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FDA Completes First Steps to Improve
Regulation of Pharmaceutical Manufacturing

The Food and Drug Administration (FDA) an-
nounced on February 20 that it has accomplished
the initial objectives set in its ongoing initiative to
modernize the agency’s regulation of pharmaceuti-
cal manufacturing and product quality.

This initiative is part of Health and Human Services
(HHS) Secretary Tommy G. Thompson’s broader ef-
forts to improve and streamline the regulatory pro-
cess in order to improve Americans’ access to quality
health care and services. Two years ago, Secretary Th-
ompson created an HHS-wide initiative on regulatory
reform to conduct an ongoing review of HHS regula-
tions and to oversee changes in regulations, and he
appointed an expert advisory panel that made hun-
dreds of specific recommendations. These actions re-
flect the Secretary’s goal of smart regulation.

“Using state-of-the-art approaches in FDA’s many
critical review and inspection activities will encour-
age innovation and continuous improvement in drug
manufacturing to minimize production problems,
and that will make it easier to get safe, high quality
medications to patients who need them,” said Mark
B. McClellan, M.D., Ph.D., Commissioner, FDA.
“These initiatives are part of the Department of
Health and Human Services’ overall efforts to im-
prove the quality, safety, and cost of medical prod-
ucts. We will focus our attention and resources on
the areas of greatest risk, with the goal of encourag-
ing innovation that maximizes public health protec-
tion and promotion.”

continues on page 7

PDA Course for
Italian Inspectorate

Rome in February...and April...and June...

by Dr. Carmen M. Wagner,
Strategic Compliance International, Inc.

The PDA team responsible for the course on Regula-
tory Compliance for the Italian Inspectorate was
hard at work at the end of January, as they prepared
for the delivery of Module One on Good Manufac-
turing Practices: An Introductory Survey of Current
Expectations and Issues. Module One was presented
February 3-5, 2003, and is the first in a series of six
modules which will run for most of 2003, covering
topics of interest to the Italian Inspectorate.

The real factor in the success of Module One was
the enthusiastic and professional participation from
the inspectors and their managers. For the full three
days the discussion was lively and spirited. Thirty-
five inspectors, both from the Ministry of Health and

continues on page 30
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2003 PDA International
Congress, Courses and
Tabletop Exhibits

PDA will add value to the pharmaceutical manufac-
turing industry in Singapore by delivering a cutting-
edge conference which will include the
highly acclaimed training workshop on
the ICH Q7A Guidance.

Don’t miss your chance to interact
with key health authority expert pre-
senters, including:

¢ David Cockburn, European Medi-
cines and Evaluation Agency, UK;

¢ Alan Duff, Therapeutic Goods Administration,
Australia;

¢ Susanne Keitel, BfArM, Germany;

¢ Gordon Munro, Medicines and Healthcare Prod-
ucts Regulatory Agency (MHRA), UK; and

The Ritz Carlton

Millenia Singapore
Congress: May 7-9
Courses: May 5-7
Tabletop Exhibits: May 7-8

continues on page 25
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Important Dates...

® May 14—deadline for 2004 PDA
International Congress, Basel, Call
for Papers

® May 31—last day for members to
receive discounts on PDA Techni-
cal Reports, see page 12
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Executive Message

-

Neal Koller
PDA President

PDA Letter

Executive Message

Neal G. Koller, President

After 60+ days on board, I am more excited than
ever about joining PDA and its prospects for the
future. I thank all of you for your warm welcome.
Your good wishes and thoughtful messages are
very much appreciated.

My first official PDA event was the PDA Prague
Congress in February. This was an impressive
event on several levels. First, those in attendance
heard milestone presentations from both the FDA
and EMEA. Dr. Yuan-yuan Chiu, Director, Office of
New Drug Chemistry,
CDER, FDA, delivered
the first public presen-
tation of the new FDA
GMP Initiatives. Plus,
Ms. Emer Cooke, Head
of Inspections, EMEA,
revealed the latest
EMEA inspections sec-
tor mandates and tasks.
All presentations from
the Prague Congress
are now posted in the Members Only section of
www.pda.org for your reference.

Next, this was my first time to see the staff in
action at a PDA meeting. I was greatly impressed
with the organization and ease with which the
Congress was managed. The PDA Board of Direc-
tors impressed upon me that I was inheriting a
strong, professional staff. Working with them over
these past few months, both at headquarters and
at events, has proven the point.

To build on the existing PDA strengths and ac-
complish the goals with which I have been tasked,
we have embarked on a new approach to serve
our membership and a new structure to lead the
way.

I am pleased to announce that Lance K. Hoboy
has joined PDA as Vice President of Finance &
Strategic Planning. Lance is a versatile, customer-
oriented senior executive, with more than 25
years of hands-on experience in business develop-
ment, finance and strategic planning. He provides
a proven track record of establishing manage-
ment systems to improve productivity, reduce
costs, stimulate growth, and ensure customer sat-
isfaction.

Most recently, he served as the Executive Vice
President, CFO and a Board member for Dovetail
Technologies, Inc., College Park, MD. Prior to
Dovetail, he held numerous senior-level positions

Those artending The PraGue
Congress heard the first public
presentaTioN of The New FDA
GMP iniTiatives ANd The laTest
EMEA inspecTions mMANdATEs.

at Tecnal, Inc., including President, CFO and Direc-
tor of Marketing & Operations. His other affilia-
tions included Executive Vice President and
Interim CFO at LifeTime Pharmaceuticals, Board
member for Spurlock Industries, Inc., Director of
Operations at Schwan’s Food International, Man-
aging Director at Schwan’s Food Asia and Assistant
to the Chief of EDP Budgeting for the US Environ-
mental Protection Agency.

Lance earned his B.S. in Mechanical Engineer-
ing from Stanford Univer-
sity and his M.B.A.,
specializing in Finance and
Operations, from Cornell
University.

Further, we have creat-
ed a Sales Department
which will report directly
to the President. Nahid Ki-
ani, a longtime PDA em-
ployee, has been
promoted to Senior Sales
Manager to lead this new department. She will con-
tinue to be responsible for sales of advertising, ex-
hibits and sponsorships, and will assume
responsibility for publications and online sales. Re-
porting to Nahid will be Marcus Brown and Janny
Chua.

Many of you know Nahid well. She joined PDA
in 1993 and has worked in nearly every depart-
ment on staff including Accounting, Membership,
Meetings and Marketing. Her contributions to
PDA, her professionalism and talent make her very
deserving of this promotion.

Nahid holds a B.S. in Electrical Engineering
from Gannon University.

Coming in 2004—PDA WEEK...

...five jam-packed days of multi-track program-
ming, PDA-TRI courses and an expanded Exhibit.
By marrying the resources traditionally invested in
producing the PDA Annual Meeting and PDA
Spring Conference, we can deliver a broader spec-
trum, content enriched opportunity for you.

PDA WEEK will be co-located with the Clean-
Rooms East show, March 8-12, at the Orlando
County Convention Center, Orlando, Florida. Part-
nering with CleanRooms enables us to utilize state-
of-the-art meeting facilities and the power of a
combined exhibit.

Mark your calendars for PDA WEEK, March 8-
12, 2004. W
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U.S. Regulatory Briefs

FDA Publishes Final Rule to Require Labeling
About Antibiotic Resistance On February 5,
2003, the Food and Drug Administration (FDA) an-
nounced that a final rule outlining new labeling
regulations designed to help reduce the develop-
ment of drug-resistant bacterial strains is on dis-
play at the Federal Register. This final rule is aimed
at reducing the inappropriate prescription of anti-
biotics to children and adults for common ail-
ments such as ear infections and chronic coughs.

The new rule applies to all systemically ab-
sorbed human antibacterial drugs and requires
statements in several places within the physician
labeling advising that these drugs should be used
only to treat infections that are believed to be
caused by bacteria. The rule also requires a state-
ment within the labeling encouraging physicians to
counsel their patients about the proper use of
these drugs and the importance of taking them ex-
actly as directed. This is part of ongoing efforts at
FDA to encourage the development of new antimi-
crobials while preserving the usefulness of already
existing ones.

An electronic version of this final rule can be

found at: http:/www.fda.gov/OHRMS/DOCKETS/
98fr/00n-1463-nfr00001.pdf. More information

about antibiotic resistance can also be found on

FDA's Web site at: www.fda.gov/oc/opacom/hottop-

ics/anti_resist.html.

International Conference on Harmonisation;
Revised Guidance on Q3A Impurities in New
Drug Substances The FDA has announced the
availability of a revised guidance entitled “Q3A(R)
Impurities in New Drug Substances.” The revised
guidance, which updates a guidance on the same
topic published in the Federal Register of January
4, 1996 (the 1996 guidance), was prepared under
the auspices of the International Conference on
Harmonisation of Technical Requirements for Reg-
istration of Pharmaceuticals for Human Use (ICH).
The revised guidance not only clarifies the 1996
guidance, but also adds information and provides
consistency with more recently published ICH
guidances. The revised guidance is intended to
provide guidance to applicants for drug marketing
registration on the content and qualification of im-
purities in new drug substances produced by
chemical syntheses and not previously registered
in a country, region, or member state. This guid-
ance is effective February 11, 2003.

For further information:

* Regarding the guidance: contact Charles P.
Hoiberg, Center for Drug Evaluation and Re-
search (HFD-800), Food and Drug Administra-
tion, 5600 Fishers Lane, Rockville, MD 20857,
(301) 827-5918.

* Regarding the ICH: contact Janet Showalter, Of-
fice of International Programs (HFG-1), Food and
Drug Administration, 5600 Fishers Lane, Rockville,
MD 20857, (301) 827-08064.

The document itself can be found at

www.fda.gov/ohrms/dockets.

ICH Meeting in Chiba, Japan: Summary of
Activities The International Conference on
Harmonisation (ICH) Steering Committee and its
expert working groups met in Maihama, Chiba,
Japan, from February 3-6, 2003. The implemen-
tation of the Common Technical Document
(CTD), including the electronic CTD (eCTD), was
the main focus of the discussions. This was par-
ticularly timely, since the official implementation
date of the CTD is scheduled for July 1, 2003.
(From that date, submission in CTD format will
be mandatory in EU and Japan, and bighly rec-
ommended in the U.S.). The CTD is the agreed-
upon common format for submission in the three
ICH regions.

Additional sets of CTD Questions & Answers
(Q&As) were endorsed by the Steering Commit-
tee and will be posted on the ICH Web site. These
Q&aAs relate to general matters as well as to the
specific parts of the CTD, but most of them relate
more particularly to the eCTD.

The Steering Committee supported the pro-
posal from the eCTD Implementation Working
Group (IWG) for a Change Control Process, de-
fining the mechanism for controlling change re-
quests to the eCTD specifications. The Steering
Committee also supported the proposed ap-
proach for Study Reports specifications, and
agreed that this proposal not only should be pi-
loted, but that a report should be given at the
next Steering Committee in July.

The Steering Committee adopted the final ver-
sion (Step 4) of the guideline on “Postmarketing
Surveillance Activities—Periodic Safety Update
Report”, which will be an addendum to the exist-
ing ICH E2C guideline (“Clinical Safety Data Man-
agement—PSUR”).

Further progress was reported regarding the
two other postmarketing surveillance (pharma-
covigilance) topics, i.e.:

* The guideline on “Post-Approval Safety Data

Management” (topic E2D);

* The guideline on “Pharmacovigilance Plan-
ning” (topic E2E).

The Steering Committee was informed about
the significant progress with the development of
the new Q5E guideline on “Comparability of Bio-
technological and Biological Products.”

The Steering Committee also adopted the final
versions (Step 4) of two guidelines on Stability
Testing Requirements:

¢ “Statistical Analysis and Data Evaluation” (top-
ic QIE);

* “Data Package for Registration in Climatic
Zones III and IV” (topic Q1F).

continues on page 6
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U.S. Regulatory Briefs from page 5

In addition, the Steering Committee adopted
the final version (Step 4) of the guideline on “Ma-
jor Revisions of the ICH Impurities Guidelines in
New Products” [topic Q3B(R)].

Furthermore, the Steering Committee dis-
cussed and agreed upon the framework of the
program for the ICH6 Conference, “New Hori-
zons and Future Challenges,” to be held in Osaka,
Japan, from November 12-15, 2003. A second an-
nouncement will be posted soon on the ICH Web
site, www.ich.org, in order to allow registrations
to start in April.

For more information on ICH, visit

www.ich.org.

FDA Announces Checklist for Abbreviated
New Drug Applications The FDA has issued a
checklist that generic firms can use to ensure that
Abbreviated New Drug Applications (ANDAs) are
complete and acceptable. The Office of Generic
Drugs wants to give generic manufacturers a
guide as to what the office expects in a generic
drug application in order to reduce the large num-

ber of applications that are rejected in the initial
round of the review process. This checklist can be

found at: http://www.fda.gov/cder/ogd/

anda_checklist.doc.

FDA Introduces Inactive Ingredients
Database The Inactive Ingredients Database pro-
vides information on inactive ingredients present
in FDA-approved drug products. This information
can be used by industry as an aid in developing
drug products. For new drug development purpos-
es, once an inactive ingredient has appeared in an
approved drug product for a particular route of
administration, the inactive ingredient is not con-
sidered new and may require a less extensive re-
view the next time it is included in a new drug
product. For example, if a particular inactive ingre-
dient has been approved in a certain dosage form
at a certain potency, a sponsor could consider it
safe for use in a similar manner for a similar type
of product. The database can be found at: http://
www.accessdata.fda.gov/scripts/cder/iig/
index.cfm. M

—William Stoedter

PDA Letter

FDA 2003 Budget Includes $5.3 Million
for Expansion of Generic Drug
Program, Additional Reviewers,

and Plant Inspectors

Statement of Mark B. McClellan, M.D., Ph.D., Commissioner, FDA,
on Approval of the Omnibus Appropriation Bill

On February 19, 2003, the President signed the
fiscal year (FY) 2003 Omnibus Appropriation Bill
which provides the Food and Drug Administration
(FDA) a program level budget of $1.64 billion, or
a 21% increase over the original FY 2002 appro-
priation. The agency is gratified that the President
and Congress, which approved the bill on Febru-
ary 13, 2003, gave the agency the necessary re-
sources to continue providing the American
public with the high level of safety and security it
expects.

These resources will support FDA’s responsibili-
ties under the Federal Food, Drug, and Cosmetic
Act to ensure that new products are safe and ef-
fective for consumers. This legislation allows for
$271 million for user fees, including $223 million,
or a $61 million increase, for Prescription Drug
User Fees (under PDUFA, the Prescription Drug
User Fee Act) and $25.1 million in newly appro-
priated user fees authorized by the Medical De-
vice User Fee and Modernization Act (MDUFMA).
The legislation also provides $5 million for im-

provement of patient protection against medical
errors involving the use of FDA regulated drugs,
biological products, and medical devices.

