceutical Science, Microbiology,
Schering-Plough

Replication Competency: How Market Leaders Stay Ahead by
Rapidly Identifying and Spreading Best Practices

September 21 / 1:00 p.m. — 2:00 p.m. EDT

“Insanity in any business is doing the same things over and over and expecting better results.” In the
case of multi-location pharmaceutical companies, business insanity is too often “reinventing the wheel
over and over” due to the lack of effective knowledge and experience sharing across organization
lines. Learn how to uncover the hidden discipline of Replication Competency and quickly and
efficiently find and spread best practices to drive continuous performance improvement by turning
great ideas into common practice.

Speaker: Mr. Rick Tucci, President and Founder,
Leap Technologies, Inc.

Design Space: DoE Basics for PAT and ICH Q8

October 4, 2006 / 1:00 p.m. — 2:30 p.m. EDT

The FDA has released two new “Guidance for Industry: Process Analytical Technology, PAT, and Q8,
Pharmaceutical Development.” Both contain the concept of quality by design and process
understanding. An additional concept in Q8 is that of “Design Space,” This presentation reviews the
application of designed experiments to PAT and quality by design. It also presents an operational
definition of Design Space and discusses how statistically designed experiments can be used to
quantitate product and process Design Space.

Speaker: Lynn D. Torbeck, President
Torbeck and Associates, Inc.




10

Science & Technology

PDA Letter ¢ September 2006

PDA's Prefilled Syringes and Injection Devices Interest Group

Georg Roessling, PDA

In 2004 a group of PDA members in
Germany initiated a conference on
prefilled syringes and formed the PDA
Interest Group on the topic.

Since this is a very important and
dynamic field for the pharmaceuti-
cal industry, many people showed
interest and participated in the first
“The Universe of Prefilled Syringes”
conference in Hanover, Germany.
The Interest Group decided to hold
a second conference on the topic in
Munich in 2005; over 200 industry
professionals attended.

The Interest Group has been very
active in driving the content of these
meetings. PDA members in North
America who are interested in the IG
and in the topic will have a chance to
participate on their side of the Atlantic
in October, when PDA holds its third
“The Universe of Prefilled Syringes
and Injection Devices” (www.pda.
org/prefilled). This conference will be
the ideal platform to share information
and to meet with people from all
disciplines of importance to the devel-
opment, manufacturing, packaging
and handling of syringes and injection
devices. At the conference there will
be presentations on technologies,
materials, processing, case studies and
on regulatory issues.

Thomas Schoenknecth, Gerresheimer

Also, it will be the ideal time to join
the Interest Group. The scope of the
interest group is to provide a forum
for open discussion where the various
aspects of the technologies can be
discussed. Information exchange is
encouraged. It is a place where people
share their experiences, ask questions
and discuss scientific, technical and

regulatory issues relevant to this topic.

The two leaders—Thomas
Schoenknecht, PhD, Gerresheimer
(European Branch), and Glenn
Thorpe, Becton Dickenson (U.S.

Glenn Thorpe, Becton Dickenson

Branch)—are assisting PDA by
organizing conferences alternating

in Europe and the United States.
Additionally, they are planning for the
IG to meet at other PDA conferences,
such as the Annual Meeting.

If you would like to get involved
contact the leaders or inform PDA.
Also, go to www.pda.org/science/IGs.
html for more details.

PDA is very proud to have members
who actively lead our Interest Groups.

We look forward seeing you in
Bethesda on October 23-25. =&

PDA Awards Special Grant for Global Pharmaceutical

Science Education

During this year’s Graduate Student fellowship competition, PDA received a series of three applications from the University
of the Witwatersrand in Johannesburg, South Africa, that the review committee recommended for special consideration.
The applicants included two students from the Democratic Republic of Congo and a Nigerian national, all of whom have
demonstrated an extraordinary drive and determination to make a meaningful contribution to medical sciences. PDA
decided to award each of these students a two thousand dollar grant in support their efforts toward graduate training in
pharmaceutical technology. Therefore, a special award for global pharmaceutical science education will be made in the
name of the following three students of Eberhard W. Neuse, Professor of Macromolecular Chemistry, to the University

of Witwatersrand: Diakanua Nkazi, Hembe E. Mukaya, and Blessing A. Aderibigbe.
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Overview

The 2006 PDA Asia-Pacific Congress will provide important information on current and
emerging regulatory, scientific and technical issues. Key health authority and expert industry
speakers will present updates of regulatory requirements, including the revision of the Japanese
Pharmaceutical Affairs Law and practical examples of quality systems, microbiological topics
and manufacturing processes. The Congress will be a multi-track format focusing on new
regulatory developments, pharmaceutical manufacturing, and microbiological issues relevant
to the global pharmaceutical and biopharmaceutical industries.

Topics to Include: Risk Management

B Revisions to Japan’s Pharmaceutical Rapid Microbiological Testing
Affairs Law — and Implementation Viral Safety
Quality by Design Active Pharmaceutical Ingredients (APIs)
21st Century GMPs Computer Validation

Pharmaceutical Harmonization
Process Analytical Technology (PAT)
Novel Manufacturing Processes

Disposable Technologies
Environmental Monitoring
Pharmaceutical Water

Aseptic Processing GMPs During Clinical Development
Featuring:

B Regulatory updates and implementation strategies for Japanese and worldwide delegates

B New presentations by health authority leaders from U.S. FDA, EMEA, Japan and China

® First-time sessions on practical applications of revised Japan’s Pharmaceutical Affairs Law
B Case studies examining novel manufacturing processes, new developments in microbiology,
disposable technologies, PAT and more

Visit www.pda.org/apcongress for the full program

Interactive Training Courses
Presented by the PDA Training and Research Institute

Fundamentals of Pharmaceutical Filters and Filtration

Maik Jornitz, Group Vice President, Product Management, Sartorius Corp.
Theodore Meltzer, PhD, Capitola Consulting

16-17 November

Quality Programs — The Road to Continuous Iimprovement
Daniel H. Gold, PhD, President, D.H. Gold Associates, Inc.
16-17 November

Risk Assessment in Manufacturing
Hal Baseman, Chief Officer and Principal, ValSource LLC.
16 November

GMP Requirements for the Manufacture of Clinical Trial Materials (CTM’s)
Robert Dana, Vice President of Quality and Regulatory Affairs, PDA
17 November

For complete course descriptions, visit www.pda.org/apcongress/courses

TOKYO, JAPAN

13-17 November 2006

Venue

Tower Hall Funabori

Tokyo, Japan

Hotel information available at
www.pda.org/apcongress

Registration

See registration form on reverse
for full details, or visit
www.pda.org/apcongress

Full Congress and One Day
registrations available!

Conference Inquiries

Japan

Yoshihito Hashimoto

E-mail: yohashimoto@ykh.chiyoda.co.jp

Outside Japan
Wanda Neal
E-mail: neal@pda.org

Training Course Inquiries
Japan

Yoshiaki Hara

E-mail: yoshiaki.hara@sartorius.com

Outside Japan
Gail Sherman
E-mail: sherman@pda.org

Exhibition and Sponsorship
Opportunities Available!
For more information, contact:
Nahid Kiani

E-mail: Kiani@pda.org
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Feedback Workshops for 2006 Revision of PDA TR-1

2006 Revision Task Force Travels to Cork, London, Pavia and Bethesda
Richard Levy, PhD, PDA and Genevieve Lovitt-Wood, G.1. Lovitt and Associates

The PDA Task Force charged with
finalizing the revision of Technical
Report No. 1: Moist Hear Sterilization
began feedback workshops in Europe
in an unprecedented effort to gain
broad input during its development.
Thanks to the efforts of Georg
Roessling, PhD, PDA, steam
sterilization leaders from the European
regulatory agencies and industry
representing both pharmaceutical
manufacturers and vendors met with

the group in Ireland, the United

Some of the Cork workshop participants posed for a photo: (I-r) Tom Hodgkinson (Genzyme Waterford),
Teresa Coen (Wyeth Biopharma), Rich Levy (PDA), Coleman Casey (School of Pharmacy, UCC), Alice
Redmond (Consultant), Frank Hallinan (Wyeth Biopharma), Stan O'Neill (IMB), Genevieve Lovitt-Wood
(Project Manager), Kris Evans (U.S. FDA), Georg Roessling (PDA)

Kingdom and Italy in June. Additional
workshops were held in the United
States in Bethesda, Md., in July.

Cork, Ireland

The TR-1 tour began with a well-
attended meeting that was the largest
held by that Chapter to date thanks to
the well-coordinated efforts of Anne-
Marie Duggan and Alice Redmond
of Project Management Group. Irish
Chapter President, Frank Hallinan,
PhD (Wyeth Biopharma, Dublin)
opened the day-long conference
welcoming the packed room.

ol

Technical Report 2006 Revision Task
Force Chair, Rich Levy, opened the
discussion of TR-1 giving a historical
perspective on the development and
organization of the document as well
as the proposed disposition of those
sections that have been excised from
the previous draft.