The budget also provides for a $5.3 million ex-
pansion of FDA’s generic drugs program. By hiring
additional product reviewers, plant inspectors,
and more closely monitoring the quality of import-
ed generic drugs and bulk drug substances, FDA
will be able to provide consumers with access to
safe and affordable medications.

The greatest increase, which comes from the in-
corporation of the FY 2002 counter-terrorism sup-
plemental budget of over $150 million dollars into
FDA's base budget, reflects the agency’s central
role in the Nation’s defense against the threat of
terrorism.

FDA's budget also includes the across-the-board
reduction of 0.65% ($8.9 million), as well as cost
savings of $2.6 million that will be achieved by the
streamlining of operations, new management effi-
ciencies, and the consolidation of administrative
functions and facilities. l



Regulation of Pharmaceutical Manufacturing from cover

The announcements are a significant interim
step in a major agency-wide initiative on “Pharma-
ceutical Current Good Manufacturing Practices
(cGMPs) for the 21st Century: A Risk Based Ap-
proach,” a two-year program which applies to
pharmaceuticals, including biological human
drugs and veterinary drugs.

The initiative, announced in August 2002, was
designed to evaluate and improve upon the agen-
cy’s approach to reviews and inspections related
to the manufacturing of human and animal drugs
and biologics.

Highlights of what has been completed to date
include:

¢ Clarifying the scope of FDA's electronic submis-
sion and record-keeping requirements and pro-
viding for enforcement discretion in certain
areas while FDA considers whether to revise the
Part 11 regulations to facilitate innovation for
modern manufacturing, electronic record keep-
ing, and regulatory submissions;

¢ Facilitating continuous improvement and inno-
vation in manufacturing by allowing manufac-
turers to make certain types of changes in their
processes without prior FDA approval;

* Launching a program to identify and address
inconsistencies across program areas with re-
spect to all drug cGMP warning letters;

* Issuing for public comment a progress report on
improving dispute resolution procedures to facili-
tate early resolution of scientific and technical
disputes and to allow for greater transparency;

¢ Clarifying the language used to communicate
deficiencies observed during cGMP inspections
to better describe the purpose and effect of the
investigator’s observations issued at the conclu-
sion of an FDA inspection;

* Planning public workshops on the scientific
foundations of the initiative that will help shape
FDA’s next steps in its implementation;

* Focusing FDA resources on inspections that are
likely to achieve the greatest public health im-
pact (e.g., sterile drug manufacturing);

* Providing a progress report that considers add-
ing product and technical specialists with rele-
vant expertise to inspection teams that do not
yet include such specialists, a promising step
for improving the technical quality and consis-
tency of FDA's inspections; and

* Enhancing the agency’s expertise in pharma-
ceutical technologies by hiring a number of
additional experts and by collaborating ac-
tively with academic groups and other out-
side experts.

The “Pharmaceutical cGMPs for the 21st Centu-
ry” initiative will include additional intermediate
and long-term steps. The major goals of this initia-
tive include:

* Ensuring that state-of-the-art pharmaceutical
science is utilized in the regulatory review and
inspection policies;

Regulatory News

* Encouraging the adoption of new technologi-
cal advances in high quality and efficient man-
ufacturing by the pharmaceutical industry;

¢ Assessing the applicable cGMP requirements
relative to the best quality management
practices;

¢ Strengthening public health protection by imple-
menting risk-based approaches that focus both
industry and FDA attention on critical areas for
improving product safety and quality; and

* Enhancing the consistency and coordination
of FDA’s drug quality oversight activities.

The initiative is being overseen by an agency
steering committee with representatives from the
Center for Biologics Evaluation and Research
(CBER), the Center for Drug Evaluation and Re-
search (CDER), the Center for Veterinary Medi-
cine (CVM), the Office of Regulatory Affairs
(ORA), and the Office of the Commissioner (OC).
Janet Woodcock, M.D., Director of CDER, is the
chairperson of the steering committee.

According to Dr. Woodcock, “FDA expects to
complete and publish a comprehensive imple-
mentation plan for this cGMP initiative by mid-
year. These initial accomplishments are the first
steps toward achieving FDA’s goals for a 21st-cen-
tury regulatory system for pharmaceutical manu-
facturing designed to protect the public health
and to ensure that safe and effective drugs are
available to the American public.”

Additional information on this initiative can be

found online at www.fda.gov/cder/gmp/

index.htm. M
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Pharmaceutical CGMPs for the 21st
Century, Who's Who on the Working

Groups

The following is a list of the Chairs and Co-Chairs of the various working groups
evaluating the cGMPs under the FDA's recent cGMP initiative. Although all of
the Chairs and Co-Chairs are from CDER, the working groups are composed of
members from CBER, Center for Veterinary Medicine, Office of Compliance, Of-
fice of Regulatory Affairs and others.

Steering Committee: Janet Woodcock, M.D.,
Director, CDER, FDA

Contracts Management: Theresa Mullin,
Ph.D., Associate Commissioner for Planning and
Evaluation, CDER, FDA

Part 11: Joseph C. Famulare, Director, Division
of Manufacturing and Product Quality, CDER, FDA
Warning Letter Review: Frederick W. Blumen-
schein, Supervisor, Case Management and Guid-
ance Branch, Division of Manufacturing and
Product Quality, CDER, FDA

Changes w/o Prior Review: Ajaz Hussain, Ph.D.,
Deputy Director, Office of Pharmaceutical Science,
CDER, FDA, Co-Chair; Nancy B. Sager, Associate Di-
rector for Quality Implementation Staff, Office of
Pharmaceutical Science, CDER, FDA, Co-Chair
Work Planning and Risk Management:
David J. Horowitz, Esq., Director, Office of Com-
pliance, CDER, FDA, Co-Chair; Theresa Mullin,
Ph.D., Associate Commissioner for Planning and
Evaluation, CDER, FDA, Co-Chair

Manufacturing Science: Ajaz Hussain, Ph.D.,
Deputy Director, Office of Pharmaceutical Science,
CDER, FDA
Quality Systems: Janet Woodcock, M.D., Direc-
tor, CDER, FDA
International Activities: Janet Showalter, Direc-
tor, International Scientific Activities and Standards
Staff, Office of International Programs, CDER, FDA
Dispute Resolution: David J. Horowitz, Esq.,
Director, Office of Compliance, CDER, FDA, Co-
Chair; Helen N. Winkle, Acting Director, Opera-
tions Staff, Office of Pharmaceutical Science,
CDER, FDA, Co-Chair
483 Communications: Peter Beckerman, Esq.,
Office of Chief Counsel, CDER, FDA, Co-Chair;
Deborah D. Ralston, Director, Office of Regional
Operations, CDER, FDA, Co-Chair
Product Specialist on Inspection Teams:
Ajaz Hussain, Ph.D., Deputy Director, Office of
Pharmaceutical Science, CDER, FDA
Pharmaceutical Inspectorate: Janet Woodcock,
M.D., Director, CDER, FDA, Co-Chair; Susan Setter-
berg, Central Regional Director, CDER, FDA, Co-Chair
Evaluation of the Initiative: Janet Woodcock,
M.D., Director, CDER, FDA, Co-Chair; Theresa Mul-
lin, Ph.D., Associate Commissioner for Planning
and Evaluation, CDER, FDA, Co-Chair M
—VWilliam Stoedter

As manufacturers you should
consider The potenTial impact oN
product safery from employees
who...may be vaccinated.

PDA Letter

Considerations Regarding Pharmaceutical
Company Employees Who Have
Received the Smallpox Vaccine

Richard M. Jobnson*, Director, Information & Policy QCOE-Drugs, Abbott Laboratories

There has been a lot of discussion in the news
about the smallpox vaccine, including guidance
from the CBER and CDC regarding the potential
shedding of live virus from those vaccinated. As
manufacturers you should consider the potential
impact on prod-
uct safety from
employees who,

as members of the
Armed Service Re-
serve, or Emer-
gency
Preparedness
teams, may be vac-
cinated. 21 CFR Section 211.28 (d) states:

(d) Any person shown at any time (either by med-
ical examination or supervisory observation) to
have an apparent illness or open lesions that
may adversely affect the safety or quality of drug

products shall be excluded from direct contact
with components, drug product containers, clo-
sures, in-process materials, and drug products
until the condition is corrected or determined by
competent medical personnel not to jeopardize
the safety or quality of drug products. All person-
nel shall be instructed to report to supervisory
personnel any health conditions that may have an
adverse effect on drug products.

While clear guidance is not yet available from
the FDA, you should consider developing an inter-
nal policy which clarifies whether recently vacci-
nated persons might need to be restricted from
certain areas of your facilities, and if so, for how
long. Such policies should be developed in con-
junction with medical and scientific advice. H

* Ph: (847) 938-1750 Fax: (847) 938-4422
E-mail: richard.m.johnson@abbott.com



European News

European Agency for the Evaluation of Medici-
nal Products (EMEA) In its meeting on 10 Feb-
ruary 2003, The Standing Committees on
medicinal products for human use and on veteri-
nary medicinal products issued a favourable opin-
ion—by qualified majority—for the adoption by
the European Commission of a draft Commission
Regulation amending Council Regulation (EC) n°
297/95 regarding fees payable to the European
Agency for the Evaluation of Medicinal Products.
The Regulation will increase all fees by 16%, except
the annual fee, which will be increased by 26%.
The Regulation is being finalised and will be sub-
mitted to the Commission for final adoption soon.
This new Regulation shall enter into force on the
day following that of its publication in the Official
Journal of the European Communities.
Directorate General Enterprise released an up-
dated version of Chapter 7, “General Information”
of the Notice to Applicants on Medicinal Products
regarding the procedures for marketing authorisa-
tion, including information for applications made
in the CTD format.
Notice to Applicants, Volume 2B, Common
Technical Document (CTD) A revised version
of the “Questions and Answers“ document related
to the CTD is available. The revisions cover:

* An update of question 11 concerning “Mutual
Recognition.”

* New questions, in particular: (1) question 15
concerning “European Drug Master Files
(EDMF) - format,” and (2) question 16 con-
cerning “European Drug Master File and Varia-
tions.”

For details on the above EMEA news, please vis-

it: http://pharmacos.eudra.org/F2/pharmacos/

docs.htm#news.

EFPIA Welcomes Increased Public Funding for
Diseases of Poverty, but Warns Against Under-
mining Future Research — Brussels, 5 February
2003 The European Federation of Pharmaceuti-
cal Industries and Associations (EFPIA) welcomes
the European Parliament’s adoption of the draft
Regulation that promotes increasing aid for pover-
ty-related diseases (HIV/AIDS, malaria and tuber-
culosis) in developing countries.

“Increased funding from rich countries is the
absolute priority to improve access to healthcare
in the developing world,” stressed Brian Ager, EF-
PIA Director General. “We are therefore very
pleased to see Europe committed to increase its
own contribution to the global fight against pover-
ty-related diseases, at a time when U.S. President

European

George Bush is also announcing a major Emer-
gency Plan to combat the international HIV/AIDS
Pandemic.” More resources are needed to:
strengthen local healthcare infrastructure; build
hospitals; provide clean water; train doctors; ed-
ucate people; and to diagnose and prevent the
spread of killer diseases, etc. Improving global ac-
cess to essential high-quality and affordable medi-
cines in poor countries is, of course, a key
component of this initiative, and pharmaceutical
companies are committed to play their part.
However, medicines are only part of the solution.

Brian Ager confirmed that the pharmaceuti-
cal industry in Europe remains committed to an
agreement that enables poor nations to respond
to health emergencies. This reflects upon the
current World Trade Organisation (WTO) nego-
tiations aimed at facilitating the use of existing
flexibilities of the TRIPS (Trade-Related Intellec-
tual Property Rights) Agreement by poor coun-
tries lacking domestic manufacturing capacity.
The solution, however, should aim at improving
access to medicines for poor countries. “If the
result of the current negotiations is to damage
the world system of intellectual property protec-
tion, it would be a major blow for today’s and
tomorrow’s patients,” warned the EFPIA Direc-
tor General.

EFPIA believes that the scope of the pro-
posed solution should be focused on HIV/AIDS,
malaria, TB and other infectious epidemics of
comparable scale and gravity. Importing coun-
tries, exporting countries and pharmaceutical
manufacturers all have key roles to play in es-
tablishing an effective system. More generally, it
must be understood that there is no correlation
between a low level of patent protection and
more access to medicines. In fact, over 95% of
all medicines on the World Health Organization
(WHO) “Drugs Essential List” are off-patent, and
studies show that there are relatively few pat-
ents on AIDS drugs in Africa. However, the role
of IPRs is absolutely critical for the development
of new cures, including for diseases prevalent in
the developing world, economic growth and de-
velopment. “We should fight poverty, not pat-
ents!” Carl Bildt, former Prime Minister of
Sweden, aptly pointed out.

For further information, please contact:
Christophe de Callatay
Tel: +32 2 626 25 77
Fax: +32 2 626 25 66
E-mail: cdc@efpia.org M

—Gautam Maitra

ReporT
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USP Updare

MAY
May 5-9, 2003

USP Update

April 2003
by Roger Dabbabh, Ph.D., USP

The Pharmacopeial Forum (PF) of March—April
2003 [29(2)] has been completed and will be re-
leased shortly. For those who are not familiar with
PF there is a Staff Directory which shows for each
staff person a telephone number, an e-mail address
and their assignments. Inquiries to the staff mem-
bers are welcomed. You can call the staff member
responsible for a given item directly. Also in PF is
the calendar for Pharmacopeial Education courses.

The March-April PF contains the Second Inter-
im Revision Announcement that will become Offi-
cial on April 1, 2003. Changes to the following
monographs are included: Atovaquone Oral Sus-
pension (Related Compounds and Assay);
Cefepime for Injection; Flucytosine Capsules (Dis-
solution); Pentoxifylline Extended- Release Tablets
(Drug Release); Vitamin E Capsules (Packaging
and Storage). Also included are changes in the
Procedure in <281>Residue on Ignition.

New USP monographs in the in-process section
of the same PF include: Cyclopirox; Egg Phospho-
lupids; Fluoxetine Delayed-Release Capsules; Ga-
doversetamide & Gadoversetamide Injection;

JUNE June 25
June 23-25, 2003

Assay Validation

Lipid Injectable Emulsion; Omeprazole Delayed-Re-
lease Capsules; Red Blood Cells & Whole Blood
full monographs; Tobramycin Inhalation Solution;
Verteporfin; Zileuton.

New NF monographs in the in-process section
include: Aspartame Acesulfame; Gellan Gum; Glyc-
eryl Distearate; Glyceryl Monolinoleate; Glyceryl
Monooleate; Lutein & Lutein Preparation; Medium
—Chain Triglycerides.

The Chapter on Injection<1> in the In-Process
section is modified by the addition of require-
ments for neuromuscular blocking and paralyzing
agents. A new general chapter <429> Light Dif-
fraction Measurement of Particle Size is also in-
cluded. Another chapter, <1075> Good
Compounding Practices is also being proposed.

The brochure for the USP Conference on Bio-
logical and Biotechnological Drug Substances and
Products (April 1-4), at the Marriott Crystal Gate-
way in Crystal City, VA has been completed. You

can register on line at www.usp.org/
conferences. M

2007 InternaTional Calendar 2007

June 30, 2003
PDA Presents

2003 PDA International Congress,
Courses and Tahletop Exhibits
Congress: May 7-9
Courses: May 5-7
Tabletop Exhibits: May 7-8
The Ritz Carlton Millenia
Singapore, SINGAPORE
PDA-TRI Lecture Courses:
May 5-6
A Practical Approach to Aseptic
Processing and Contamination
Control
Basic Concepts in Cleaning amd
Cleaning Validation

Active Pharmaceutical Ingredients:

Manufacture & Validation
May 5-7
Requirements and Preparation of
Pharmaceutical Grade Waters

May 12-14, 2003

ICH Q7A Training Workshop

Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients
Hotel TBA

Tokyo, JAPAN

PDA Letter

PDA-TRI Toronto Course Series
Westin Harbour Castle

Toronto, CANADA

PDA-TRI Lecture Courses:

June 23

Failures/Deviations and Change
Control

Achieving C6MP Compliance during
Development of a Biotechnology
Product

June 23-24

Basic Concepts in Cleaning and
Cleaning Validation

Active Pharmaceutical Ingredients:

Manufacture & Validation

CGMP & Compliance

June 23-25

Tablet Formulation

June 24

21.4 Attribute Inspection Sampling
in a CGMP Environment

June 24-25

Knowledge & Skills of the
Successful BA/OC Manager in
the Pharmaceutical Industry

Designing, Monitoring and
Validation of Pharmaceutical

Manufacturing Ventilation Systems

Radiation Dosimetry & Calibration

June 23-27, 2003
PDA Italy Chapter Presents

Sterile Manufacturing Practices in the

Third Millennium: A Regulatory and
Industry Perspective
Melia Milano Hotel
Milan, ITALY
Conference: June 23-25
Course: June 25-27
PDA-TRI Lecture Course:
June 25-27

Design, Fngineering and Validation of

Isolators for Pharmaceutical
Applications

Stay tuned to
www.pda.org
for the most up-to-date
calendar information
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Science & Technology

PQRI Aseptic Processing Working
Group Develops Comments on Aseptic
Processing Guidance

The Product Quality Research Institute (PQRI) has
formed a Working Group to review controversial
sections of the draft FDA Aseptic Processing Con-
cept Paper and to provide input to FDA to be con-
sidered in the draft Aseptic Processing Guidance
Document, tentatively scheduled for publication
during the second quarter of 2003.

The group, chaired by Glenn Wright, Eli Lilly &
Company, is composed of about 30 individuals
representing industry, FDA and academia.

The group will cover a defined list of points, di-
vided into two categories: points for which recom-
mendations will be made, and points for which
clarifying comments will be generated. The first
meeting took place the first week in January, and
the final meeting was scheduled for March 4 as the
April PDA Letter went to press.

The deliverables and the processes that were
followed are outlined below. An industry survey
was used to provide real-world data.

¢ Clarifications:

— Clarifications on eight specific topics were
covered;

— Topic leaders were chosen from the PQRI
Working Group for each point;

— Suggested redline clarifications were made by
the Working Group and were sent to the top-
ic leader;

The topic leader collected and collated the
suggested clarifications and developed a red-
line strikeout version of the text incorporat-
ing the various suggestions;

The topic leader led discussions on the clari-
fications and made necessary modifications;

— A final clarification was developed and ap-
proved by the Working Group; and

— The redline clarifications were sent to the
PQRI steering committee for approval.

e Survey:

— An industry survey was performed to collect
up-to-date industry information on current
aseptic processing practices;

— The surveys were blinded by PQRI and data-
tabulated; and

— The tabulated data was provided to the
Working Group for evaluation and for use
in developing recommendations.

* Recommendations:

— Recommendations on 10 specific topics
were considered,;

— Discussions relating to environmental moni-
toring and sterilization options were led by
Carol Lampe, Baxter Healthcare Corpora-
tion, while the discussions on process simu-
lation and aseptic processing isolators were
led by Richard Johnson; and

— Final recommendations were approved by
the Working Group and sent to the PQRI
steering committee for approval.

The completed clarifications and recommen-
dations will be used by FDA in developing the
draft Aseptic Processing Guidance Document ten-
tatively scheduled for publication during the sec-
ond quarter of 2003. M

—Russell E. Madsen

Laboratory Systems
Validation Testing and Practice

by Paul Coombes

This book, based on more than 20 years of
experience in the pharmaceutical industry,
put the subject of systems validation in its
rightful place in the quality assurance world &
from the author’s perspective. First, the
primary importance of valid analytical data is
discussed together with a persuasive case ‘
study and novel definition. The term LSV ‘.
(laboratory systems validation) is used to »
make a distinction from CSV (computer
systems validation) and equipment
qualification. The differences that exist in the
world of laboratory systems are explored, followed by a mass of
detailed advice and examples of the specific qualities of many types
of laboratory system. This provides the reader (who could be from
a computing, chemistry, engineering, or QA background) with
proven approaches to the generation of requirements
specifications, and thereby, to the subsequent validation testing

strategies and tactics for laboratory systems.
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150 pp; $120 members/$149 nonmembers
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Science & Technology

PDA Publishes “Points to Consider
for Aseptic Processing”

“Points to Consider for Aseptic Processing” has
been published as a supplement to the March/
April 2003 issue of the PDA Journal of Pharma-
ceutical Science and Technology.

Background

PDA held a Special Scientific Forum on Environ-
mental Monitoring and Aseptic Processing on Au-
gust 21, 2000, at the Hyatt Regency Bethesda.
The forum provided an excellent opportunity for
a discussion among FDA and industry experts on
several key issues which have been an ongoing
source of confusion regarding the current regu-
latory expectations. Those issues included the lo-
cation of airflow measurements in critical areas,
surface monitoring of sterile product contact
surfaces, how to handle alert and action level ex-
cursions during environmental monitoring in
aseptic areas, identification requirements for ste-
rility tests and environmental monitoring iso-
lates, media fill acceptance criteria and
incubation conditions and requirements, and
gowning qualifications.

Although there was consensus among forum
panelists on many of the issues, others were more
controversial, indicating the need for further study
and evaluation. This need led to the formation of a
PDA Aseptic Processing Task Force to develop sci-
entifically-based positions on these issues and to
publish a technical document containing “best

Bonus Discounts for
PDA Members!

Take an extra 10% off your
already discounted member
price on all PDA Technical
Reports (see partial listing on
pages 36-37) in the month of
May 2003.*

ONE MONTH—PDA MEMBERS
ONLY

For a full list of Technical Reports,

please see www.pda.org.
* Promotion ends May 31, 2003
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practices” for use by the pharmaceutical industry.

The completed document represents over 18
months of dedicated work by the Task Force mem-
bers. It presents the issues framed as problem
statements with both a recommendation and a ra-
tionale for the recommendation provided. Some
of the topics included in this 72-page report are:

* Airflow velocity and patterns;

e Critical area environments;

* Differential pressures;

* HEPA filter testing and patching;

¢ Setting environmental monitoring alert and ac-
tion levels;

* The relationship of environmental monitoring
results to batch release;

* Investigation of environmental monitoring ex-
cursions;

¢ Critical surfaces;

* Process simulation acceptance criteria;

* Incubation of normally excluded units;

¢ Interventions;

* Duration of process simulation tests;

* Number of media-filled units.

As usual, the document is provided free to PDA
members at the time of publication. Additional
copies are available for purchase.

PDA thanks the following Aseptic Processing
Task Force members for their contributions to this
important effort:

David J. Miner, Ph.D., and Glenn E. Wright

(Co-Chairs), Eli Lilly & Co.
James P. Agalloco, Agalloco & Associates
William R. Frieben, Ph.D.,

Pharmacia Corporation

Nigel Halls, Ph.D., GlaxoSmithKline (retired)

Richard M. Johnson, Abbott Laboratories

Carol M. Lampe, Baxter Healthcare

Corporation

Russell E. Madsen, PDA

Andy Minor, Eli Lilly & Co.

Kenneth Muhvich, Ph.D., Micro-Reliance

Terry Munson, KMI/PAREXEL

International, LLC
Richard N. Prince, Ph.D., Richard Prince
Associates

Leonard W. Mestrandrea, Ph.D., Pfizer, Inc.

Dr. Andreas Sachse, Schering AG

Ian Symonds, GlaxoSmithKline

Martin Van Trieste, Abbott Laboratories

Richard T. Wood, Ph.D., Pfizer, Inc. B

—Russell E. Madsen

Epitor’s Note: The March/April Journal ships late
March. Members should allow 2—-6 weeks for delivery,
depending on your location.



Science & Technology

“Process Analytical Technology (PAT)—
Moving from Inspection to Prevention?”

by Karen Welch, Keith Wickert, and Mark Balboni, KMI/PAREXEL International, LLC

For years the pharmaceutical industry has been
seeking ways to enable cost-effective changes in
pharmaceutical manufacturing processes. It is rec-
ognized that more efficient processing, capable of
delivering higher quality products, is achievable
through enhanced process understanding and ef-
fective process control. This conference provided
a platform to discuss the various elements in the
implementation of Process Analytical Technology
(PAT) strategies in drug development, process vali-
dation, and routine manufac-
turing. It was also an
opportunity to hear from
FDA leadership on their vision
for an integrated drug quality
system. ?

PAT is defined as:

* systems for analysis and
control of manufacturing
processes based on timely
measurements of critical
quality parameters and performance attributes
of raw and in-process materials; and

* processes to assure acceptable end product
quality at the completion of the process.

Dr. Ajaz Hussain, Director of the Division of
Product Quality Research (DPQR) in the Center
for Drug Evaluation and Research (CDER), FDA,
presented the following perceptions of today’s
manufacturing processes 3:

¢ large inefficient batch equipment;

* low utilization (30-40% on average);

¢ capital and labor intensive;

* high inventories and excessive warehouse
space;

* elaborate HVAC and mechanical segregation;

* high transportation and operating costs;

* low product yields;

* excessive amounts of product non-
conformities; and

* long lead-times due to stage and final product
testing.

Janet Woodcock, M.D., Director of the Center
for Drug Evaluation and Research (CDER), FDA,
presented the following issues in drug quality reg-
ulation, from the regulator, industry, and public
perspectives:

* FDA utilizes a resource intensive regulatory sys-
tem. They are involved in expensive and time-
consuming litigation and legal actions, and

need to deal with recalls and shortages of medi-

cally necessary drugs—many of which are due
to manufacturing problems.

“There has been a ...
TrRANSferR of The owner-
ship of manufacTuring
ouality from indusTry TO
the Agency ...”

* The pharmaceutical industry is highly regu-
lated, at a high cost. The consequences of
noncompliance are potentially catastrophic
for the manufacturer. The culture is the an-
tithesis of continuous improvement (inability
to change specs, etc). Process efficiency and
effectiveness are low (high wastage & re-
work) and the level of technology is not cut-
ting-edge.

* The public views the cost of drugs as very

high, which causes hostility

towards the pharmaceutical
industry, and a fear of poli-
cy changes portrayed as
deregulation.

What can one conclude
from this? Woodcock sug-
gested that however well-
meaning regulatory efforts
are, they are not driving in-
dustry to more reliable inno-
vation and investment in the manufacturing
sector. There has been a defacto transfer of the
ownership of manufacturing quality from indus-
try to the Agency—and that it is not a proper role
for regulators.

FDA’s PAT Initiative is designed to help indus-
try and the agency improve their ability to ensure
product quality is ‘built in’ or is ‘by design’—the
true spirit of cGMP. The initiative should be
viewed in combination with “Pharmaceutical cG-
MP’s for the 21st Century: A Risk Based Ap-
proach,”* which is an evolution in FDA’s
approach to overseeing product quality. The driv-
ers for industry are FDA compliance, revenue
and cost pressures, which are consistent with ex-
isting improvement approaches—such as Six Sig-
ma or Lean Manufacturing—which decrease
variation and eliminate waste by increasing
knowledge of products and processes.

One of the barriers to regulated industry in
fully implementing such improvement ap-
proaches is a real or perceived belief that it will

continues on page 14

“ONe of the barriers ... iNn fully implement-
iNnG such improvemenT approaches is A real
or perceived belief Thar it will ‘raise the
bar’ by increased scrutiny from FDA ... and
has resulted in The “Don’'t Use, Don't Tell”
philosophy currently prevalent in indusTry.”
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PAT from page 13

‘raise the bar’ by increased scrutiny from FDA,
create longer inspections, delayed approvals,
etc. This is due to the perception that these ap-
proaches may result in filing changes to existing
registered product specifications, and has result-
ed in the “Don’t Use, Don’t Tell” philosophy cur-
rently prevalent in industry. Even when drug
companies have instituted these process im-
provements, as some have done, their own regu-
latory affairs group may become a barrier to
improvement.

FDA is championing this effort to increase effi-
ciencies and to help with technological opportuni-
ties. To encourage these changes FDA is
considering a research exemption, whereby com-
panies embarking on PAT methodologies will be in-
spected against their already documented,
registered processes, not new data derived from
PAT activities.

Although In/On/At line measurement—for ex-
ample in Blend processing—was one of the early
applications of PAT, FDA sees PAT as an all-encom-
passing improvement strategy which includes mul-
tivariate statistical and pattern recognition
methods, and real time data information manage-
ment systems for process control. Potential bene-
fits of PAT, as described by Erin McCaffery, CSO
New Jersey District Office, are improving quality
and reproducibility, facilitating scale-up and valida-
tion, reducing cycle time, facilitating determina-
tions of assignable cause, and reducing costs and
time to market. These are all the same benefits that
many improvement strategies potentially offer.

FDA sees PAT as more than the use of measure-
ment devices or state-of-the-art instrumentation.
Although measurement is seen as a critical part of
improvement, it will not drive change alone. (For
example measurement is the “M” in the five-step
DMAIC improvement model of Six Sigma: Define,
Measure, Analyze, Improve, Control.) Under-
standing the complete process—from incoming
raw materials to outgoing product—is required
for any improvement to be valuable. Adding a
high-tech measurement system to a non-value
added portion of a process will have limited re-
turn on investment. Therefore, it is important to
comprehensively understand the production pro-
cess itself, including specifications and parame-
ters. It is also important to understand how
changes, adjustments or variability in raw materi-
al quality, operator actions or equipment reliabili-
ty can affect the quality and/or safety of the final
drug product.