Kristen Evans, Guidance and Policy
Development, CDER Office of
Compliance, U.S. FDA, guided the
attendees through the science of
sterilization as well as ongoing process

control. Evans pointed out that the
report provided information so users
can develop their own sterilization

process. Rather than creating a steriliza-

tion process for readers, it provides a
fundamental scientific foundation for
them to develop their own. As a part

of qualification, he went on to state the

importance of documentation during
development in order to gain process
knowledge for ongoing control.

Cycle development and qualification of

a sterilization cycle were presented by

Nigel Halls, PhD, Executive Director,

Science and Technology, IAGT. Dr.
Halls discussed the technical report’s
emphasis of the importance of both
biological and physical qualification
of sterilization cycles. He also noted
that a well-designed and developed
sterilization process should exhibit an
agreement between the physical and
biological performance parameters.

Stan O’Neill, Senior Inspector,

Irish Medicines Board, gave an
elucidating presentation called “Typical
Inspectional Issues around Moist Heat
Sterilisation Processes” for terminal
sterilisation, aseptic processing and
steam-in-place. All participants found
useful the opportunity to compare

and contrast PDA TR-1 with current
regional regulatory expectations.

London, U.K.

The second stop for the Team was
London where the subject matter drew
steam sterilization experts from the
United Kingdom and United States,
industry end-users and vendors as well
as the MHRA. Opening remarks were
given by U.K. Chapter President Frank
Talbot (FT Pharmaceutical Services),
who also organized the event. A day of
stimulating roundtable discussion drew
much excitement from all attendees as
they participated in an intense review
of the report comparing and contrast-
ing U.S. and EU perspectives. Of
particular interest to the U.K. attendees
were the following topics:

* Definition of equilibration time

* Methods of air removal detection

* Importance of load orientation

* Data capture from the pre-exposure
phase for validation

* Agreement between F
and F

biological
e Worst case load.

physical

Paul Hargreaves, Unit Manager,
Technical & Operations »



Let Our Expertise |
Be Your Safety Net e

We're Texwipe®. We're Here to Help.

The technical expertise at ITW Texwipe is your assurance of the most reliable contamination
control for your cleanroom. Our broad line of consumables includes the right product for
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Co-ordination in the Inspection &
Enforcement Division, U.K. Medicines
and Healthcare Products Regulatory
Agency (MHRA) was quite encour-
aged by this last revision of TR-1,

and he agreed with, in particular,
differentiation between temperature
and heat. Andrew Hopkins, GMP
Inspector, Division Inspection and
Standards, MHRA, gave a presentation
called “Moist Heat Sterilization, the
MHRA Perspective.” Again, interested
attendees were given an opportunity
to review and discuss current regional
regulatory expectations in light of

the technical report and to engage

in discourse on where they are in
approximate alignment (expectations
and standards for steam quality and
the need for adequate air removal) and
where they differ (importance and use
of BI’s versus thermometric studies).

Pavia, Italy

The Task Force traveled to Pavia,

Italy to present TR-1 at the world
headquarters of the Fedegari Autoclavi
S.p.A. This well-attended event drew
attendees from Sweden, Germany,
Spain, France, Romania, Belgium, the
United Kingdom and the United States
due to the effective efforts of Volker
Eck, PhD, now with PDA, Barbara
Sambuco, Bristol-Myers Squibb and
Giuseppe Fedegari, Fedegari Autoclavi
S.p.A. PDA Italy Chapter President,
Dr. Gabriele Gori (Bausch & Lomb)
welcomed the attendees and gave
opening remarks.

PDA President Bob Myers and Mike
Sadowski, Manager, Sterile Product
Development, Baxter Healthcare, both
joined the Task Force in Italy. Myers
gave a historical perspective on the
development of the report leading to
the current formation of the 2006
Revision Task Force. Sadowski gave

a presentation on cycle development
wherein he discussed EU expectations
for lethality (e.g., 121°C for 15
minutes) in contrast to use of 12 E,
Overkill as a base for cycle develop-
ment as stated in the Technical Report.

ul

Paul Hargreaves joined the discussion
again in Pavia and gave insightful
comments on TR-1 as well as an enthu-
siastic presentation titled, “Regulatory
Aspects of Autoclave Validation,”

that focused on steam sterilization of
equipment in porous load (vacuum)
autoclaves. Vittorio Mascherpa,
Fedegari Autoclavi, then gave a
forward-thinking presentation entitled,
“Technological Innovations in Moist-
Heat Sterilization for Current and
Future Processes and Performances.”

Gilberto Dalmaso, GlaxoSmithKline
Parma site, presented “Parametric
Release for Terminally Sterilized
Ampoules,” which included a case
study on parametric release.

Dr. Lorella Chiappinelli, Agenzia
Italiana del Farmaco—AIFA
(Italian MoH), gave attendees

the European health authority
perspective on regional expectations
regarding moist heat sterilization.

Attendees noted in all three confer-
ences the lack of prescription in
Version 18 of Technical Report No. 1.
One of the goals of the 2006 Revision
Task Force is to develop a technical
report that stimulates sterilization
science by providing sound science-
based approaches while not prescribing
acceptance criteria and limits that
tend to discourage greater process
understanding.

Bethesda, Md.
The fourth leg of the TR-1 tour

included gaining input from the
United States. Two meetings were
conducted in Bethesda, Md., the first
was hosted by PDA Headquarters for
previous authors and contributors to
Technical Report No. 1, Version 17. In
this meeting, PDA’s goal was to provide
prior authors and contributors with

a clear understanding of the decision
process that led to the current version
and the proposed disposition of the
excised portions of Version 17.

The Bethesda workshop was open
to the general membership and drew

attendees from across the United
States. In his discussion of process
development, Kevin Trupp, Manager,
Sterilization Engineering, Hospira,
garnered feedback from attendees

on thermocouple placement (what is
actually being measured), equilibration
time, defining heat penetration vs.
temperature distribution, and the
possible use of a process challenge
device in lieu of a worst case load for
requalification runs. Trupp stated that
he is conducting a study to evaluate the
effect of thermocouple placement when
measuring process parameters such as
equilibration time and load heat-up
time. The study focuses on evaluating
various surface measurement (heat
penetration) techniques and compares
those measurements to various heating
media/environmental (heat distribu-
tion) measurements.

Irving Pflug, PhD, Professor,
University of Minnesota, and Keith
Shuttleworth, Keith Shuttleworth
& Associates Ltd, both contributing
authors to Version 17 of the revised
monograph, attended both Bethesda
conferences and gave insightful
comment and recommendations for
clarification on the current version.

Further Feedback

To facilitate continued feedback from
the PDA membership and attendees
of the workshops, PDA has also
developed an Online Review Tool for
Technical Report No. 1. Reviewers can
now log on to the web-based review
tool and either download a draft
technical report ready for comment,
save it to their hard drive and upload
their edited document; or, insert their
comments directly in to the tool.

This tool will help to track Reviewer’s
comments as well as increase commu-
nications between members. The 2006
Revision Task Force is taking in to
consideration all feedback received and
expects to have a finalized version by
year-end. <&
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Recent Sci-Tech Discussions: Validating Cleaning Practices
and Microbiological Count Tests for Disinfectant Solutions

The following unedited remarks are taken from PDA's Pharmaceutical Sci-Tech Discussion Group, an online forum for exchanging
practical, and sometimes theoretical, ideas within the context of some of the most challenging issues confronting the pharmaceutical
industry. The responses in the Sci-Tech Discussions do not represent the official views of PDA, PDA's Board of Directors or PDA
members. Join at www.pharmweb.net/pwmirror/pwg/pharmwebqg2.html.

Does anyone use visual inspection of
equipment (post cleaning) as the sole
criteria for the validation of cleaning
procedures? | have read a couple of
articles by Richard J. Forsyth suggesting
the applicability of visual release limits
to cleaning and cleaning validation. Does
anyone practice this kind of policy? In my
experience, it is possible to have a “visu-
al failure.” but after sampling, the sample
passes the calculated analytical release
limit (based on standard L1, L2, L3). This
makes one question why we use a less
sensitive analytical method (TOC, UV or
even HPLC) over a more sensitive visual
inspection (if it can be proven so). Again,
does anyone use visual inspection as

the only spec for equipment cleanliness
(including during validation)? If so, what
kind of qualification process do you use
for the residue(s)?

Respondent 1: This topic has been
kicking around for 10-15 years. I am
unaware of anyone who has based a
cleaning validation on visual alone.
You can make a good argument on
visual, but what about the unusual
shape of equipment, marginal lighting
in manufacturing areas, etc.? Destin
LeBlanc also had a paper on visual
cleanliness a few years ago. You may be
an innovator if you do visual without
any chemical testing in a cleaning
validation.