“Although mMeasurRemenT is

SeeN As A critical part of

improvemenT, it will Not
drive change alone.”



Currently FDA sees three options for introduc-
ing PAT within a company:

* Use of PAT for currently marketed ‘robust’
products to improve efficiency;

* Use of PAT for currently marketed products
that will benefit from improvement. This will in-
clude a ‘step-wise’ approach — first to improve
quality and then to improve efficiency; and

* Use of PAT for new products in the develop-
ment pipeline. PAT would be utilized throughout
development and scale-up.

FDA is internally implementing the PAT initiative
through teams comprised of ORA (the field),
CDER and CVM members. There is a steering com-
mittee, a policy development team and PAT train-
ing coordinators, as well as inspection teams
comprised of investigators, compliance officers
and reviewers. The ‘take-away’ message is that FDA
is committed to a long-term effort to promote PAT.
As Woodcock stated, “PAT is the way of the
future.” W

1 This report is based on the discussions and presentations at the 38th
Annual AAPS Pharmaceutical Technologies Conference, “The Key for
Achieving New Standards of Development and Manufacturing Excel-
lence and Regulatory Compliance: Process Analytical Technology (PAT),”
held January 26-31, 2003 in Harriman, NY. While every effort is made for
accuracy, readers should refer to the formal conference materials for
complete information.

2 For more information concerning the PAT, see www.fda.gov/cder/OPS/
PAT.htm.

5 Quality by Design: A Challenge to the Pharma Industry”, (CAMP, R.
Scherzer, FDA Science Board Meeting, 4/9/02)

4 For more information on the risk based initiative, visit www.fda.gov/cder/
gmp/index.htm.

PDA Board Member John Shabushnig,
Ph.D., serves on the Process Analytical
Technology (PAT) subcommittee of the
FDA Advisory Committee for Pharma-
ceutical Science. Russ Madsen, PDA
Senior VP for Science and Technology,
serves on the Applications and Bene-
fits Working Group, one of four expert
working groups under the PAT sub-
committee.
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Recent Sci-Tech Discussions

Interpretation of Standard Test Limits
at the Boundary Value and Frequency
of HEPA Filter Testing

The following remarks are taken from an exchange in the Pharmaceutical
Sci-Tech Discussion Group, a PDA-sponsored Online Forum held on the
Internet at www.pda.org. PDA Online Forums are free of charge and open
to the public. They serve as a platform for exchanging practical, and
sometimes theoretical, ideas within the context of some of the most chal-
lenging issues confronting the pharmaceutical industry. If you are not
currently a member of a Discussion Group, we encourage you to visit our
Web site and join.

This month’s posting...

Question 1

In one compendial test, the test conditions for a
PASS include a phrase similar to “within X +/-
10%.” Question: Does “within” infer that values
up to, but not including the boundary value are
PASS conditions, or is the boundary value itself
“within” the PASS range?

Example: PASS condition is 100 +/- 10%. The
boundary limits are 90 and 110. The value 109.9
is within the boundary and is a PASS condition.
But what about 110.0? Does this value satisfy the
criteria for a PASS?

Response 1.1

In the example given, the specification is 100 +/-
10%. Therefore, the acceptable range is 90 to
110%.

If the calculated result is 109.9 against the
above specification, it is reported as 110% and is
a PASS.

If the calculated value is 110.0 against the
above specification, it is reported as 110% and is
a PASS.

If the calculated value is 110.6 against the
above specification, it is reported as 111% and is
a FAIL.

The reporting of data to a number of signifi-
cant figures not detailed in the specification is
meaningless. One should report data to the num-
ber of significant figures required by the specifica-
tion/protocol/Pharmacopoeia, etc.

I believe there is an ISO guide on number-
rounding and truncation.

Response 1.2

The answer is yes. Either 110.0 or 90.0 PASS the
test.

Response 1.3

This is most likely a PASS. Since your condition is

100 without any decimal points, all data is to be
rounded to the significant digits of the specifica-
tion (3). Thus, if you use USP rounding, passing
would be between 89.950 (rounded to 90.0)
through 100.4999 (rounded to 100), inclusive.
However, if your rounding SOP has another inter-
pretation, then you must default to its rules.

Response 1.4

My interpretation is that the boundary conditions
of +/- 10% do lie within the specifications. Howev-
er, although the precision of the limits would seem
to allow even 110.4%, which can be rounded to
110%, this is a dangerous position to take, and I
believe USP recommends not rounding down or
up to a particular limit.

[Editor’s note: USP provides specific examples un-
der General Notices, Significant Figures and Toleranc-
es. For example, if the assay limit is > 98.0% and the
assay result is 97.96%, the rounded result is 98.0%
and the result conforms; if the assay result is 97.92%,
the rounded result is 97.9%, and the result does not
conform. (USP 25, p. 4)]

Response 1.5

It appears that there is still disagreement on the
definition of 100 +/-10%, and I'm a little confused.
If I understand them correctly, one responder
states that the acceptable range is “90 to 110%”;
another indicates that the lower limit is “90.0”
while the upper limit is “110.” Both are trying to
apply the USP criteria (I think). The USP states,
“The observed or calculated values usually will
contain more significant figures than there are in
the stated limit, and an observed or calculated re-
sult is to be rounded off to the number of places
that is in agreement with the limit expression ..
It sounds to me that this statement is ambiguous.

What does “the number of places” mean in the
case of the above specification? The number “100”
uses 3 places. So, one could interpret that to mean
“90.0 to 110%,” and any value less than 100
would contain a digit after the decimal point. Any
value greater than or equal to 100 would be re-
ported with no decimal places.

One could also interpret this to mean the “num-
ber of places after the decimal point.” In this case,
the limits would be “90 to 110,” and all values
would be reported to zero decimal places.

Unfortunately, the USP gives examples but does
not address this question. Can anyone clarify this
for me?

Join this lively online discussion group, where more than 2,000 of your colleagues from around the globe meet and find solutions to complex is-
sues. Access is open to both PDA members and nonmembers, and discussions may be accessed via e-mail or the Web. Visit PDA’'s Web site at

www.pda.org to sign up via the Web or send an e-mail to requests@www?2.pharmweb.net.

PDA Letter 16



Response 1.6

A forum member wrote, “ ... I believe USP recom-
mends not rounding down or up to a particular
limit.”

I am not sure how you arrived at this belief, but
I believe it is incorrect.

From USP 25, p.4:

“The limits expressed in monograph definitions
and tests ... are considered significant to the last
digit shown.”

“Analytical results observed in the laboratory
(or calculated from experimental measurements)
are compared with stated limits to determine
whether there is conformance with compendial as-
say or test requirements. The observed or calculat-
ed values usually will contain more significant
figures than there are in the stated limit, and an
observed or calculated result is to be rounded off
to the number of places that is in agreement with
the limit expression ... ”

Thus, the difference between a requirement of
NMT 110 and NMT 110.0 is whether 110.4 passes
or not.

This understanding of how specifications are to
be applied is consistent with ASTM E29 and histor-
ical practice in the industry.

Response 1.7

Thank you. I am glad to have the opinion of a stat-
istician. My question was a little different than the
original question. I was asking if 100% +/- 10%
meant 90.0% to 110% or 90% to 110% (or some-
thing different) based upon the USP passage. I un-
derstand your point and have no question on
89.6% passing a lower limit of 90%, but not a low-
er limit of 90.0%. My question is “what is the cor-
rect way to express the limit expression?”

Response 1.8

A little earlier on p. 4 of USP 25, it clearly states:
“The limits expressed in monograph definitions
and tests ... are considered significant to the last
digit shown.”
I do not see how you could get 90.0% from
100%-10%. Under the USP definition neither 100%
nor 10% is significant to a tenth of a percent.

Response 1.9

To put it simply in the example specification quoted
100 +/- 10% no decimal point and no places post
decimal point should be quoted, therefore anything
at or above 89.5 = 90 and is OK and anything at or
below 110.4 = 110 and is OK. In these examples,
one must not report those decimal values as they
are not significant, and one cannot use the argu-
ment that as 100 = 3 digits therefore the value be-
low 100 must also equal 3 digits i.e., 90.0 (sic). In
the case quoted the “point zero” are not significant.

Response 1.10

The USP uses the term “number of places” rather
than “significant figures” as a way to indicate how
to round results after the decimal. In your case, the

Recent Sci-Tech Discussions

limits would be 90% to 100%. If your limit was
stated as 100.0 +/-10.0%, then your limit would
be 90.0% to 110.0%. Look at some vendors’ COAs
for some USP materials from a VWR or Fisher cata-
log. You will see this type of rounding.

Response 1.11

The correct way to present the limit based on the
information stated is 90-110 %; it is NOT 90.0—
110. As stated previously the “point zero” is
meaningless in the context of the example given.

Question 2

An outside auditor recommended that we test
HEPA filters twice/year. Practically, we understand
it is sufficient as only once/year. Is there any guid-
ing reference for the testing frequency?

Response 2.1

I don’t like to comment on the opinion of regula-
tors regarding test frequency of anything, be-
cause it typically will vary depending on the
individual that you’re talking to. Recognizing that
investigation of a failed post-use HEPA certifica-
tion must include an assessment of product im-
pact, I believe that the answer largely is one of
how much risk you’re willing to accept. For certi-
fication of critical HEPAs (e.g., those in a laminar
flow unit servicing the filling room), I'd be unwill-
ing to go more than 3 or (at most) 6 months be-
tween certifications. For non-critical applications,
(e.g., terminal HEPAs servicing a class 100,000
environment), something much more liberal
could certainly be justified, maybe 1 or even 2
years, depending on the potential product risk.

Response 2.2

In your maintenance program of the HEPA filters,
you should check more frequently the prefilters
and the HEPA filters with the attention on the dif-
ferential pressure (check the working pressure of
the filter with your supplier) and also and more
important, with the routine test for Filter air flow
and particle counting.

Specific tests for HEPA filter integrity should
be performed once a year, or if one of the previ-
ous checks is out of specifications.

Response 2.3

I think that it’s important to point out that differ-
ential pressure monitoring across HEPA filters is
not (in the applications that I'm aware of) a GMP
concern, so long as you are maintaining your air
balancing parameters (i.e., air exchange and
room delta P) and (if applicable) air velocity. The
reason that you’d care about delta P across your
filter is economic (i.e., you’re paying for the ener-
gy to overcome the pressure drop), so economy
would be the driver for monitoring (actually, a
loaded filter will do a better job of removing par-
ticulate than a new one). M

—compiled by Russell E. Madsen

17

April 2003



INdustry News

Company, Colleague &
Product ANNOUNCEMENTS

PDA Letter

SAS recently announced that Dr. Edward Helton,
Chief Strategist of Regulatory and Biomedical Af-
fairs, was elected to a three-year term on the
Board of Directors for the Clinical Data Inter-
change Standards Consortium (CDISC). The
CDISC mission is to lead the development of glo-
bal, vendor-neutral, platform-independent stan-
dards to improve data quality and accelerate
product development in the pharmaceutical in-
dustry. Helton’s election to the CDISC Board
deepens SAS’ already substantial commitment to
the international standards group. Helton has
more than 20 years of experience in the design
and FDA submission of pharmacokinetic, efficacy
and safety data of recombinant drugs, synthetic
peptides, endogenous products and low molecu-
lar weight lipophilic xenobiotics. For more infor-
mation, contact Bob Chase at SAS Media Relations

at (919) 531-4327 or at bob.chase@sas.com.

Pfizer Inc. announced that it will begin utilizing
an innovative new bar code technology on its
Hospital Unit Dose products in an effort to help
reduce dispensing errors at hospitals and pharma-
cies nationwide. The new bar code system, devel-
oped in accordance with the new Reduced Space
Symbology standards established by the Uniform
Code Council, allows for each Pfizer unit dose of
product to be identified by its national drug code
(NDCQ), expiration date and lot number in both
machine and human readable format. This minia-
turized bar code, applied to product containers at
the time of packaging by Pfizer, utilizes a relatively
small amount of label space and can be read with
conventionally available bar code readers. Al-
though many pharmaceutical manufacturers and
healthcare organizations have supported compre-
hensive bar code labeling, until recently, technical
and financial impediments have prohibited the de-
velopment of a standard system. The FDA is cur-
rently working to develop a rule that will require
all drug manufacturers to place bar codes on ev-
ery individual product. Currently, most medicines
carry the NDC, which identifies the drug by name
and dosage, but this is done voluntarily as the
FDA does not require the NDC on product label-
ing. For more information, contact Francisco Ge-
bauer at (212) 733-5191.
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Vectech Pharmaceutical Consultants, Inc. an-
nounced the formation of a new division—Vect-
ech Integrated Systems—which will provide
compliance software for the regulated medical
products industry. The new division will assure
compliance and provide an integrated suite of
moderately priced applications that address all of
the key regulatory requirements including 21 CFR
Part 11 and CGMP/industry standards. Since 1979,
Vectech Pharmaceutical Consultants, Inc. has
served the pharmaceutical, biotech, and medical
device industries by providing sensible, scientific,
engineered solutions which address the complex
issues facing today’s regulated industries. For
more information, contact Vectech at (248) 478-
5820, at info@vectech.com, or visit
www.vectech.com.

BioReliance Corporation has developed a sensi-
tive assay for the culture and detection of West
Nile Virus (WNV) for inclusion in its viral clear-
ance and cleaning validation studies. This will al-
low clients to confirm directly that the production
processes used for the purification of their prod-
uct will effectively remove, or inactivate WNV. The
new test will also indicate the effectiveness of pro-
cedures utilized in the decontamination and clean-
ing of manufacturing plant and equipment against
WNV. Dr. Allan Darling, Vice President of US Bio-
logics Testing at BioReliance said, “The launch of
this assay highlights our continued commitment to
the biopharmaceutical industry to provide state-
of-the-art testing services to ensure the safety of
Biological products.” For more information, visit
www.bioreliance.com.

Cambrex Corporation now has a fully-functional,
e-commerce software solution for their LumiTech
and Celisa™ brand cell-based bioassays, BioWhit-
taker, Poietics™ and Cionetics™ brand cells, media,
and growth factors, DNA and protein electro-
phoresis and separation products plus the com-
plete product line of endotoxin detection kits,
reagents, software and equipment. Visit
www.cambrex.com for a full suite of commerce
capabilities. M

—compiled by Josephb G. Bury

Send announcements
on personnel changes
and new products . . .

... to Joe Bury via e-
mail at bu da.org or
mail a hard copy to PDA
headquarters in
Bethesda, MD.