Respondent 2: I'm curious to see how
many people will leap up to admit
using this technique. But let me be

the first (if not the only one...). I
believe this is a very valuable validation
tool that is unwarrantedly maligned
by many in our overly conservative

industry. Some years ago I worked for
a company where I pushed to start
using visually clean, and I was met
with supercilious smirks from people
who all seemed to feel that cleaning
their glasses while discussing it with me
was sagacious and humorous. After I
pointed out that all of their equipment
was released after cleaning by operators
and then by QA inspectors based on

a “visual inspection,” the chuckling
subsided. A program to start “certify-
ing” the operators and inspectors using
“visual standards” was started. We
used a company called Pharmaceutical
Resource Associates that makes such
standards. Coupons were created with
varying concentrations of product,

and the operators and inspectors

were certified to see residues down to

a certain level. There was a product
whose residues were visible far below
its acceptance limit, and a cleaning
validation was performed using
“visually clean” only as the method

of analysis. This was for a packaging
line where all parts could be easily
accessed and inspected. At the time,

I had also spoken with a company

that published an article on cleaning
validation for solid dosage packaging
lines using “visually clean” only. They
had been inspected by FDA and did
not receive any 483s or comments

on this approach. So, yes, it has been
done. And it should be done more.
The articles by Richard Forsyth should
clearly have opened everyone’s eyes by
now. Hope this helps.

Respondent 3: It is not unusual

for a cleaning validation to fail on
visual evaluation after passing other
acceptance criteria. Visual evaluation is

extremely sensitive, except for people
like me with poor eyesight, but it is not
a quantitative test. Most companies use
a combination of visual evaluation and
another verification test, such as TOC
[total organic carbon] or conductivity,
for cleaning validation, to compensate
for the variability in visual evaluation.
This does not mean, however, that
visual evaluation cannot be used as

the sole method for evaluating cleanli-
ness for validation or for ongoing
verification of effectiveness. To do

this, however, you should have data to
determine the visual limit of detection
for the contaminant of interest on

the surfaces you will be cleaning. You
should be able to show that you can
consistently detect the contaminant of
interest at levels equal to or below the
level of concern for the contaminant.
Typically, you would treat the visual
evaluation as a limits assay and
perform a validation study showing
that multiple operators can detect the
contaminant of concern at the required
levels. ICH Q2B gives further informa-
tion on qualifying a limits assay.

Respondent 4: I think you will find
that virtually no one uses visual inspec-
tion exclusively to assess effectiveness
of cleaning in CV [cleaning validation]
studies. Although visual inspection

has been shown to be very sensitive

at times (see LeBlanc, Destin), the
questions about light, angle of viewing
and consistency of viewing have always
come up. I would think that a correla-
tion with an accepted chemical test
(e.g., HPLC, TOC, Enzyme-Linked
Immunosorbent Assay), and even the
various direct measurement spectro-
metric methods (via fiber optics) would
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be necessary for visual to be acceptable
as a sole technique to demonstrate an
acceptable level of cleaning. For certain
“simple” equipment, hopefully this
may change in the future.

Respondent 5: In my humble opinion,
“visually clean,” although one of several
endpoint criteria in some cleaning
validation guidelines, is not sufficiently
quantifiable to qualify as a “quality
acceptance criteria.” The only time I
think it has a place is as a supervisory
check out, when campaigning the same
material between the several batches,
or if equipment has been sitting in a
“cleaned and then wrapped” condition.

Respondent 6: “Visually clean”

is used by some companies, but
only after they have quantified

it experimentally. It works better
when the product is solvent cleaned,
and when the product is the only
component in the equipment.

Respondent 7: At a previous company,
I worked at an OTC manufacturer that
manufactured about $200,000,000

in product in two plants. Cleaning
validation was done using the visually
clean criteria. Cleaning validations
were performed in the same manner

as if HPLC was used as the analysis
technique. Our cleaning validation
master plan and protocols could have
said “HPLC analysis” instead of “visual
analysis,” and there would have been
very few changes to the program. FDA
has inspected our sites twice since then,
and, although the cleaning validation
program did not come under close
scrutiny, our description of the
program was found to be acceptable.
The cleaning validation program was
successful, because operations took
cleaning and cleaning validation very
seriously, as much as product manufac-
turing. From an operations perspective,
it helped that cleaning validation

using visual analysis is an economical
and robust choice that keeps all of

the responsibility for cleaning, and

most of the responsibility for cleaning
validation, with Operations. Also,
since the manufacturing equipment is
visually evaluated after every cleaning
and before the start of any new batch,
this is an excellent way to monitor the
validation status of the equipment over
time. The pilot studies that were run
on this—for the most difficult-to-clean
products-showed undetectable (by
HPLC) levels of active in visually
clean equipment. In two cases, small
parts that were washed in a tub were
found to have some detergent residue
(although below acceptance limits) left
on them, so this information was used
to improve our rinsing procedures for
the hand-washed items.

Another way to evaluate cleaning
procedures is through microbial
testing. Since the microbes are plated,
microbial growth is a very sensitive
technique for evaluating cleaning
endpoints. Although microbial testing
was kept separate from product residue
testing in my last company, operations
personnel are very sensitive to any
discussions showing that microbes are
present, more so than product residue.
It would be worthwhile to formally
consolidate product residue testing

(by using a validated visual analysis
technique along the lines of Destin
LeBlanc’s papers) and microbial testing
in a cleaning validation master plan in
some manufacturing sites.

Is it necessary to do a microbiological
count test of the disinfectant solution that
will be used in the disinfection process

of aseptic areas, and what regulations
support that? | would appreciate any
collaboration.

Respondent 1: I think there is no
requirement for microbiological
counting in the EC guide to GMD,
since I understand the word monitor-
ing means a qualitative rather than
quantitative. The following is quoted
from the EC guide to GMP: Revision

to Annex 1 of the EC guide to GMP
states that disinfectant and detergent
should be monitored for microbial
contamination and should be sterile
prior to use in grades A and B areas.
Also, it is recommended that microbial
contamination in grade A is less than 1
cfu/m?.

Respondent 2: Everything that you
bring into a class A environment,
including disinfectant solutions,
must be sterile.

Respondent 3: Does it mean that

the disinfectant used in aseptic areas
must be sterile and that the microbial
test on it show < 1 cfu/ml? 'm also
wondering: would it be wise to sterilize
(by filtration) the disinfectant in house,
rather than buying the certified steril-
ized (or filtered) disinfectant? These
grades are very expensive. Does anyone
out there have any experience of steril-
izing your own disinfectants to be used
in aseptic areas?

Respondent 5: Sanitizers and disinfec-
tants do not kill all organisms and can
harbor resistant spores in the solution,
and they must be sterile prior to use.
As for the second question: sterilization
of disinfectants or sanitizers that are
going to be used in grade A and B areas
may be achieved through aseptic filtra-
tion or use of a product-compatible
terminal sterilization method, or by
other means such as irradiation.

Respondent 6: In our injectables unit,
we use sterile disinfectants. As you
said, buying it already sterile is quite
expensive, so we do sterilizing filtration
into the sterile core. We use an in-line
0.20 micron sterile filter, and each
disinfectant is filtrated into a sterile
container. As our disinfectants are used
[and] diluted, we did microbiological
validation for our maximum practical
expiry date. This way we filtrate it pure
and when needed (within the validated
expiry date). We dilute it with sterile
Wiater for Injection filtrated at the
time. &



18

PDA Letter * September 2006

PDA Calendar of Events for North America

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

September 11-15, 2006

2006 PDA/FDA Joint Regulatory Conference
(Conference, Courses and Exhibition)
Washington, D.C.

September 13, 2006

Meeting Aseptic Processing cGMPs in the US and EU
Washington, D.C.

October 10-11, 2006

PQRI Workshop on Excipient Testing and Control Strategies
Bethesda, Maryland

October 23-25, 2006

The Universe of Pre-Filled Syringes & Injection Devices
(Conference and Exhibition)
Bethesda, Maryland

October 30-November 1, 2006
PDA’s 1st Annual Global Conference on
Pharmaceutical Microbiology
(Conference and Exhibition)

Bethesda, Maryland

December 6-7, 2006

2006 ISPE/PDA Joint Workshop: Challenges of
Implementing ICH Q8 and Q9 — Practical Applications
(Conference and Exhibition)

Washington, D.C.