PDA Offers Training in Japan for

MeeTing News

ICH Q7A Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients
Komaba Eminence Hall, Oohashi 2-19-5,

Meguro-ku, Tokyo, Japan
May 12-14, 2003

PDA and the PDA Japan Chapter will offer a train-
ing workshop on Q7A Guidance this May in Tokyo,
Japan. The training workshop was developed in
collaboration with the Pharmaceutical Research
and Manufacturers of America (PhRMA), the Ge-
neric Pharmaceutical Association (GPhA), the Eu-
ropean Agency for the Evaluation of Medicinal
Products (EMEA), the UK Medicines Control Agen-
cy (MCA), the US Food and Drug Administration
(FDA), Pharmaceutical Inspection Convention/Co-
operation Scheme (PIC/S), European Chemical In-
dustry Council (CEFIC), European Federation of
Pharmaceutical Industries and Associations (EF-
PIA), Irish Pharmaceutical and Chemical Manufac-
turers Federation (IPCMF), and International
Generic Pharmaceutical Alliance (IGPA).

The International Conference on Harmoniza-
tion (ICH) Q7A Document, the first GMP guidance
jointly developed between regulators and industry,
is intended for use worldwide. It impacts any man-
ufacturer who manufactures in, or intends to sup-
ply into, the ICH regions (US, Europe, and Japan).

This three-day workshop will provide training
of regulatory personnel alongside industry partici-
pants. The faculty is comprised of both regulators
and industry representatives who served as mem-
bers of the ICH Expert Working Group that devel-
oped the document. Substantial time has been
allotted for question and answer sessions.

Highlights
¢ This Q7A Training is being conducted by mem-
bers of the Expert Working Group that devel-
oped the guidance; and
* The joint industry/regulatory/faculty participa-
tion will facilitate a mutual exchange of discus-
sion issues on the Q7A document.
Training will be presented by members of the
ICH Q7A Expert Working Group, including:
Betsy Fritschel, Johnson & Johnson;
Max Lazar, F. Hoffman La-Roche, retired;
Thomas L. Cupps, Procter & Gamble;
Lothar Hartmann, F. Hoffman La-Roche;
Alan Duff, Australian Therapeutic Goods
Administration;
Gordon Munro, UK Medicines Health and
Research Administration; and
Edwin Rivera, CDER, FDA, (via video and live
audio).

The Q7A Guidance Document can be found
on the following Web sites:
* http://www.fda.gov/cder/guidance/index.htm;
* http://www.emea.eu.int/pdfs/human/ich/
410600en.pdf; and

e www.ifpma.org/ich5q.html#gmp.
Who Should Attend?

This document covers all aspects of the manufac-

turing, controlling, and regulating of APIs. The

following professionals will benefit from this

training:

¢ Auditors of API Manufacturing Operations;

* Agents, Brokers, Traders, Distributors, Re-
packers and Relabellers of APIs;

* GMP Compliance Officials;

¢ Process Engineers;

* Production Engineers;

¢ Regulatory Investigators and Compliance Of-
ficers;

* Reviewing Chemists;

* Quality Assurance/Quality Control and Regula-
tory Affairs Professionals; and

¢ Consultants to the Pharmaceutical Industry.

Learning Objectives

* Understand the intent of the Expert Working
Group that developed the Q7A Guidance
Document;

* Minimize variation in interpretation among in-
dustry and regulatory bodies worldwide;

* Address how the concepts of the Q7A guid-
ance should be applied;

* Understand inspectional issues through side-
by-side training of industry and regulators;
and

¢ Understand how to interpret all 19 chapters
of Q7A guidance, including special sections on
APIs manufactured by cell culture/fermenta-
tion, and APIs for use in clinical trials.

The training will be conducted in English and
will be translated into Japanese.
To register, visit PDA’s Web site at www.pda.org. ll
—Leslie Zeck
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MeeTing News

PDA Letter

Puerto Rico Conference on Current
Issues in Pharmaceutical Manufacturing

San Juan, Puerto Rico: May 19-20

PDA is delighted to bring you our Puerto Rico
Conference on Current Issues in Pharmaceuti-
cal Manufacturing. As the industry presents new
challenges each day, it is our continuous commit-
ment to address the most timely, content-rich and
relevant business issues for optimum solutions to
the pharmaceutical industry around the world.

Join your colleagues in San Juan and ensure
that you remain at the forefront of your respec-
tive field.

Here are just a few of the notable speakers that
PDA has confirmed for Puerto Rico:

Emerging Rapid Microbial Methods
Technologies: Bryan S. Riley, Ph.D., is a micro-
biology reviewer in the Office of Pharmaceutical
Science (OPS) in the Center for Drug Evaluation
and Research (CDER) at FDA. In addition to re-
viewing NDAs and INDs, he is also involved in oth-
er scientific and regulatory issues. These issues
include the use of rapid microbiology methods
for pharmaceuticals, microbial standards and
methods for inhalation drug products, and pro-
viding guidance for industry about product quali-
ty microbiology. Riley received his B.S. and M.S.
degrees in microbiology from Texas Tech Universi-
ty, and his Ph.D. in microbiology from the Univer-
sity of North Texas (1989). He was a
post-doctoral fellow at the University of Texas
Southwestern Medical Center at Dallas and prior
to coming to FDA he directed a molecular diag-
nostic microbiology laboratory.

Prepare Yourself for FDA's System Based
Inspections: Eric Weilage currently works as a
Senior Compliance Consultant for KMI/PAREXEL
International, LLC, a division of Parexel Interna-
tional. Prior to joining KMI, Weilage worked for 11
years as an FDA Investigator, Drug Specialist, and
Pre-Approval Inspection Manager in FDA’s Atlanta
District. He served on two of FDA's National
Course Advisory Groups: Basic Drug School and
Pre-Approval Training for Investigators.

Part 11 Compliance: FDA

Expectations: Sean W Hilscher is a Compli-
ance Consultant with KMI/PAREXEL International,
LLC. He joined KMI/PAREXEL in 1998. Mr.
Hilscher brings eight years of experience with the
FDA. Prior to joining KMI/PAREXEL, he was an In-
vestigator (Automated Systems Specialist) in the
Atlanta District. He was the Lead Auditor for Qual-
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ity and Good Manufacturing Practice (cGMP) Au-
dits of regulated firms, specializing in the medical
device and biologics industries. Mr. Hilscher per-
formed inspections of medical devices and in vitro
diagnostic test kit manufacturers. He also per-
formed inspections of drug and biologics manu-
facturers, identifying deficiencies and proposing
corrective actions. Mr. Hilscher had been a mem-
ber of FDA's Foreign Inspection Cadre since 1993.
Mr. Hilscher received his B.S. in Microbiology from
the University of Georgia located in Athens. Mr.
Hilscher is a member of the Institute of Electrical
and Electronic Engineers.

Increasing Compliance with

Technology: Herbert (Skip) R. Garrison is em-
ployed at Answerthink, Inc. in the SAP Business Ap-
plications group. At Answerthink, Skip is focused
on developing and implementing enterprise solu-
tions within the FDA regulated Life Sciences and
Medical Device industry. His particular focus is on
business development, pre-sales support, formula-
tion of conceptual solutions and implementation
visions, and delivering quality assurance for
mySAP.com R/3 projects. Functional focus in-
cludes: Document Management, R&D Administra-
tion, Financial Management, Quality Management,
cGMP Regulated Manufacturing, and Logistics.
Skip is a regular industry speaker on topics such as
21 CFR Part 11 and Computer Validation.

Find complete program content at
www.pda.org.

HoTEL RESERVATIONS:

Inter-Continental

5961 Isla Verde Avenue

San Juan, Puerto Rico 00979
Tel: +1 787 791 6100, ext. 53
(800) 443-2009

Single rate: $149 plus tax
For questions contact Lisa Wade,

(301) 656-5900, ext. 119 or wade@pda.org. W
—Lisa Wade



. sartorius

=
B:'r'n
s W F
a = 5
rﬂg'lj
o ™
= W o
~ ) o
0 o
-

o

Discover
Sartorius Bioprocessing

ACHEVIN 2003
Frankfurt am Main - 19.-24. May 2003

There's always a place
for intelligent products




MeeTing News

For Exhibitor Information,
contact Nahid Kiani at
(301) 656-5900 ext.
128 or at

kiani@pda.org.

PDA/FDA Exhibitors

PDA Letter

Company
BD Diagnostic Systems .......cccccevvvvrieeiineiiennnne
bioMerieux
Bioscience International, Inc

2003 PDA/FDA Joint Regulatory Conference, Courses and

Tabletop Exhibits

Lester Crawford, Ph.D., DVM, Deputy
Director, FDA, and Gerry Migliaccio,
Vice President, Pfizer, Inc., Have
Confirmed Their Appearance

“Navigating Current GMPs: Catch the Compliance Wave”

Conference: September 8-10 °

Courses: September 11-12 -

Tabletop Exhibits: September 8-9

Omni Shoreham Hotel, Washington, D.C.

An impressive listing of industry and regulatory
presenters is being finalized for the 2003 joint
regulatory conference. Watch www.pda.org for an
updated agenda and information on interactive
sessions, breakfast forums and luncheon discus-
sions.

Who Should Attend?

Individuals involved in pharmaceutical, biopharma-
ceutical product development, regulatory approv-
al, production and quality assurance—including
those associated with drug product manufacture,
service providers, contract services and US and
international regulatory authorities will benefit
from participation in this important conference.
Session discussion topics will include:
* Navigating Legal Waters & Compliance
Currents;

Carlisle Life SCIENCES ....cccvvevvvevirireieieciiiieeeee e 34
Charles River Laboratories,

Biopharmaceutical Services ........cccocevvriiunenn. 26
Charles River Laboratories,

Endotoxin Testing Products .......ccccccccvveeennne 25
FOSS NIRSYSteEMS ...coviiiieiiieeciee e 32
Genesis Machinery Products ........ccccccevviiennnne 28
INTELITEC CORPORATION .....oooiiiiiiieriee e 5

PML Microbiologicals ........ccccceveiiiiiiinieieieeieeciiiiens 4
ProPack Data Corporation..........cccceeceeeeieeeenneen. 33
RCM Technologies, Inc. .... .27
Veltek Associates, INC. .....ccvvreiieiiiieeiieeeeeene 29
Veriteq INnStruments .........ccccoeeceeeiiieeniiee e 35
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* Riding the Changing Compliance Tides;

* Hot Regulatory Issues: Drug Device
Combinations;

* Biopharmaceutical Process Validation Issues;

¢ Laboratory Issues/Case Studies;

* Inspection Trends in the USA and Europe;

* Role of the Quality Unit/Building Quality
Culture, its Evolution and Where is it Going?

¢ HACCP, ISO Implementation;

* Dispute Resolution;

* Outsourcing and the Quality Agreement;

* Global Supply Chain: Strategic Management;

¢ Corrective Action/Preventive Action,;

* Aseptic Processing Issues;

* Using Process Analytical Technologies; and

* Engineering and Facilities Issues.
The goals for the conference are to:

* Discuss emerging and dynamic perspectives
and interpretations of CGMPs;

* Identify today’s global industry trends with
case studies and real life examples;

* Describe how to anticipate continuous looming
new trends; and

* Identify new technologies their applications.

Please note that this conference sells out each
year. Check PDA’'s Web site at www.pda.org for de-
tails on guaranteeing your participation in this
popular and important regulatory conference. M

—lLeslie Zeck

PDA-TRI Lecture Courses:

September 11

Biopharmaceutical 84/0C for Senior Management
A Risk Based Approach to CGMPS

September 11-12

Cleanroom Management

CGMP & Compliance

Preparing for an FOA Pre-Approval Inspection
September 12

Failures/Deviations and Change Control



2003 PDA Annual
Meeting, Courses
and Exhibition

November 10-14 * Atlanta Hilton Hotel

Don’t get lost in the crowd. There is always a seat at N o B S E or T S E S

the PDA Annual Meeting! Join PDA in Atlanta in No-
and no GMOs...

vember. PDA meetings facilitate networking. Speakers
are approachable. Your questions will be answered!

Be there!

The PDA Annual Meeting will offer participants
opportunities to participate in a variety of multi-
tracked scientific and technical sessions, educa-
tional courses and an interactive exhibition.

Representatives from the FDA have been invited
to discuss the new GMP Initiative and to discuss
the first steps of its broad initiative to improve reg-
ulation of pharmaceutical manufacturing. A high-
light of the conference includes a session focusing
on key compliance issues. Whatever your role in
your company, you won’t want to miss presenta-
tions on such key topics as:

* Compliance Leadership;
* Creating a Corporate Compliance Policy;
* Corporate Compliance Responsibility and

Training;

* Quality Compliance; and
* GMP Enhancements.

...but plenty
of peas.

Interest Group and Task Force meetings will
provide opportunities to discuss key issues in
pharmaceutical manufacturing in an open forum
atmosphere on such topics as:

* Lyophilization;

® Vaccines;

* Biotechnology;

* Filtration; TRUST OXOID TO DEVELOP
* Sterilization/Aseptic Processing; ANIMAL FREE PEPTONES

* Microbiology/Environmental Monitoring;

* Visual Inspection of Parenterals; In the pharmaceutical industry, where the focus is on
¢ Contract Manufacturing; health improvement, BSE and other Transmissible
* Solid Dosage Forms; Spongiform Encephalopathies are a cause for great
* Stability;

: . concern. But now you can ensure your processes are
* Inspection Trends/Regulatory Affairs;

* Pharmaceutical Water;
* Training; and

* Cold Chain Management. from pea flour, Oxoid Veggietones are also certified as
free from genetically-modified organisms, giving you

free from such threats by using Oxoid Veggietones - a
new range of meat-free growth media. Manufactured

See you in November in Atlanta! B
—Leslie Zeck complete peace of mind. To find out more, email

val.kane@oxoid.com.
PDA-TRI Lecture Courses:

November 13
Designing, Monitoring & Validation of Pharmaceutical

Manufacturing Ventilation Systems
Auditing Technigues for CGMP Compliance
November 13-14

Basic Concepts in Cleaning and Cleaning Validation
Computer-Related Systems Validation “EGGIET““ Es
A Practical Approach to Aseptic Processing and Contamination

Contral Oxoid Ltd,Wade Road, Basingstoke, Hants, RG24 8PW, UK
November 14 Tel: +44 (0)1256 841144 Fax: +44 (0)1256 329728
Managing in a GMP Environment Email: val.kane@oxoid.com www.oxoid.com

Change Control & Documentation

23 April 2003
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Complete Cleanroom E\N Cleanroom Ehampion:
Contamination Control. “ The APC Portable.