January 29-31, 2007

PDA Emerging Manufacturing and Quality Control
Technologies Conference

(Conference and Exhibition)

San Diego, California

March 19-23, 2007

2007 PDA Annual Meeting
(Conference, Courses and Exhibition)
Las Vegas, Nevada

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

Laboratory Courses

October 5-6, 2006
Developing and Validating Cleaning and Disinfection
Programs for Controlled Environments

October 24-25, 2006
Validating a Steam Sterilizer

October 26-27, 2006
Fundamentals of D, F and z Value Analysis

October 30-31, 2006
Environmental Mycology Identification Workshop

November 14-15, 2006
DoE Basics for PAT Applications

November 15-17,2006
Cleaning Validation

December 5-7, 2006
Practical Aspects of Aseptic Processing

Lecture Courses

September 20-21, 2006

Computer Products Supplier Auditing Model:Auditor
Training

October 23-25, 2006

Advanced Pharmaceutical Filtrations and Filters

Course Series

September 14-15, 2006

2006 PDA/FDA Joint Regulatory Conference Course Series
Washington, D.C.

October 16-18, 2006
Boston Course Series
Boston, Massachusetts

September 19, 2006

PDA Delaware Valley Chapter
Dinner meeting: Aseptic Processing
Malvern, Pennsylvania

September 20, 2006

PDA New England Chapter

Dinner meeting: Common Technical Document
Cambridge, Massachusetts

September 25, 2006

PDA Metro Chapter

Dinner meeting: Cleaning Validation
Clark, New Jersey

October 10, 2006

PDA Southeast Chapter

PDA Southeast Chapter Fall Meeting and Vendor Show
Chapel Hill, North Carolina

October 25, 2006

PDA Capital Area Chapter

Dinnermeeting: Evaluating Risk in Aseptic Processing: The
Akers-Agalloco Method

Gaithersburg, Maryland

November 3, 2006

PDA Southeast Chapter
Social Networking Event
Chapel Hill, North Carolina
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Europe/Asia-Pacific/WWeb Seminars

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

November 23, 2006

PDA Italy Chapter

September 26-27, 2006 Review of the PDA/EMEA Joint Conference 2006
2006 Visual Inspection Forum Rome, Italy

(Conference and Exhibition) November 25, 2006

Berlin, Germany PDA Italy Chapter
October 5-6, 2006 Periodic Quality Review
PDA European Pharmaceutical Cold Chain Management Rome, Italy

Conference: A Global Approach to Harmonization
(Conference and Exhibition)

Berlin, Germany

October 10-13, 2006 November 13-17, 2006

2006 PDA/EMEA Joint Conference 2006 PDA Asia-Pacific Congress
(Conference, Courses and Exhibition) (Congress, Courses and Exhibition)
London, England Tokyo, Japan

November 9, 2006
PDA Italy Chapter

Review of the PDA/EMEA Joint Conference 2006 September 19, 2006

Milan, ltaly Managing the Microbiological Quality of Pharmaceutical
Excipients

November 10, 2006

PDA Italy Chapter September 21, 2006

Periodic Quality Review Replication Competency: How Market Leaders Stay

Milan, ltaly Ahead by Rapidly Identifying and Spreading Best Practices

October 4, 2006
Design Space: DoE Basics for PAT and ICH Q8

Headspace Analysis of:

* Oxygen

* Pressure + Moisture
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Times are Changing: The Role of the Qualified Person in the 21 Century, continued from cover

process, more reliance will be placed on
process understanding, critical param-
eters and in-process controls. The QP
has to find a new way to assure him/
herself of the quality of the product,
instead of relying on final-product
testing. The QP must be assured that
quality is indeed built into the process
during development and must also
have a thorough understanding of the
critical parameters, the design space
parameters and the controls required.

It has been said that in spite of these
new concepts, most process under-
standing will be gained after product
launch. Process understanding is the
key to:

* product quality

* process robustness

* change management decisions

* quality risk management decisions
* decisions on deviations

* decisions on process improvement

All of these require a strong involve-
ment of the QP. Therefore, the QP
must be satisfied that the level of
process understanding is sufficient

for him/her to certify the product

for release to the market, even on

the first day after launch, and he/she
should be part of the team that decides
how much process understanding is
required to launch the product onto
the market. The QP also must ensure
that there is a system in place to ensure
that changes are made either within
the design space and the marketing
authorisation or that, where necessary,
changes are submitted for marketing
authorisation approval by the compe-
tent authorities.

The design space concept, as developed
in ICH Q8, together with process
analytical technology, also allows

us to move away from traditional
specifications to a control strategy
based on in-line and at-line process
controls. As a consequence, routine
end-product testing may not be
necessary, and batches may be certified

based on process control measure-
ments that assure product quality. A
“process signature” may be used that
will look very different from what we
see in current release specifications.
Decisions then have to be made based
on risk assessment and on:

* the frequency of the controls
* the sample size
* the alert and alarm limits

The QP should approve the control
strategy in the same way that he/she
approves traditional specifications and
should be assured that the control
strategy guarantees the quality of the
product.

Traditional Validation and Continuous
Verification

Continuous verification has the
advantage of: (1) always being repre-
sentative of routine production under
all conditions, (2) consistently ensuring
that the process is under control and
(3) making real-time or parametric
release possible. In addition, it
provides more data which contributes
to process understanding, it enables
measurement of process capability,
and it establishes a framework for
continuous improvement. However,
carrying out continuous verification
by (almost) continuous monitoring of
the process does have a drawback—it
may well produce more deviations, i.e.,
values that are outside their limits. In
other words the larger the sample size
and the more frequent the sampling,
the more likely, by normal distribution
statistics, a value will be found which
is outside the limits, whereas the same
batch would have been well within
specifications if tested by traditional
end-point testing. This presents a
dilemma for the QP as to whether the
batch can be released or not. In fact,

it adds an additional dimension to the
control strategy mentioned earlier. The
control strategy on which batch release
can be based needs to include not only
the critical parameters to be tested,

the sample size and frequency and the

upper and lower limits but also the
permitted sigma deviations based on a
risk assessment. Furthermore, the QP
must ensure that systems are in place
to:

* identify causes of values found at the
extremes of the Gaussian distribu-
tion and to take corrective action

* monitor and review trends and take
preventive action

* ensure continual improvement of
the process

The process should still be considered
to be operating in a state of control,
when, as a result of the increased
sampling level, values are found within
preset action limits and within the
predicted normal distribution range.

Batch Certification

Traditionally, batch certification took
place based on the results of end-
product testing, on GMP compliance
and on compliance with the marketing
authorisation. However, if there is no
end-point testing done, how does the
QP certify the batch? In such cases,

the QP has to have assurance that the
control strategy is appropriate and

was followed, and that systems are in
place for the review of the batch record
and the in-process control results.
However, there is a dilemma, as a
traditional certificate of analysis cannot
be issued giving the actual results of
end-point testing compared to final
product specifications. Probably QPs
are going to have to run hybrid systems
for those countries or customers still
insisting on a certificate of analysis,
and some persuasion may be needed
before a certificate of conformance or
compliance—which the QP certifies
that the batch has the required quality,
was manufactured under GMP, and
was manufactured according to the
marketing authorization—is universally
accepted.

The Case for Quality and Reliability

The release of individual batches based
on end-product testing begs the »
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question of what the QP should do
when batches are failing with too high
a frequency. Should the QP certify

the passing batches while rejecting the
failing batches? If the sample size is
small, then the chances are that some
batches are being passed that should be
failed, and vice versa. The robustness of
the process is surely a far better indica-
tor of product quality than individual
batch results. As Moheb Nasr, PhD,
Director, Office of New Drug Quality
Assessment, FDA, CDER, has said: “A
robust process is capable of handling
changes in process inputs without
negative impact on end-product
quality,” and “Reproducible means
consistently and predictably delivering
the same quality material.” A process
with a high reject rate probably has a
high chance of unreliability of supply,
and the patient is surely far better
served by relying on process reliability
than on a concept of individual batch

quality.
International Multi-site Supply Chains

The world is becoming smaller and
more complex. Today it is not unusual
for APIs to be manufactured in China
or India, excipients to be bought from
several countries around the world, for
part of the processing to be done in
one country and other steps in another
country, with final packaging and
release taking place in several different
countries. Under current requirements,
the QP is expected to review all
noncompliances with GMPs at the
various manufacturing sites, review all
critical deviations and investigations in
the supply chain, review and approve
all changes, ensure work is carried out
within the terms of the contract, certify
suppliers of APIs, qualify suppliers

of excipients, and take personal
responsibility for all manufacturing
stages. The job has become impossible
and certainly requires a super-human
to perform it. Surely the role and
responsibility of the QP should be to
ensure that there are systems in place

which:

* evaluate and approve the quality
systems used by all players in the
supply chain

* ensure that:

- GMP:s are appropriate at each
manufacturing site

- deviations are reviewed and
investigated correctly

- changes are reviewed and
approved correctly
- supplies of APIs are appropriately
certified
- suppliers of excipients are
qualified
Some tasks may also be delegated to
other QPs or to other suitably qualified
competent experts.

Looking at the distribution

network, we again see supply to
multiple international markets, and
the QP has to certify that the batch
has been manufactured and checked in
accordance with each of the relevant
marketing authorisations, with EU
GMP requirements and with the

local GMP requirements, along with
any other legal requirements of the
country in which the product is to be
marketed. Again, this is a very difficult
task, which could be better fulfilled

by making the QP responsible for
ensuring that there is a system in place

which:

* monitors global marketing authori-
sation applications, approvals and
changes

* monitors local GMPs and legal
requirements

e ensures that each batch 7s
manufactured in accordance with its
marketing authorisations and local
legal requirements.

Conclusion

The qualified person should ensure
that the quality system is fit for
purpose and is operating effectively.

Probably anybody who has been a QP
or has seen QPs at work has seen the
burden of administrative paperwork

focusing on individual batch release.
Yet there is a better way to protect
the patient than by individual batch
release. The role of the QP should be
to ensure that quality systems are in
place, and that these quality systems
are fit for purpose and operating
effectively, so as to:

* provide assurance that the system
can be relied upon to support batch
certification

e ensure that issues are raised, if neces-
sary, at an appropriate level prior to
batch certification

The QP should also be able to delegate
and rely on the decisions of other
competent professionals within a
proven quality system.

Finally, if this view of the role and
responsibility of the Qualified Person is
accepted, then one of the consequences
is that management also has to take its
responsibility for ensuring that a robust
quality system is in place, is appropri-
ately resourced, and is enforced. Only
when this concept is fully recognized
will a company be able to claim that
quality systems are fit for purpose. <&
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EMEA “Questions and Answers”

The following is a sampling of GMP
“Questions and Answers” a currently
posted on the EMEA Inspections
Sector website. The answers are the
official opinion of the EMEA Inspec-
tions Sector and can be considered the
GMP interpretation in the EU. For
additional Q & A, go to www.emea.
eu.int/Inspections/ GMPQaA.html.

Question: [s it possible to use multiple
batch numbers in packaging of medicinal
products?

Answer: GMP inspectors recently
discussed the desirability of more than
one batch number appearing on the
packaging of medicinal products.

It is normal practice for companies
to use a bulk batch number that is
different from the finished product
batch when the bulk is packaged as
several sub-batches. There is normally
an element in the numbering format
common to the bulk batch and
finished product batches that clearly
ties these together, and the difference
normally takes the form of a suffix,
prefix or both.

A matter of concern for the inspectors
is when the bulk and finished product
batch numbers are completely differ-
ent, and there is no obvious connection
between the two. Even though the
manufacturer has a system of trace-
ability, the inspectors agreed that this is
an undesirable practice and should be
avoided. The main reasons for this are:

* Patients and health care professionals
may mistakenly believe that there
has been a packaging error

* Hospitals often remove products
from the outer packaging, and trace-
ability may therefore be lost

* Confusion may occur in the case
of recall rendering such action
potentially ineffective.

It is accepted that there may be
exceptional cases where multiple
batch numbers are displayed on a

pack, such as in combination product
packages. In addition, products that
require relabelling following parallel
distribution are expected to display the
original manufacturer’s batch number.
Manufacturers are recommended

to discuss individual cases with the
relevant Supervisory Authority. In all
cases traceability must be maintained.

Question: When a new application is
submitted in the European Economic
Area (EEA) and a GMP inspection

is deemed necessary, which competent
authority carries out the inspection?

If the site is located in the EEA, it

is the competent authority of the
member state where the site is located
that carries out the inspection.

For sites located in countries outside
the EEA, the responsible authority for
inspection (“Supervisory Authority”)
is the authority in whose territory the
importing site is located. In case the
supervisory authority for any reason

is not able to carry out the inspection,
this can be delegated to another EEA
competent authority.

If there is a Mutual Recognition Agree-
ment (MRA) in place between the
countries where the site is located and
the European Community, the results
of GMP inspections carried out by the
MRA partner authority are normally
recognized by the EU authorities.

Question: What is a certificate of
Good Manufacturing Practice (GMP
certificate), and what is the difference
between GMP certificates, certificates of
medicinal product (also called certificates
of pharmaceutical products, CMP or
CPP) and certificates of suitability to the
monographs of the European Pharmaco-
poeia (CEP)?

Answer: A GMP certificate is a
certificate issued, following a GMP
inspection, by the competent author-
ity responsible for carrying out the
inspection, to confirm the GMP
compliance status of the inspected

site. GMP certificates are site specific
but can be restricted to particular
activities, depending on the scope of
the inspection (e.g., manufacturing
activities related to a specific product).
Directives 2001/82/EC and 2001/83/
EC, as amended, state that after every
GMP inspection and within 90 days
of the inspection, a GMP certificate
shall be issued to a manufacturer if the
outcome of the inspection shows that
the manufacturer complies with GMP.

CMPs are product specific certificates,
issued by the competent authority that
granted the marketing authorization
(EMEA issues CMPs on behalf of the
European Commission for centrally
authorized products), in the context
of the WHO certification scheme on
the quality of pharmaceutical products
moving in international commerce,

to confirm the marketing authoriza-
tion status of the products. These
certificates also confirm the GMP
compliance status of the manufacturing
site(s). CMPs are mainly used by
companies to support applications to
export their pharmaceutical products
to countries with less-developed
regulatory systems.

CEP:s are certificates issued by the
EDQM (European Directorate for the
Quality of Medicines), to confirm that
a certain active substance is produced
according to the requirements of the
relevant monograph of the European
Pharmacopoceia or of the monograph
on TSE. CEPs can be used by compa-
nies when submitting an application
for marketing authorization, and
replace much of the documentation
required for the active substance in
the marketing authorization dossier.
GMP inspections of active substance
manufacturers can be requested by
EDQM in the context of the CEP

certification scheme.

Question: How can GMP compliance
for active substance manufacturers be
demonstrated?
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Answer: Directive 2001/83/EC as
amended (Directive 2001/82/EC for
veterinary medicinal products) states
that manufacturing authorization
holders are obliged to use as starting
materials only active substances that
have been manufactured in accordance
with the detailed guidelines on good
manufacturing practice for starting
materials. Thus, the legislation puts the
responsibility on the manufacturing
authorization holders using the active
substance and does not [specify]
mandatory routine inspections of active
substance manufacturers.

To provide guidance on how GMP
compliance of active substance
manufacturers should be established,
two documents have been published on
the EMEA website. The first document
is the Guidance on the Occasions

When it is Appropriate for Competent
Authorities to Conduct Inspections at

the Premises of Manufacturers of Active
Substances Used as Starting Materials.
This document is published as part of
the Compilation of Community Proce-
dures on Inspections and Exchange of
Information (see www.emea.eu.int/
Inspections/ GMPCompproc.html) and
states that it is expected that manufac-
turing authorization holders will
normally gain assurance that the active
substances it uses are manufactured

in accordance with GMP through an
audit of the active substance suppliers.
A second document, Questions ¢
Answers on Audits of Active Substances
Manufacturers (see www.emea.
eu.int/Inspections/ GMPfagAS.html),
provides further guidance.

Q&A on Pharmacopeial Issues

The following Q&A is pulled from the
EMEA Quality Working Party (QWP)
website relating to pharmacopeial

issues. Additional Q&A on these topics
is available at www.emea.eu.int/Inspec-

tions/QWPfaq.html.

Question: How should industry apply
the harmonized general chapter of

Ph.Eur. “Uniformity of dosage units” to
new and existing marketing authorisa-
tions?

Answer: According to Directives
2001/83/EC and 2001/82/EC the
monographs of the European Pharma-
copoeia (Ph.Eur.) and the general
chapters referred to in the monographs
are the official standards of appropriate
quality in the Marketing Authorisation
procedures. In the pharmacopoeia it

is also stated that a preparation must
comply with the monograph through-
out its period of validity.

The general chapter “Uniformity of
Dosage Units” (2.9.40) is resulting
from pharmacopeial harmonization.
It is intended to facilitate achieving a
single specification applicable in EU,
Japan and USA for a given finished
product.

The “Uniformity of Dosage Units” is
referred to in relevant monographs of
dosage forms in addition to “Unifor-
mity of Mass” (2.9.5) and “Uniformity
of Content” (2.9.6).

Clarification: The decision by the
regulatory authorities of EU is that the
“Uniformity of dosage units” chapter
is to be applied to all new applications
for Marketing Authorisations at time
of release.

The alternative to apply “uniformity
of content” and/or “uniformity of
mass” given in the test section of the
monographs of relevant dosage forms is
only applicable for already authorized
products and submissions of Varia-
tions/extensions to those products.
The intention is that the harmonized
method “Uniformity of dosage units”
ultimately will replace the individual
methods “Uniformity of content” and
“Uniformity of mass”.

Question: How can the text be inter-
preted in light of the compliance objection
made by the FDA to the USP on the 2%
RSD clause?

Answer: The harmonized text is
included in the European Pharma-
copoeia and the 2% clause will thus
be valid in the EU. This will not be
dependent on the final outcome of the
discussion between the FDA and the
USP.

Question: What is the regulatory conse-
quence of implementing an alternative
method for rapid control of microbiologi-
cal quality of WFI and Purified water?

Answer: According to EU legislation,
pharmaceutical manufacturers are
required to use European Pharma-
copoeial standard water in the
manufacture of medicinal products.

The EP has recently introduced a
chapter making reference to the accept-
ability of rapid microbial methods to
replace the standard pharmacopeial
methods provided appropriate valida-
tion has been performed.

Following discussions at QWP and

the ad hoc GMP inspector’s group, it
is suggested that the introduction of
such methods might require specific
review to ensure that the appropriate
validation steps have been followed
and that the water continues to meet
the Ph. Eur specifications. Since, in the
case of water, the validation will not be
product specific, it is suggested that a
company could request the Supervisory
Authority to carry out a specific site
inspection. The performance of such
an inspection would be at the discre-
tion of the Supervisory Authority and
could involve a pharmaceutical assessor
where necessary.

Since it is expected that the water will
continue to meet Ph. Eur specification,
if tested, no change to dossier require-
ments* (variations) would be involved
and therefore no regulatory impact on
individual products would normally be
anticipated.

*This will depend on the level of detail in

the original dossiers concerned. <@
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Regulatory briefs are compiled by PDA member volunteers and staff directly from official government/compendial releases.
Links to additional information and documentation are available at http://www.pda.org/regulatory/RegNewsArchive-2006.
html. PDA wishes to thank Hiltrud Horn, Horn Pharmaceutical Consulting (Germany), for contributing to the European briefs.