Monitoring air quality is the first step Now you can put another powerful Cleanroom
to complete contamination control. Champion to work for you: The battery-
Biotest designs and manufactures a powered, lightweight APC Portable Model
distinctive line of environmental monitoring P3610. With 0.3 um sensitivity it measures
products including RCS microbial air six particle sizes simultaneously and features
samplers, APC airborne particle counters, a backlit LCD touchscreen keypad for easy

Touchscreen keypad allows

and contact slides for surface monitoring. dlrect access to all settings. readout and programming.
All relevant sample information
5 on screen at all tmes. Find more information and how to set up

a trial evaluation at www.APCportable.com

Biotest Diagnostics Corporation
66 Ford Road, Suite 220

Denville, New Jersey 07834

Tel. 800.522.0090, Fax 973.625.9454 Bi Ot e St

www. BiotestUSA.com Count on Biotest



Singapore Congress from cover

* Tsuyoshi Tanimoto, National Institute of
Health, Japan.

Critical issues in pharmaceutical industry man-
ufacturing will be discussed, with case study pre-
sentations from industry experts. A variety of
educational courses will provide additional oppor-
tunities for unprecedented worldwide education,
training, and applied research in pharmaceutical
sciences and associated technologies. An interac-
tive exhibition will feature the latest advances in
technology and services in the industry.

What Value Will This Conference
Add to You and Your Job?

All individuals engaged in manufacturing, produc-
tion, quality assurance/quality control, engineer-
ing and maintenance operations, facility design,
product and process development, scale up, vali-
dation, compliance and regulatory affairs, and re-
search and development, will interact with
industry colleagues and regulators to discuss new
technologies, effective strategies, and regulatory
compliance issues.

Also, take advantage of this unique opportunity
to learn from the key leaders and members of the
ICH Expert Working Group on the Q7A Guidance
on how to comply with this internationally harmo-
nized guidance.

MeeTing News

The cost for this conference is set specifically to
permit several people from one company to hene-
fit from these cutting-edge presentations and
networking opportunities.

Conference discussion topics include:

¢ FDA Systems Based Inspections;
* Regulatory Procedure in the EU;
* Biotechnology Issues;

¢ Outsourcing;

¢ Aseptic Processing Issues;

¢ ICH Issues;

* Pharmacopeial Issues; and

* Process Analytical Technologies.

Don’t miss the opportunity to display your
company’s products and services in a tabletop
exhibit. Please contact Nahid Kiani at (301) 656-
5900 or kiani@pda.org for details.

Also, just prior to the Congress, on May 5-7,
PDA-TRI will be offering four lecture courses cov-
ering such topics as aseptic processing, contami-
nation control, cleaning validation, APIs, and
pharmaceutical water. See the PDA calendar this
issue or visit www.pda.org/PDF/03singapore-
Bro.pdf for more information.

Registration and hotel information is now
available on the PDA Web site, www.pda.org. M

—Leslie Zeck

Commercial Off-The-Shelf Software
Validation for 21 CFR Part 11

David Netleton and Janet Gough

Validation clearly is a requirement for regulatory compli-
ance. Every indication is that the regulations will focus
more and more on electronic generation of data, data con-
trol, and data transfer. The goal of this book is to provide
guidance for validating commercial, off-the-shelf (COTS)
computer software that generates data or controls infor-
mation about products and processes subject to binding
regulations. Drawing upon the authors’ extensive 21 CFR
Part 11 experience, this book offers a systematic approach
to validation, from the determination to validate COTS
computer software to assessing the outcome of the pro-
cess. It also tells what measures companies must take to
ensure that systems remain compliant with the binding

regulations. It is designed to help readers save count-
less hours and dollars in pursuit of compliance.

Making the transition from manual record keeping to
the electronic, paperless arena is not effortless. This book
provides the practical information needed to ensure un-
derstanding of the FDA issued guidance as they devel-
op systems that will enable them to go partially or fully
electronic. Intrinsic in the FDA guidance is that electron-
ic systems that control the research, development, man-
ufacturing, packaging, and distribution of products
undergo validation and here is the information you need
to proceed with confidence.

Hardcover; 130 pages $229.00

To order, use the form on page 38
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Call for Speakers and Volunteers

Are you interested in speaking at a PDA event or volunteering

to serve on a Program Planning Committee?

PDA is currently accepting speaker abstracts for the 2004 International Con-
gress in Basel and the 2004 PDA WEEK (in 2004, PDA Spring and Annual Meet-

ings will become PDA WEEK—March 8-12, 2004). If you
wish to be a volunteer speaker, please submit an ab-
stract and your biography by the appropriate deadline
to PDA in accordance with the instructions found on
the homepage of PDA's Web site, www.pda.org. The
Program Planning Committees will review the submis-
sions and submitters will be notified in writing by PDA.
If you would like to serve on a committee, please

Basel Congress
February 16-18, 2004

PDA Week—
Orlando, Florida
March 8-12, 2004

send your biography, full contact details and areas of expertise and interest to

Andrea Agalloco at agalloco@pda.org.

End the destruction.

Lighthouse Instruments'
Approach

—
—%— Their Approach

f \Cpressure™>
<—Comgen>
Chtorsturs ™

Until now, you had no choice. Now you do, with advanced headspace analysis technology only from Lighthouse
Instruments. Imagine being able to measure pressure, oxygen or moisture levels in seconds without destroying
your samples. Join some of the world's largest pharmaceutical and biotechnology companies and discover the
benefits of Lighthouse Instruments' technology. Headspace analysis has never been faster, easier or less wasteful!

Fast. Accurate. Nondesiructive.

Call us today.
[

LIGHTHOUSE

instruments

2030 Avon Court « Charlottesville, Virginia 22902 - (434) 293-3081 ext. 235 - Fax (434) 293-7773
headspace@lighthouseinstruments.com - www.lighthouseinstruments.com
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Prague 2007%

Prague 2003

Neal Koller, PDA President, Zdenka Mrvova, Leciva, Inc. and Gautam
Maitra, Director, PDA Europe at the 2003 International Congress in
Prague.

Anders Vinther, CMC Biopharmaceuticals A/S, Denmark,
provides a briefing to New Members at the 2003
International Congress in Prague, Czech Republic

in February.

Emer Cooke, EMEA, Stephanie Gray, GlaxoSmithKline, Trevor Deeks, Fluor, Inc.,
Chair, Program Planning Committee, and Milan Smid, State Institute for Drug Con-
trol, Czech Republic, serve as panelists for the opening plenary session in Prague.

Thanks to Our Exhibitors

PDA thanks the following companies for their support and for contributing to a successful program!

Adams Healthcare Pall Life Sciences
Biolog Inc. PDA
Chemunex S.A. Sartorius AG
Commonwealth of Puerto Rico Shield Medicare Ltd.
CTP Technologie Di Processo SRL Steris
Integrated Biosystems West Pharmaceutical Services
Millipore
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Chapter News

FDA and EU Health Authorities
On-Site to Answer Questions

Sterile Manufacturing Practices in the Third Millennium:
A Regulatory and Industry Perspective

Milan, June 23-25, 2003
by Volker Eck, Pbh.D., Pharmacia

Manufacturing sterile products has followed an
organic and evolutionary development over a rel-
atively long period of time. Only lately, new con-
cepts have been introduced, that bear the
potential to induce a revolutionary change of
what was previously considered well-established.
Indicators of those are the new Concept Paper on
Aseptic Manufacturing, issued by FDA in Septem-
ber 2002, the search for new and more rapid mi-
crobiological methods and their insertion into the
frame of Process Analytical Techniques, promoted
by FDA in late 2002.

The whole puzzle fits, considering the move by
FDA to change the approach of evaluating adher-
ence to CGMP from following line-by-line and
word-by-word what has been laid out in guide-

Upcoming Chapter Events

May 22, 2003

June 6, 2003

Location TBA

UK & Ireland Chapter Meeting
Directive 2001//20/EC and Annex 13
Britannia International, Canary Wharf, London, UK

PDA Southeast Chapter Golf Outing

June 23-27, 2003

PDA Italy Chapter Presents

Sterile Manufacturing Practices in the Third
Millennium: A Regulatory and Industry Perspective
Melia Milano Hotel, Milan, ITALY

Conference: June 23-25

Course: June 25-27

September 3, 2003

UK & Ireland Chapter Meeting

Training Strategies

Royal Pharmaceutical Society, UK

September 24-25, 2003

UK & Ireland Chapter Meeting

What to Do When Things Go Wrong

Britannia International, Canary Wharf, London, UK

MAY

JUNE

SEPTEMBER
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lines to a conceptual hazard or risk assessment
and defining rigid controls on a scientific basis
from there. After all, the intent is to achieve a built-
in quality, not only a tested one. This movement is
very much mirrored by similar initiatives of indi-
vidual health authorities in Europe and gives rise
to the sensation of something substantial that is
going to change.

In order to more clearly see the impact on
these activities—that if viewed isolated may not be
well understood—the PDA Italy Chapter is organiz-
ing a conference on Sterile Manufacturing Practic-
es on the rise of the third millennium. The
conference aims at giving a comprehensive over-
view of what it takes to come to a sterile product,
following the process from starting materials to
the final packaged good that goes out. It will give a
holistic picture of the interactions, often not seen
and taken into account, which may interfere when
it comes to risk assessments and failure investiga-
tions of any kind. It is by design focused on practi-
cal, day-to-day problems and new approaches to
resolve them.

The conference, therefore, will be of major ad-
vantage to professionals in development and pro-
duction areas, who deal with pharmaceutical and
analytical issues. It also will address many ques-
tions and problems for who is dealing with manu-
facturing sterile products from a Quality
Assurance perspective. For those dealing with sub-
missions for registration, addressing the concepts
of risk and hazard assessment and learning to de-
lineate the consequences in designing premises,
processes and controls and their respective regu-
latory documentation will be beneficial. Senior
FDA and European health authorities will be speak-
ing. There will be the possibility to discuss with
representatives from health authorities about
what comes next and how to accommodate these
emerging requirements. The conference will be
conducted in English, with simultaneous transla-
tion to Italian for those who desire it.

Don’t hesitate. Register now for this important
venue!

Details can be found on the PDA Web site,

www.pda.org.



PDA-TRI News

PDA-TRI Director’s Message

As this month’s issue goes to press [ want to up-
date our membership on PDA-TRI activities that oc-
curred in January and February. First, our thanks
to Bonfiglioli Pharma for their donation of a state-
of-the-art vial leak-testing unit. The unit is capable
of rapidly detecting leaks in a vial’s container clo-
sure system. I also want to acknowledge the ef-
forts of Dale Seiberling for
organizing a coalition of 11
groups for the production
and donation of a mini-CIP
skid to PDA-TRI. The unit
has been successfully used
in the PDA-TRI lab course
on Cleaning Validation.

Occasionally, PDA-TRI
has the opportunity to contribute to the local
community. On January 22nd, PDA-TRI hosted a
brief facility tour for the SEEK Home School, a lo-
cal home schooling group. Students of all ages and
their parents learned how drugs were manufac-
tured and tested. David Matsuhiro, one of the fac-
ulty in the Aseptic Processing course happened to
be on-site preparing for the upcoming Aseptic Pro-
cessing course. Without a second thought, David
joined in the educational experience of these
young students with microbiology demonstrations
using agar touch-plate finger sampling of each of
the students. Several days later the students
learned a lesson about “germs” (i.e., bacteria) and
the importance of hand washing when they re-
ceived photos of their own touch plates (taken by
PDA-TRI staff). Some of the growth on the media
plates was impressive! The group also received an
interactive demonstration of the vial filling process
using the National Instruments filling line on loan
to PDA-TRI. Assisted by PDA-TRI lab education co-
ordinator Juner Torres, David engaged several of
the students in the process by having them load vi-
als, stoppers and overseals into the equipment.
Students, parents, faculty, and staff all contributed
to a unique, and most satisfying educational expe-
rience at PDA-TRI.

SNOW! A lot of it, descended upon PDA-TRI’s
home area of Baltimore this winter. While it ended
the region’s recent drought condition, it contribut-
ed much anxiety to our faculty, students, and staff.
For example, the Mycology Identification course—
interrupted by a December snowstorm—was com-
pleted in January. PDA-TRI faculty member John
Brecker arrived the day before the “make-up” date
in January during—you guessed it—yet another

Our faculty does nort simply
teach for PDA-TRI, they
ARE AN INTEGRAL paArRT of
PDA-TRI.

snowstorm. Through his perseverance, and with
a bit of luck, the course was held as scheduled
the following day.

In February, President’s Day weekend arrived
along with 27 inches of snow in our area; the sec-
ond greatest snowfall on record in Baltimore. Air-
ports were shut down and roads were hazardous
or impassable. And, of
course, there was a PDA-
TRI lab course (Cleaning
Validation) scheduled to
begin in two days. Please,
pass me a pint of Mylanta
and a dozen Prilosec cap-
sules! Quick thinking, de-
termination, airport and
Amtrak efforts provided the means for the facul-
ty and attendees and staff to arrive for the
(slightly delayed) start of the course.

Facility tours and snowstorms make for inter-
esting stories. There is, however, a more impor-
tant point that I want to make: that PDA-TRI is
blessed with an outstanding faculty. These skilled
and knowledgeable men and women not only
provide the highest level of training to you, our
membership, but they demonstrate their commit-
ment, desire, and love of PDA through their pro-
fessionalism and willingness to assist in areas
outside of their normal teaching duties. More
than once I have witnessed them “going the extra
mile” for their students, covering a course seg-
ment when a colleague was unable to attend, and
even performing “emergency” repair and mainte-
nance on PDA-TRI equipment. Our faculty does
not simply teach for PDA-TRI, they are an integral
part of PDA-TRI. All too often they receive little or
no acknowledgement. As the head of PDA-TRI, I
hope to reverse that trend.

To all of our dedicated and extremely hard
working faculty I say, “Thank You!” We, the staff
of PDA and PDA-TRI, and the membership, truly
appreciate your efforts. H

—Robert Mello, Ph.D.

PDA-TRI faculty member David Matsuhiro (far left) and PDA-TRI staff-
er Juner Torres (in cleanroom attire) present a microbiology demon-
stration to students and parents of the SEEK home schooling group.

29 April 2003



PDA-TRI News

Italian Inspectorate Course from cover

from the Instituto Superiore di Sanita (all with
pharmaceutical and biologics/biotech back-
grounds) attended the first module, which includ-
ed lectures and two case study discussions dealing
with “real life” situations and regulatory solutions.

Module One was taught by Dr. Joerg Neuhaus of
the German Federal Inspectorate, Cologne and
James Lyda, KMI-Parexel Europe, Basel. The in-
structors focused on general GMP principles, ba-
sics of inspection techniques and approach, and
the content of Annexes 6, 13 and 18 of the EU GMP
Guide. Dr. Carmen M. Wagner, Course Director and
President of Strategic Compliance International,
Inc., facilitated the module and moderated one of
the case study discussions. The course delivery was
in English.