Europe

Dossier Structure and Content for
Influenza Vaccines Derived from
Strains with a Pandemic Potential

EMEA posted the guideline related

to the above influenza topic with a
consultation period ending Sept. 15
(EMEA/CHMP/VWP/263499/2006,
24 July 2000).

ICH Q4B, Regulatory Acceptance

of Analytical Procedures

EMEA released Note for Guidance

on Regulatory Acceptance of Analytical
Procedures and/or Acceptance Criteria,
along with an associated annex
(EMEA/CHMP/ICH/222007/2006,
June 2006). Comments are due by
Sept. 30.

Nanotechnology-Based Medicinal
Products

EMEA’s Reflection Paper on
Nanotechnology-Based Medicinal
Products for Human Use (EMEA/
CHMP/79769/2006, 29 June 2006)
was released. The document reflects
current thinking and the initiatives
taken by EMEA in view of recent
developments pertaining to nanotech-
nology-based medicinal products for
human use. Applicants developing
nanomedicinal products are encour-
aged to interact with EMEA from the
early stages of development through
the EMEA Innovation Task Force
and/or the Scientific Advice Procedure.
Comments can be submitted at any
time to the Innovation Task Force.

Commercially Confidential Information

The draft EMEA document Principles
to be Applied for the Deletion of
Commercially Confidential Informa-
tion for the Disclosure of EMEA
Documents was released, and comments
can be submitted to the Medical
Information Sector by Sept. 30

(EMEA/45422/2006, 11 July 2006).

EMEA Status Report

EMEA released its July 2006 “Status
Report,” which gives summary data
since 1995 on Medicine for Human
Use applications (529), Mutual
Recognition procedures completed for
human medicines (4,096), Medicines
for Veterinary Use applications (85)
and Medicines for Rare Diseases (590
since April 2000).

Reexamination of CHMP Opinions

EMEA posted the final Guideline on
Procedures for Re-examination of CHMP
Opinions. An overview of comments
received on the draft guideline for
re-examination of CHMP opinions
was published at the same time.
(EMEA/CHMP/50745/2005, 26

June 2006)

Viral Safety for Biotech Investigational
Medicinal Products

EMEA’s draft Guideline on Virus Safety
Evaluation of Biotechnological Investiga-
tional Medicinal Products was posted.
The eight-page guideline is open for
comment until Dec. 31, 2006.

Use of NIR in Pharma Manufacturing

In early June, EMEA posted the
updated concept paper for the
planned guidance on NIR, entitled,
Concept Paper on Revision of the

Note for Guidance on the Use of

Near Infrared Spectroscopy by the
Pharmaceutical Industry and the Data
Requirements for New Submissions and
Variations (EMEA/CHMP/CVMP/
QWP/173698/2006, 27 June 2006).
The concept paper updates the older
guidance paper due to the increased
experience with NIR, the impact of
ICH Q8 and the ongoing discussions
on PAT. Comments on the concept
paper are being accepted until Sept. 30.

International Harmonization
ICH Posts ICH Q9 Briefing Pack
To Website

To support the implementation of
Quality Risk Management (ICH Q9)
into daily operations for regulators
and industry, some members of the
ICH Q9 Expert Working Group

have prepared a briefing pack (a set of
slides) which are intended to be used
for information purposes by industry,
regulators and other facilitators.

North America
Upcoming FDA Workshops

FDA clinical trial regulatory
requirements: The workshop will

be held November 15 - 16, 2006 in
Indianapolis, Ind. The workshop is for
sponsors, monitors, clinical investiga-
tors, and those who interact with them.
The workshop is cosponsored with the
Society of Clinical Research Associates.

FDA-regulated products containing
nanotechnology materials: The
purpose of this workshop is to help
FDA develop a better understanding
of developments in nanotechnology
materials that pertain to the products
FDA regulates. The meeting will be
held October 10, 2006 at the NIH
in Bethesda, Md. Comments may be
submitted until November 10, 2006.

FDA Seeks Comment on UDI System

In the August 8 Federal Register,

FDA published a notice requesting
comments on how the use of a unique
device identification (UDI) system
can help improve patient safety (e.g.,
by reducing medical errors, facilitating
device recalls and improving medical
device adverse event reporting). FDA
would also like to receive comments on
issues associated with the use of various

continued on bottom of page 29
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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 e-mail address. Where applicable, the Chapter's Web site is listed.
More information on PDA Chapters is available at www.pda.org/chapters/index.html.

Asia-Pacific

Australia Chapter
Contact: Anna Corke
E-mail:
acorke@medicaldev.com

India Chapter

Contact: Darshan Makhey, PhD
E-mail:

dmakhey@hotmail.com

Japan Chapter

Contact: Katsuhide Terada, PhD
E-mail: terada@phar.toho-u.ac.jp
Web site: www.j-pda.jp

Korea Chapter
Contact: Woo-Hyun Paik
E-mail: whpaik@hitel.net

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

Taiwan Chapter

Contact: Shin-Yi Hsu

E-mail: shinyi.hsu@otsuka.com.tw
Web site: www.pdatc.org.tw

Europe

Central Europe Chapter

Contact: Erich Sturzenegger, PhD
E-mail:
erich.sturzenegger@pharma.novartis.com

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

Ireland Chapter
Contact: Frank Hallinan
E-mail: hallinf@wyeth.com

Israel Chapter
Contact: Sigalit Portnoy
E-mail: sigalit.portnoy@teva.co.il

Italy Chapter

Contact: Gabriele Gori

E-mail: gabriele.gori@bausch.com
Web site: www.pda-it.org

Prague Chapter
Contact: Zdenka Mrvova
E-mail: zdenka.mrvova@zentiva.cz

Spain Chapter
Contact: Jordi Botet, PhD
E-mail: jbotet@stegroup.com

United Kingdom
Contact: Frank W. Talbot

E-mail: ftpharmser@aol.com

North America

Canada Chapter

Contact: Patrick Bronsard

E-mail: patrick.bronsard@snclavalin.com
Web site: www.pdacanada.org

Capital Area Chapter

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

E-mail:
allen.burgenson@cambrex.com

Web site: www.pdacapitalchapter.org

Delaware Valley Chapter
Areas Served: DE, NJ, PA
Contact: Art Vellutato, Jr.
E-mail: artjr@sterile.com
Web site: www.pdadv.org

Metro Chapter

Areas Served: NJ, NY

Contact: Nate Manco

E-mail: natemanco@optonline.net
Web site: www.pdametro.org

Midwest Chapter

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

Contact: Madhu Ahluwalia
E-mail: madhu@cgxp.com

Mountain States Chapter

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

Contact: Sheri Glaub

E-mail: saglaub@comcast.net

Web site: www.mspda.org

New England Chapter

Areas Served: MA, CT, RI, NH,

VT, ME

Contact: Myron Dittmer, Jr.

E-mail: mdittmer@mfdassociates.com

Southeast Chapter

Areas Served: NC, SC, TN, VA,
FL, GA

Contact: Lisa Eklund

E-mail: lisa.eklund@pharma.com
Web site: www.pdase.org

Southern California Chapter
Areas Served: Southern California
Contact: Saeed Tafreshi

E-mail:
sacedtafreshi@inteliteccorporation.com
Web site: www.pdasc.org

West Coast Chapter

Areas Served: Northern California
Contact: Peter Rauenbuehler
E-mail: pbr@gene.com

Web site: www.weepda.org
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PDA's First Cold Chain Management Workshop in Europe

Rafik Bishara, PhD, Chair, PDA Pharmaceutical Cold Chain Discussion Group and Georg Roessling, PhD, PDA

In recent years, global regulatory
agencies have increased oversight to
ensure the integrity of pharmaceutical
products in distribution channels.
Pharmaceutical and biopharmaceutical
manufacturers around the world and
their partners, such as distributors,
carriers, wholesalers and device
providers are developing good

cold chain management systems to
ensure that the patient is receiving
safe and efficacious medicines. The
challenges of handling, storing and
worldwide shipping of temperature-
sensitive pharmaceuticals require the
implementation of new technologies
and quality systems to protect the
product as it travels through multiple
climatic zones and countries with
different standards.

Presentations, case studies and panel
discussions at the first PDA European
Conference on Pharmaceutical

Cold Chain Management: A Global
Approach to Harmonisation will
offer an in-depth look at the factors
affecting the cold chain management

of medicines and provide guidance on
how to effectively implement technolo-
gies and quality systems to meet
regulatory requirements, compendial
standards and industry best practices.

Conference participants will also learn
how PDA’s Technical Report No. 39:
Cold Chain Guidance for Medicinal
Products: Maintaining the Quality

of Temperature-Sensitive Medicinal
Products Through the Transportation
Environment provides a framework
for development, validation and
qualification processes to store and ship
cold chain products with an adequate
assurance of quality.

An update on the cooperation

between the Cold Chain Committee,
Pharma Logistics Forum and the
Pharmaceutical Cold Chain Discussion
Group, their harmonization efforts

and the formation of the Temperature-
Controlled Pharmaceuticals Group will
be reviewed.

The agenda for the program is
designed to help the participants

develop robust and reliable systems to
assure the proper handling, storage and
shipping of temperature-controlled
pharmaceuticals. The sessions of the
conference will focus on:

* Global Regulatory Requirements
¢ Stability

* Packaging

¢ Validation/Qualification

* Storage, Distribution and
Transportation

* Quality Standards
e Partners in the Supply Chain

On behalf of the Program Committee,
we look forward to your participation
and interaction with the speakers from
regulatory agencies, pharmaceutical
manufacturers, academia and the
partners that provide and supply cold
chain solutions. These formal and
informal engagements will offer oppor-
tunities to discuss ideas that will lead to
the development and/or enhancement
of good cold chain management
practices for your implementation. <&

Regulatory Briefs, continued from page 26

automatic identification technolo-
gies such as bar codes and RFID.
Comments are requested by
November 9, 2006.

FDA Publishes ICH Q4B and 04B Annex 1

In August, FDA published ICH Q4B:
Regulatory Acceptance of Analytical
Procedures and/or Acceptance Criteria
and a ICH Q4B: Annex 1: Residue on
Ignition/Sulphated Ash General. The
draft guidance describes a procedure
to facilitate acceptance by regula-

tory authorities of pharmacopeial test
methods and their interchangeability
with test methods in the local regional
pharmacopeias. The Annex provides
the outcome of ICH’s evaluation

of the ROI/Sulphated Ash General
Chapter harmonized text from the
U.S. Pharmacopeia, the European

Pharmacopoeia and the Japanese
Pharmacopeia. Comments may be
submitted until October 10, 2006.

FDA Names First Medical Director for
Threat Preparedness

FDA announced the appointment of
Mark Goldberger, MD, as Medical
Director for Emerging and Pandemic
Threat Preparedness in FDA’s Center
for Biologics Evaluation and Research
(CBER) on July 20, 2006. Dr.
Goldberger was selected after a national
search of eligible candidates. In this
newly created position, Dr. Goldberger
will serve as a Senior Advisor for
CBER’s pandemic flu program and will
plan, coordinate and implement activi-
ties related to the development and
evaluation of products for emerging
and pandemic threats.

CBER'’s Lot Release Protocols Published

In July, CBER published Guidance for
Industry: Providing Regulatory Submissions
to the Center for Biologics Evaluation and
Research (CBER) in Electronic Format -- Lot
Release Protocols. The guidance is intended
to provide manufacturers of biological
products that are regulated by CBER

with recommendations for submitting

lot release protocols in electronic format
to CBER’s Product Release branch. The
new guidance finalizes a May 1998 draft
document entitled, Guidance for Industry:
Instructions for Submitting Electronic Lot
Release Protocols to the Center for Biologics
Evaluation and Research. While comments
on the FDA guidance may be submitted at
any time, this is a final guidance. <&@
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Final Plans in Place for Premier PDA/EMEA Joint Conference
PDA/EMEA Joint Conference * London * Oct. 10-13, 2006

The Program Planning Committee for days of dialogue between European first part features Martin Terberger,
the premier PDA/EMEA Joint Confer- regulators and the industry. European Commission, Belgium,

ence is putting the finishing touches ] ] Emer Cooke, EMEA, UK, and David
on the program agenda. They have The meeting opens with a two-part Cockburn, EMEA, UK. These expert

plenary session on Understanding
the EU Regulatory Framework. The

strategically scheduled opening talks regulators will explain how law-making

that will set the tone for the entire two occurs; the role of Europe’s various »

Program Planning Committee

Tim Marten (co-chair), AstraZeneca, UK Gerald Heddell, Medicines and Healthcare Products
Anders Vinther (co-chair), CMC Biopharmaceuticals, Regulatory Agency, UK

Denmark Nigel Hodges, AstraZeneca, UK
Emer Cooke, EMEA, UK Jiri Holy, USKVBL, Czech Republic
David Cockburn, EMEA, UK Hiltrud Horn, Consultant, Germany
Vincenzo Baselli, Pall Italy Susanne Keitel, BArM, Germany
Steve Bellis, Ivax, UK John Lynch, Irish Medicines Board, Ireland
Véronique Davoust, Pfizer, France Carlo Pini, Instituto Superiore de Sanita, Italy
Gabriella Detari, National Institute of Pharmacy, Hungary ~ Stephan Rénninger, F. Hoffman-La Roche, Switzerland
Tor Graberg, Medical Products Agency, Sweden Frank Talbot, Consultant, UK
Kathleen Greene, Novartis, USA Anne-Marie Vangsted, Danish Medicines Agency,
Frank Hallinan, Wyeth, Ireland Denmark

Don’t miss this unique opportunity to interact

@7 MGQA directly and network with top European health authorities and industry

representatives in a neutral, science-based forum.

BRI PDA/EMEA Joint Conference

Understanding the European GMP Environment

Current exhibitors (as of August 8, 2006)
Applied Biosystems
Helvoet Pharma

October 10-13, 2006

London, England Millipore

Pall Europe

Sartorius AG

Shield Medicare Limited

Sparta Systems

Training & Communications Group, Inc.

Working Words, Inc.
www.pda.org/pdaemea2006
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PDA TRI Courses Add Value to PDA/EMEA Experience

In conjunction with the 2006 PDA/
EMEA Joint Conference, the PDA
Training and Research Institute (PDA
TRI) is offering four training opportu-
nities aimed at keeping your facility in
full compliance and abreast of the latest
guidelines in both the United States
and Europe. You will be learning from
leading subject matter experts in the
pharmaceutical and biopharmaceutical
industries.

Quality System Strategies for
Investigational Drugs

October 10-11

PDA #149

Karen Ginsbury, Pharmaceutical
Consulting Israel Ltd.

Risk Estimation in Aseptic Processing
October 10

PDA #402

Klaus Haberer, Compliance Advice
and Services in Microbiology, GmbH

Risk-Based Approach and Risk Manage-
ment in Pharmaceutical Manufacturing
10-11 October

PDA #133

Trevor Deeks, Skanska Pharmaceutical
Group

Manufacturing Requirements
for E.U.and U.S. Markets

11 October
PDA #166
Colman Casey, University of Cork <

Visit www.pda.org/pdaemea2006/courses for full course details.

Final Plans in Place for Premier PDA/EMEA Joint Conference, continued from page 30

review and oversight organizations; and
the role of EMEA as it interacts with
national bodies, the EU Commission
and the EDQM. They will also address
the role of EMEA and the national
inspectorates in carrying out GMP
inspections, both domestically and
overseas.

The second part features Gerald
Heddell, MHRA, UK, Milan Smid,
formerly with the State Institute for
Drug Control, Czech Republic, and
Stuart Heir, Novartis, Switzerland.
These experts will further address how

EU regulation is implemented in the
member states and how industry can
assist in shaping the future of GMPs.
Speakers will also discuss the role of
The 1968 Medicines Act in conjunc-
tion with EU regulations and directives;
the activities related to transportation
and implementation of the EU GMP
system in the Czech Republic; and new
technologies to aid regulatory change.

Concurrent sessions focusing on
Contractor Management, Dedicated
Facilities, The Role of the Qualified

Person, Investigational Medicinal

Products (IMPs), Counterfeiting
and Veterinary GMPs will follow the
opening plenary sessions.

Visit www.pda.org/2006 PDAEMEA
for details on additional plenary and
concurrent sessions.

PDA wants to thank and
congratulate the internationally
diverse program planning commit-
tee for working through all of the
logistical challenges and planning
a stellar premier PDA/EMEA Joint
Regulatory Conference! <&

The PDA Letter is published 10 times
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USP Regulators and PDA Plan Global Conference

on Pharma Microbiology
First Annual PDA Global Conference on Pharmaceutical Microbiology * October 30-November 1, 2006

Bethesda, Md.

Planning Committee Co-Chairs Michael Miller, PhD, Eli Lilly and Company and Richard Levy, PhD, PDA

PDA has it roots firmly grounded in
microbiological science. As members,
we look to PDA to help us bridge
the gap between environmental
microbiology and sterilization and
drug manufacturing sciences, and
the Association, in turn, always finds
sound scientific solutions to most of
our challenges.

Over the last two decades, PDA has
established 18 Interest Groups, 15
active technical report task forces and
10 Meeting Planning Committees
focused either directly or indirectly
on pharmaceutical microbiology. In
addition, PDA has sponsored several
specialized meetings and training
courses that involve the science of
microbiology, covering topics like
aseptic processing, environmental
microbiology, mycology, rapid micro-
biological methods and viral safety.

For the first time, we are hosting a
conference on the common thread that
binds these various topics together:
Microbiology. PDA’s first Annual
Global Conference on Pharmaceuti-
cal Microbiology will be held Oct.
30—Nov. 1 in Bethesda, Md.