Special credit for making the project successful
goes to Dr. Carlo Pini, Instituto Superiore di Sanita,
Rome, who has worked long and hard with Dr.
Wagner and her team to design the course objec-
tives and goals. The project is the culmination of ef-

One of the students, Isabella Marta,
presents a lively case study.

Dr. Joerg Neuhaus, German Health
Authorities during his presentation.
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forts by PDA Italy Chapter leaders Antonino Gian-
netto, SIFI and Vincenzo Baselli, Pall Italia, both of
the Italy PDA Chapter, to further enhance PDA’s
growth and effectiveness in Italy and Europe. The
PDA effort was lead by the US PDA Headquarters
with support from the PDA Europe Office, lead by
Gautam Maitra as well as Giannetto and Baselli
from the PDA Italy Chapter.

The course will continue in April, with a module
on Quality Systems taught by Dr. Joerg Neuhaus
and Dr. Oliver Schlaefli, Head of Quality at Novar-
tis Pharma, Basel and a former Swiss Inspector. Dr.
Schlaefli is also an Associate Professor for Pharma-
ceutical Technology at the University of Tromso,
Norway. Additional modules on Advanced Topics,
Dosage Forms, Laboratory Issues and Field Opera-
tions will be delivered before the end of December
2003.

PDA is honored to be the international organi-
zation selected to design and direct the course.
Watch the PDA Letter for future updates. l

Jim Lyda, KMI/PAREXEL International,
LLC (standing); and Joerg Neuhaus,
German Health Authorities.

L-R: Italian Inspectorate Dr. Carlo Pini (his associate to
his right); Dr. Carmen Wagner, Strategic Compliance
International, Inc.; Joerg Neuhaus, German Health
Authorities; Gautam Maitra, PDA Europe.



PDA-TRI News

Upcoming Course Series

PDA-TRI Baltimore Course Series
Wyndham Inner Harbor, Baltimore, MD

May 14-16, 2003

PDA-TRI Lecture Courses:

May 14

Environmental Monitoring in Pharmaceutical Manufacturing

Introduction to Writing and Auditing C6MP Documentation

Annual Product Reviews: How to Comply with FDA & ICH
Requirements

May 14-15

Fundamentals of Tableting for Pharmaceutical Scientists

May 14-16

GMP Training Manager Workshap

May 15

Improving Sterile Drug Submissions to the FDA

Beyond the GMP/ISO Basics—Practical Strategies for Fveryday
Compliance

May 15-16

Pharmaceutical Water Systems: A Practical Approach

May 16

1.4 Attribute Inspection Sampling in a CGMP Environment

Maximizing SOPS-An Untapped Resource of Training
Solutions

Analytical Problem Solving for CAPA Systems

PDA-TRI Toronto Course Series

Westin Harbour Castle, Toronto, CANADA
June 23-25, 2003

PDA-TRI Lecture Courses:

June 23

Failures/Deviations and Change Control

Achieving CGMP Compliance during Development of a
Biotechnology Product

June 23-24

Basic Concepts in Cleaning and Cleaning Validation

Active Pharmaceutical Ingredients: Manufacture &
Validation

CGMP & Compliance

June 23-25

Tablet Formulation

June 24

71.4 Attribute Inspection Sampling in a CGMP Environment

June 24-25

Knowledge & Skills of the Successful QA/0C Manager in
the Pharmaceutical Industry

June 25

Assay Validation

Designing, Monitoring and Validation of Pharmaceutical
Manufacturing Ventilation Systems

Radiation Dosimetry & Calibration

Upcoming PDA-TRI Laboratory Education Courses

SOLD /0UT
SOLD; OUT

SOLD OUT

CGMP Trainer’s Qualification
Program August 11-15, 2003; Octo-
ber 20-24, 2003

Cleaning Validation—Lab May 19-21,
2003; October 13-15, 2003; $3,000
members/$3,195 nonmembers;
Faculty: Jon Voss and Bob O’Brien

Compliance Auditing of Cleanrooms
and Controlled Environments August
14-15, 2003

Ensuring Measurement Integrity in Courses listed in
the Validation of Thermal Process- alphabetical order
es—Lab April 28-29, 2003; Novem-
ber 6-7, 2003; $2,000 members/$2,195
nonmembers;

Faculty: Goran Bringert

Environmental Mycology Identification
Workshop May 15-16, 2003; Octo-
ber 2-3, 2003; December 4-5, 2003;
$2,000 members/$2,195 nonmembers;
Faculty: John Brecker

Fundamentals of D, F, and Z Value
Analysis August 21-22, 2003; $2,000
members/$2,195 nonmembers;
Faculty: John Shirtz l

These courses will be held at PDA-TRI in Baltimore, MD unless
otherwise noted.

For course content information, call PDA-TRI directly at
(410) 455-5800.

For registration information, call PDA headquarters in Bethesda,
MD at (301) 656-5900.
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PDA-TRI News

PDA-TRI Location/Lodging Information

Unless otherwise noted, PDA Institute courses are held at: PDA Training and Research Institute,
1450 South Rolling Road, Baltimore, MD 21227, Tel: (410) 455-5800; Fax: (410) 455-5802.

PDA has not secured any specific room blocks for
participants attending courses at the Training and
Research Institute. There are several hotels in the In-
ner Harbor (downtown Baltimore) and BWI airport
areas. These include, but are not limited to:
Baltimore Hilton & Towers Inner Harbor

(410) 539-8400

(410) 625-1060 - fax
Courtyard by Marriott-BWI

(410) 859-8855

(410) 859-5068 — fax
Baltimore Marriott Inner Harbor

(410) 962-0202

(410) 625-7892 - fax
Embassy Suites BWI

(410) 850-0747

(410) 850-0816 — fax

For additional hotel information, please visit ww.baltconvstr.com, the

Baltimore Convention and Visitors Bureau’s Web site.

Transportation to PDA-TRI: All listed hotels are no more than a 15-20
minute taxi ride to the Training and Research Institute. All hotels can
assist you with taxi arrangements. Registrants may prefer to rent a car

Homewood Suites BWI*
(410) 684-6100
(410) 684-6810 — fax

Holiday Inn Inner Harbor **
(Special Rates for our course Attendees)
(410) 685-3500
(410) 727-6169 - fax

Hyatt Regency Baltimore Inner Harbor
(410) 528-1234
(410) 605-2870 - fax
Sheraton International Hotel BWI
(410) 859-3300
(410) 859-0565 - fax
Courtyard Baltimore Downtown/Inner Harbor
(443) 923-4000
(443) 923-9970 - fax

Holiday Inn—BWI ***
(410) 859-8400
(410) 684-6778 — fax

* no on-site restaurant

** A discounted rate is available for Holiday Inn In-
ner Harbor of $99, to receive this rate call the num-
ber above and mention the PDA-TRI Corporate Rate
(ID# 100196574) when making your reservations.
Rooms are based on availability.

\_

for easier access to and from the Institute.

*** A discounted room rate is also available from
the Holiday Inn—BWI. You must call the number

) above and mention the PDA Corporate Rate (3-PDA)

when making your reservations.

PDA-TRI Thanks the Following...

Sponsors

Abbott Laboratories

Allegiance Healthcare
Corporation

Alma, Inc.

Becton Dickinson
Microbiology Systems

Berkshire Corporation

bioMerieux Vitek, Inc.

Bioscience International

Biotest Diagnostics
Corporation

Bonfiglioli Pharma

Machinery
Bristol-Myers Squibb
Company

Charles River Endosafe

Chemunex, Inc.

Cole-Parmer

Comar, Inc.

Contec, Inc.

Corning, Inc.

DuPont Pharmaceutical Co.

PDA Letter

Dycem Ltd.

Eagle Picher

Eisai U.S.A., Inc.

Electrol Specialties
Company

Environmental Monitoring
Technologies

General Econopak, Inc.

Genesis Machinery
Products, Inc.

GlaxoSmithKline

Helvoet Pharma

IDEXX Laboratories, Inc.

Interpharm

Kimberly Clark, Corp.

KMI/Systems

La Calhene, Inc.

Larson Mardon Wheaton

Micro Diagnostics

Micronova
Manufacturing, Inc.

MIDI Laboratories, Inc.

Millipore Corporation

M.W. Technologies, Inc.

Nalge Co.

Pacific Scientific
Instruments

Pall Corporation

Particle Measuring
Systems, Inc.

PML Microbiologicals

Raven Biologicals, Inc.

Research Equipment Services

Rhone-Poulenc Rorer

Sartorius AG

Siemens Building
Technologies, Inc.

SGM Biotech, Inc.

STERIS Corporation

Veltek Associates, Inc.

VWR Scientific
Products

West Pharmaceutical
Services

Wilco AG

Wyeth-Ayerst Laboratories
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Contributors

Amgen, Inc.

Atlantic Technical Systems

Automated Liquid
Packaging, Inc.

Berkshire Corporation

Charter Medical, Inc.

Chesapeake Biological
Laboratories, Inc.

Cotter Corp.

DuPont Tyvek

Eli Lilly and Co.

Fedegari

Kaye Instruments, Inc.

Kimberly Clark, Corp.

National Instrument Co., Inc.

Neslo, Inc.

Perfex Corporation

Pharmacia

Sievers Instruments, Inc.

Technovation



PDA-TRI Education Courses RegistraTtioNn Form

1. Please type or print your name, address and affiliation.

QO Mr. aMs. aDr. First Name Middle Initial Last Name

Membership Number

Job Title Company

Business Address

City State/Province ZIP/Postal Code

Telephone Fax E-mail

(1 Substituting for (Check only if you are substituting for a previously enrolled colleague; nonmember substituting for

member must pay the additional fee.) LTR 04/03

2. Indicate the course(s) you'd like to attend (please print). Individuals registering at the nonmember rate receive one full
year of PDA membership. Nonmembers registering for multiple events need only pay the nonmember fee once. (If you do NOT want to
become a PDA member, please check here ).

COURSE TITLE COURSE # DATE LOCATION PRICE (member| PRICE (govt. member

or nonmember) | or govt. nonmember)

TOTAL :|$

3. Please check the appropriate box:

1 Check enclosed Charge: 1 MC/EuroCard 1 VISA O AMEX .
Payments must be made to PDA in

US dollars by check drawn on a US
Account Number Exp. Date __ bank, or by American Express,
MasterCard, or VISA.

Name

(exactly as it appears on card) Payment must be included to
Signature Date be considered registered.

4. Return completed form with payment made to:

PDA Federal Tax I.D. #52-1906152
PO. Box 79465

Baltimore, MD 21279-0465 USA

USA Fax: (301) 986-1093 (credit cards only)

Deadline: Enrollment is limited for the benefit of all attendees; this necessitates early registration. Paid registrations must be received one week prior to the event.
Confirmation: Written confirmation will be sent to you once payment is received. You must have this written confirmation to be considered enrolled in a PDA
event. Please allow one week for receipt of confirmation letter.

Substitutions: If a registrant is unable to attend, substitutions are welcome and can be made at any time, even on-site. If you are pre-registering as a substitute
attendee, indicate this on the registration form.

Refunds: Refund requests must be in writing. If received one month prior to start of an event (course series, conference, etc.), a full refund, minus a $55.00
handling fee, will be made. If received two weeks prior to the event, one-half of the registration fee will be refunded. After that time, no refunds will be made.
Event Cancellation: PDA reserves the right to modify the material or instructors without notice or to cancel an event. If the event must be canceled, registrants
will be notified as soon as possible and will receive a full refund of fees paid. PDA will not be responsible for discount airfare penalties or other costs incurred
due to a cancellation.

PDA USE:

Date: Check: Amount: Account:
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Technical & Regulatory Resources Available

PDA Books

Good Practice and Compliance for Electronic Records

Part 1—Good Electronic Records Management
(GERM): Electronic Information Assurance
for the Regulated Industry—Guide to Current
Good Practice for Electronic Records and
Signatures What you need to know about po-

IR sitioning regulated establishments for achieving

electronic information assurance—the concepts
ity and principles that need to be considered when

e building, maintaining, managing and transitioning

=% ﬁ electronic environments—can be found in Good

Electronic Records Management (GERM), Part 1 of

the PDA-ISPE series on Good Practice and Com-

pliance for Electronic Records and Electronic Sig-
natures. Focusing on requirements and concepts
rather than technical implementation details, this
resource document is a valuable tool for the archi-
tects of electronic records environments. Wheth-
er your mission is to define the requirements,
policies and procedures or to construct the physi-

. cal environment, you will find that Good Electron-

e e e ic Records Management (GERM) is a must for your

bookshelf. Key elements of the document include:

prerequisites; electronic records; organizational

LR controls; operations and infrastructure; transac-

tions; records retention; personnel qualification

and training; hybrid systems and controls; legal;
glossary; and further reading.

This document was produced through the col-
laboration of several industry groups (FDA regulat-
ed companies, system suppliers, legal experts, and
consultants). It represents a compendium of current
thinking on good electronic record management
from an FDA regulated industry perspective. GERM
attempts to present these practices at an abstrac-
tion level that is descriptive. The stated practices
and concepts are meant to educate the reader when
considering options for electronic records manage-
ment. No endorsement of specific technologies is
made, nor are there any specifics that direct a stan-
dard for the implementation of concepts. Current
thinking on the topics presented means that this
compendium is intended to evolve as experience
with electronic recordkeeping grows. Application of

published jointly with ISPE

concepts may require a paradigm shift in some or-
ganizations with regard to the treatment of electron-
ic records. Such changes are a conscious business
decision and not an intentional prerequisite for im-
plementation of any of the concepts presented. 2002;
104 pages; $95 PDA members/$190
nonmembers Item No. 19003

Part 2—Complying with 21 CFR Part 11, Elec-
tronic Records and Electronic Signatures This
document has been produced by a Special Interest
Group of the GAMP Forum (pharmaceutical com-
panies, suppliers, consultants and the Medicines
Control Agency in the UK) in order to promote a
better understanding of 21 CFR Part 11. It aims to
provide industry and its suppliers with practical guid-
ance on how to comply with the rule, while high-
lighting and addressing common issues of concern.
The manuscript provides a management process
for achieving and maintaining compliance with 21
CFR Part 11 in manufacturing environments. Specif-
ic guidance is provided for both new and existing
systems in addition to the role of suppliers in sup-
porting this approach. Appendices provide infor-
mation, examples, templates, checklists, and a
lifecycle for the management of electronic docu-
ments that are useful when implementing 21 CFR
Part 11 compliance programs. A Glossary and Ref-
erences List are also included.