The Planning Committee is creating
a scientific program that will draw
upon the knowledge of pharmaceuti-
cal/biopharmaceutical microbiology
experts from around the world who
will discuss the underlying science of
the field and address the challenges
that face our industry on a daily basis.
The agenda, developed by an interna-
tional program planning committee
comprised of regulatory, pharmacopeial
and industry professionals, is designed
to foster maximum discussion and
networking and provide you with the
information you can apply immedi-

Program Planning Committee

Michael J. Miller, PhD
(Co-Chair)
Eli Lilly and Company

Richard Levy, PhD (Co-Chair)
PDA

James Akers, PhD
Akers, Kennedy & Associates

Luis Castro
PDA

Jette Christensen
Novo Nordisk A/S

Doris Conrad

GlaxoSmithKline

Anthony Cundell, PhD
Schering-Plough

Eric Dewhurst
IVAX Pharmaceuticals

David Hussong, PhD
U.S. FDA

Richard M. Johnson
Fort Dodge Animal Health

Frank Kohn, PhD
FSK Associates Inc.

Jeanne Moldenhauer, PhD
Vectech Pharmaceutical
Consultants

Terry Munson
Parexel Consulting

Bryan Riley, PhD
U.S. FDA

Ian Symonds, PhD
GlaxoSmithKline

Radhakrishna Tirumalai, PhD
U.S. Pharmacopeia

Brenda W. Uratani, PhD
U.S. FDA

ately upon returning to the workplace.
Topics on the agenda include:

* The theory behind critical
microbiological practices to better
troubleshoot and solve contamina-
tion problems

* Sources of contamination to
facilitate GMP compliance in
pharmaceutical and biopharmaceuti-
cal manufacturing

* Basics of environmental monitoring
and facility design to identify and
control contamination in product
manufacturing

* Use of risk assessment and
mitigation in aseptic processes and
microbial control

* Use of appropriate microbial testing
methods to ensure acceptable steril-
ity assurance levels of components
and final product

¢ Airflow principles to reduce the risk
of viable contamination of product
in your facility

* New and innovative technologies
which will change the way we
manage our microbiological control
strategies

Pleased to be working with the U.S.
Pharmacopeia, the program committee
is planning to devote an entire day

of the conference to pharmacopeial
topics, including:

* Disinfectants and antiseptics

* Application of water activity
determination to nonsterile pharma-
ceutical products

* Microbiological evaluation of
clean rooms and other controlled
environments

* Microbiological best laboratory
practices »
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Report from the May 2006 PDA Biennial Training Conference

Joanne Cochran, JWC Training Associates and 2006 Program Chair, and Lina V. Divitt, Chiron Corporation and 2006 Program

Committee Member

What happens when you get 200+
regulatory trainers, training managers,
quality personnel together in one
place? A dynamic, fast paced, positive
learning experience.

Starting with the energetic “GMP
Ido!l” plenary session and ending with
the Keynote Workshop, “Enhancing
Training Effectiveness and Performance
Results,” attendees were treated to 35
concurrent interactive sessions given by
their peers and colleagues. Heard often
was, “I don’t know which one to go

to, there are too many choices.” Each
attendee had the opportunity to attend
6 different concurrent sessions over the
course of the conference. Topics ranged
from operator training to best practices
to training effectiveness. Attendees also
had the opportunity to vote for their
favorite “Trainer’s Choice Award,”

an award given to their peers by their
peers for development of a internal
training program.

The conference was capped by an
interactive workshop, “Enhancing
Training Effectiveness and Performance
Results,” led by Stephen Smith, Senior
Vice President and Managing Execu-
tive, Rummler-Brache. During the
workshop, attendees learned to look at
training and on-the-job performance in
a different way and to expand their role
to performance consultant.

The key theme of the workshop
focused on business performance and
what we as trainers and performance

consultants can do to influence this
through our training process and
system. According to Rummler and
Brache, there are three critical indica-

tors of successful business performance.

Companies should be effective and
efficient and continually learning how
to improve. Performance occurs at
three levels: the organization level, the
process level and the job/performer
level. The training, and ultimately the
performance of the individual must
align with the critical business needs
of the organization if both training
and performance will be effective.

For the business to perform well, it

is critically important that all three
levels are aligned. To achieve this, the
organization must focus on real issues,
prioritize its impact on business goals
and align these priorities with those
of clients. Since the individual is the
fundamental unit of performance, the
individual must be part of the process
and cannot remain isolated from the
organization level and process level.

In the workshop, attendees were
shown how to evaluate the business
drivers of an organization and link
them to human performance. They
were also given a simple and repeat-
able approach for measuring the
performance of their training system
using some “human performance
technology” tools.

Attendees went home tired but with
many tools that they can use on
their job.

“Dame Edna,” played by James Vesper,
President, LearningPlus, helped attendees
decide what sessions to attend during a funny
skit mocking American Idol during the Opening
Plenary Session

To keep on improving our businesses
through training, mark your calendar
now for the 2008 conference in New

Orleans, May 19-23, 2008.
We'll be looking for you! ==

USB Regulators and PDA Plan Global Conference on Pharma Microbiology, continued from page 32

e Validation of alternative microbio-
logical methods and sterilization

e Sterility assurance of compendial
articles

Bring your most challenging questions,
because we are also planning an “Ask

the Experts Panel” to ensure that all
participants take home the answers
they need.

In addition, breakfast roundtables,
on-site luncheons and evening
receptions will provide you with

many opportunities to meet and greet
old friends and to meet colleagues
with mutual interests. Concurrently,
exhibitors will be presenting their
latest products to help you do your job
effectively and efficiently. <&

33



TRI * Education PDA Letter * September 2006

Vice President’s Message
Gail Sherman

New Facility Countdown: Volunteer Design Team Named

While it is a bit early to officially start a “countdown” to the day TRI moves, we recently hit a milestone that will

help us get the clock started! In August, we contracted with Vectech Pharmaceutical Consultants, Inc. to help us with
the design of our new facility. Bob Ferer, VP, Automated Systems, and Bill Bennett, Architectural Designer, will be
working with TRI staff to ensure that our new cleanroom mimics a manufacturing site so students can learn in an
environment similar to where they work. We want our laboratory space to “flow” (if any of you have ever been to TRI’s
current location, you will understand what I mean) so that the students can move from labs to classrooms and back to
labs easily—without walking down multiple hallways and through the kitchen. (We love you Baltimore, but it is time
to move on!)

Our classrooms will be set up, allowing us to host one large lecture or multiple smaller lectures. They will also have
state-of-the-art equipment, and will be networked for future IT training. We might have to live with the old furniture
for a while, but that’s okay, the environment will be oh, so much more pleasant!

PDA’s initial estimate for moving TRI was December or January, but after compiling all the factors involved, we
have pushed the date back to June 2007. We are anxious to get this right, and in doing so, feel that we need some
additional time for the design and construction. In addition, we need time to teardown equipment, reassemble and

test and validate. And, most importantly, we want to give our instructors time to get accustomed to the new facility in
Bethesda.

We are planning for the design plans to be approved in early September and the build-out to begin shortly after,
pending the approval of all the appropriate permits, so by the time you read this, we should have plans in place for

the HVAC, water, electricity and big equipment. Because our goal is to run two lab courses at the same time without
conflict, equipment placement is critical to our future success as an education provider. We are touring existing labora-
tory facilities and talking with potential builders on our construction, and I am considering buying a hard hat, though
I’'m not sure the builders will want me running around telling them where to put things!

In the meantime, it will be business as usual in Baltimore. We have scheduled our laboratory courses to run in
Baltimore from January thru May. You will be able to see our entire 2007 schedule in our course catalog, which will be
released at the upcoming PDA/FDA Joint Regulatory Conference. We have scheduled several new courses along with
our trademark Aseptic Processing Training Program.

The move will coincide with the tenth anniversary of TRI on May 1. Besides the new facility and the new courses,
TRI is working on developing a 10-year anniversary retrospective, with articles and photos published in the May 2007
issue of the PDA Letter. If you have anything (commentary and/or photos) you would like to contribute to TRI’s tenth
anniversary retrospective, please contact me as soon as possible.

Look to my column for future announcements regarding the move, the tenth anniversary plans and TRI course
developments over the next few months. Oh yeah, anybody got a hammer and a hard hat? =

[Editor's Note: We asked Gail if members can expect more updates on the big move—which is no longer a big deal for
Headquarters’ staff since we moved August 1. She stated: “We hope readers don’t grow tired of these updates on the move of
TRI from Baltimore to Bethesda. For us, this is rather exciting, and while we don’t plan to make the journey until after the winter
snows, we are moving forward with our planning, as well as the design and build-out of the new lab and office space. Over the
next few months, there will be plenty of PDA member volunteers to acknowledge, so | will definitely be getting the word out in
the PDA Letter and on a website that is currently in development to track the move via narrative and photos.”

PDA would like to acknowledge the volunteer efforts of Vectech Pharmaceutical Consultants. Besides contributing key expert
advice to the facility design, they have been an ardent supporter of TRI and PDA over the years. In addition, Vectech’s Jeanne
Moldenhauer is a prolific author for PDA/DHI and contributor to the PDA Journal and participates on many PDA committees.
Scott Sutton also contributes to PDA as a TRI instructor, and with his pen and currently sits on the PDA Letter Editorial
Committee.]
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October Laboratory Training
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