Part 2—Complying with 21 CFR Part 11, Electronic
Records and Electronic Signatures; 80 pages; $95
members/$190 nonmembers
Item 19001 (English)

Part 2—Complying with 21 CFR Part 11, Electronic
Records and Electronic Signatures; 80 pages, $95
PDA members/$190 nonmembers
Item 19002 (German)

Part 2—Complying with 21 CFR Part 11, Electronic
Records and Electronic Signatures; 80 pages,
$95 PDA members/$190 nonmembers
(Spanish)—rhe Spanish version must be ordered directly
from: Ediciones VR, Av. Belgrano 3786, Of. #2, (1210) Buenos
Aires, Argentina, Attn: Ms. Florencia Viscaino; E-mail:

subscripciones@edicionesvr.com; Fax: 54 1149314861

Cleaning & Cleaning Validation: A
Biotechnology Perspective Authors: Roger

Chasinng) mnd Brunkow, David Delucia, George Green, Shane Haft,
Lisareng Wikclor John Hyde, John Lindsay, Jill Myers, Robert Murphy,
M Rt John McEntire, Karen Nichols, Ray Prasad, Brenda Ter-

ranova, Jon Voss, Caroline Weil, Edward White; This
book is intended to serve as a source of practical tech-
nical information for those persons in the biotechnolo-
== gy industry. Case studies and/or actual industry

- examples are used to support the text wherever possi-
_--—'- ble. While much of the material contained within this
it text is equally applicable to non-biopharmaceutical
processes, the emphasis has been focused directly
upon biopharmaceutical manufacturing. Section | pro-
vides an in-depth analysis of the design concepts that
lead to cleanable equipment. Also covered are clean-
ing mechanisms and cleaning systems. The first sec-
tion is particularly useful to those persons faced with
the task of designing systems that will be cleaned and

also provides the biochemical background of the
mechanisms associated with the removal of common
biotechnology soils. Section Il focuses on cleaning vali-
dation concepts. While the material is equally useful for
single product cleaning, emphasis is placed upon
multi-product cleaning validation. Included are general
validation principles as they apply to cleaning valida-
tion, a detailed analysis of cleaning process valida-
tion, sampling techniques, analytical methods and
acceptance criteria. The material in Section Il will be
useful to anyone responsible for the development of a
cleaning validation program. Section lll provides an
overview of multi-product biotechnology manufac-
turing procedures. Included is an analysis of the risk
to benefit scenarios associated with the various forms
of product manufacturing, an analysis of changeover
programs, and equipment considerations and materi-
al transport as they are affected by multi-product
manufacturing strategies. 1995; 190 pages; $125
members/$145 nonmembers Item 13002
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Books from PDA-DHI Press

Change Control Soren Schwartz; This manual pro-
vides a well-organized, practical process for the
management of changes to the Information and
Control Systems used in GxP-related operations. 25
pp; $90members/$109 nonmembers Item 17189

Commercial Off-The-Shelf Software Valida-
tion for 21 CFR Part 11 David Netleton and
Janet Gough; Validation clearly is a requirement for
regulatory compliance. Every indication is that the
regulations will focus more and more on electronic
generation of data, data control, and data transfer.
The goal of this book is to provide guidance for
validating commercial, off-the-shelf (COTS) com-
puter software that generates data or controls infor-
mation about products and processes subject to
binding regulations. Drawing upon the authors’ ex-
tensive 21 CFR Part 11 experience, this book offers
a systematic approach to validation, from the de-
termination to validate COTS computer software to
assessing the outcome of the process. It also tells
what measures companies must take to ensure that
systems remain compliant with the binding regula-
tions. It is designed to help readers save countless
hours and dollars in pursuit of compliance. Making
the transition from manual record keeping to the
electronic, paperless arena is not effortless. This
book provides the practical information needed to
ensure understanding of the FDA issued guidance
as they develop systems that will enable them to
go partially or fully electronic. Intrinsic in the FDA
guidance is that electronic systems that control the
research, development, manufacturing, packaging,
and distribution of products undergo validation
and here is the information you need to proceed
with confidence. Hardcover; 130 pp; $229.00 Item
No. 17200

Electronic Records and Electronic Signatures
Compliance Assessment Chris Reid and Barbara
Mullendore; ERES provides practical guidance on
the interpretation of 21CFR Part 11 and the steps
you need to take to address current and future com-
pliance issues. 58 pp; $90 members/$109 nonmem-
bers Item 17177

External Quality Audit, The Janet Gough and
Monica Grimaldi; This book will help you to effec-
tively evaluate suppliers to determine reliability,
quality and value. 100 pp; $120 members/$149
nonmembers Item 17180

Filtration Handbook—Integrity Testing Maik W.
Jornitz and Theodore H. Meltzer; This complete
guide explains the proper performance of filter in-
tegrity testing by clarifying its relationship to
bioburden concerns and assessing its role in filter
validation. It offers practical approaches to the ap-
propriate use of integrity testing, wetting and tem-
perature requirements, the Bubble Point test,
diffusive airflow testing and much more. Numerous
regulatory citations and references complete this
invaluable book. 150 pp; $185 members/$229 non-
members Item 17197

GMP in Practice: Regulatory Expectations for
the Pharmaceutical Industry, 3rd edition
James Vesper; A quick guide to GMP, designed to
simplify and enhance understanding of most of the
current GMP expectations and how they apply to
ongoing tasks in any given pharmaceutical manu-

Technical & Regulatory Resources Available

facturing situation. 224 pp; $105 members/$129
nonmembers Item 17199

Hosting a Compliance Inspection Janet Gough;
This is the guidance you need to host a compli-
ance inspection. 106 pp; $120 members/$149
nonmembers Item 17192

Internal Quality Audit, The Janet Gough and
Monica Grimaldi; This book provides guidance
for performing a systematic internal quality audit
with guidelines and a common sense approach to
an often difficult task. 100 pp; $120 members/$149
nonmembers Item 17179

Introduction to Environmental Monitoring in
Pharmaceutical Areas Michael Jahnke; Topics
discussed include all aspects of cleanrooms, air
handling systems, HAACP and risk analysis along
with numerous useful charts, tables and figures.
104 pp; $90 members/$109 nonmembers Item
17182

Laboratory Systems Validation Testing and
Practice Paul Coombes; This book aims to pro-
vide advice on the thinking and practice found to
be successful and valuable in the validation of
laboratory systems used in the pharmaceutical
and related industries. 113 pp; $120 members/
$149 nonmembers Item 17196

Media Fill Validation Environmental Monitor-
ing During Aseptic Processing Michael
Jahnke; The second in this series of four books.
This edition provides current, practical techniques
that focus on considerations in the preparation and
monitoring of aseptic manufacturing, taking into
account the national and international require-
ments, and guidelines concerning the validation of
aseptic processing. Topics include: Risk analysis,
HAACP, Documentation and qualification; Qualifi-
cation and training of personnel; Scope of valida-
tion; Overall requirements; Release requirements;
Documentation; and Authorization. The guide also
includes an excellent Manufacturing and Testing
Master Batch Record, and 25 extremely valuable
charts, graphs, and figures. 108 pp; $90 members/
$109 nonmembers Item 17181

Microbiological Monitoring of Pharmaceutical
Process Water Michael Jahnke; This Quick
Guide discusses effective microbiological moni-
toring strategies for testing the quality of process
water used in the pharmaceutical industry. 70 pp;
$90 members/$109 nonmembers Item 17193

Microbiological Risk Assessment in
Pharmaceutical Clean Rooms Bengt
Ljungqvist and Berit Reinmuller; This monograph
clearly explains the Limitation of Risk Method (LR-
Method). 17 pp; $75 members/$90
nonmembers Item 17175

Microbiology in Pharmaceutical Manufacturing
Richard Prince, Editor; Providing valuable knowl-
edge for the novice and the expert alike, many of
the world’s greatest pharmaceutical microbiolo-
gists and engineers, as well as other thought lead-
ers, have invested their considerable talents and
prestige in developing this comprehensive collec-
tion of timely information on this critically impor-
tant subject. This book encapsulates current
knowledge in a truly wide array of microbiologi-
cal applications for the reader. It is hoped that this
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Books fromm PDA-DHI Press (continued)

PDA Letter

book will demystify the field of microbiology by

describing it plainly and systematically from vari-
ous scientific, technical, and functional perspec-

tives. 900 pp; $240 members/$299

nonmembers Item 17185

Practical Change Control for Health Care
Manufacturers Angie Jamison; Quick Guide.
124 pp; $120 members/$149 nonmembers Item
17173

Quality Control Systems for the Microbiology
Laboratory: The Key to Successful
Inspections Lucia Clontz; Addresses the main
quality control systems that should be implement-
ed in a microbiology laboratory with a focus on
current issues and inspection trends. 175 pp; $135
members/$169 nonmembers Item 17176

Steam Sterilization—A Practitioner’s
Guide Jeanne Moldenhauer, Editor; Contains
pragmatic details on how to accomplish the tasks
necessary for a sterility assurance program for
steam sterilization processes. Each chapter author
is a subject matter expert and has a minimum of 10
years of hands-on experience in the topics dis-
cussed. The authors use this experience to identify
practical ways to perform research, development,
validation, and production activities associated
with steam sterilization. Many of the chapters in-
clude sample standard procedures or protocols
that may be used as templates to generate docu-
ments for your facility. Other chapters outline and

explain the requirements. The book also provides
guidance for those individuals who are responsible
for the oversight of these processes or those who
wish to update their knowledge. While written pri-
marily for the pharmaceutical industry, much of the
content may be applicable to the food and cosmet-
ic industries as well. While this book does not spe-
cifically address the bulk drug industry, certain
information may be applicable to bulk drug manu-
facturers. Whether your organization is small or
large, this book contains insights and techniques
that will prove invaluable in your effort to develop
and maintain a sterility assurance program for
steam sterilization processes. 740 pp; $215 mem-
bers/$269 nonmembers Item 17183

Understanding Active Pharmaceutical
Ingredients Seigfried Schmitt; Written by a Char-
tered Chemist and Member of the Royal Society of
Chemistry, and edited by Trevor Deeks, this suc-
cinct document provides an overview of APl use,
including regulatory and validation details. 44 pp;
$80 members/$109 nonmembers Item 17188

Understanding GMP: A Practical Guide
Martyn Becker; This ex-MCA inspector, now at Mer-
ck, shares his expertise and perspectives on GMP
regulations, legislation, applications, and practical
challenges and solutions to applying GMP to the
manufacturing environment. 237 pp; $130 member/
$159 nonmember Item 17174

Selected PDA

Technical Reports

TR 36 Current Practices in the Validation of
Aseptic Processing—2001; The validation of
aseptic processing continues to be a major area of
interest within the pharmaceutical industry. Five
years have passed since the last PDA survey on this
subject. While there have been no new broadly ap-
plicable regulations or regulatory guidance since
that time, there has been continued controversy
over the details of aseptic processing and process
simulation practice. Industry practices largely ad-
here to current regulations and guidelines on asep-
tic processing by the European Union, ISO, and
FDA. The impact of PDA's TR 22: Process Simula-
tion Testing for Aseptically Filled Products, is also
apparent. Over time industry methods, practices
and limits have been modified to adapt to the
changing circumstances. The Pharmaceutical Man-
ufacturers Association (now PhRMA) in 1979 and
PDA in 1986, 1992 and 1996 conducted surveys on
this subject that have provided a clearer under-
standing of contemporary industry practice. This
survey addresses the continuing need to track in-
dustry practice in the validation of aseptic process-
ing as it evolves. Questionnaires were sent to 88
firms that specifically agreed to participate with
PDA in this effort. Forty-three responses were re-
ceived representing both US and overseas loca-
tions. The results were tabulated to provide both
raw numerical and a percentage of total respon-

36

dents. The respondents provided comments, either
solicited or voluntarily, after the question. Where
more than one respondent provided essentially the
same response selection and comment, they have
been consolidated and a number appears next to
the response indicating the number of comments of
that type. The nature and extent of the comments re-
ceived were extensive, and for this reason the au-
thors have chosen to combine similar responses.
One of the major benefits of surveying on a regular
basis is the opportunity to follow the evolution of
concepts and practices over time. To that end, this
survey instrument used many questions that were
nearly identical to those asked in 1992 and 1996.
2001; 34 pages; $75 members/$125

nonmembers. Item No. 01036

TR 35 A Proposed Training Model for the Microbio-
logical Function in the Pharmaceutical Industry;
Many firms today have separate departments with
different training requirements. Employees associat-
ed with the Microbiological Function do not always
receive consistent training. This can lead to varying
microbiological control practices within a manufac-
turing facility. This Technical Report was produced
by the PDA Subcommittee on Microbiology Train-
ing, formed in January 2001, to develop an industry
vision and guidance for instituting a step-wise, com-
petency-based training program for microbiologi-
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Selected PDA

Technical Reports (continued)

cal training of individuals engaged in work activities
connected to contamination control and microbio-
logical testing of pharmaceutical articles. 2001; 24

pages; $75 members/$125 nonmembers. Item No.
01035

TR 34 Design and Validation of Isolator Systems
for the Manufacturing and Testing of Health Care
Products; This technical report addresses essential
user requirements for the application of isolator
technology to a broad range of manufacturing, de-
velopment and testing applications in the health
care product manufacturing industry. It covers not
only product sterility assurance, but also the use of
isolators for the containment of hazardous materi-
als. 2001; 25 pages; $75 member/$125
nonmember. Item No. 01034

TR 13 Revised Fundamentals of an Environmental
Monitoring Program; The purpose of this document
is to identify microbiological and particulate control
concepts and principles as they relate to the manufac-
ture of sterile pharmaceutical products. It expands
substantially upon the first edition of Technical Report
No. 13 (Revised), Fundamentals of a Microbiological
Environmental Monitoring Program, published by
PDA in 1990. While this publication cannot possibly
supplant the wealth of information published on this
subject, it provides summary information and appro-
priate references for the reader to consult, if neces-
sary. The objective was to contemporize the first
edition through the utilization of current definitions,
recognition of improved environmental monitoring
procedures, and equipment. This document serves as
a source on clean room environmental test methods,
and although some non-viable particulate and endot-
oxin testing data are included, its primary focus is mi-
crobiological control. The concepts for sterile
product manufacturing are the most stringent applica-
tion, but these concepts can also be applied to non-
sterile product manufacture. The focus is
environmental monitoring as it relates to facility con-
trol and compliance. This document was compiled
to aid in setting up a program that is meaningful,
manageable, and defendable. 2001; 37 pages; $75
member/$125 nonmember. Item No. 01013

TR 33 Evaluation, Validation and Implementation
of New Microbiological Testing Methods; This re-
port is intended to provide a general approach to
the introduction of new microbiology methods in a
government-regulated environment. It is also in-
tended to provide guidance for the successful eval-
uation, validation and implementation of new
microbiological methods needed by the pharma-
ceutical, biotechnology and medical device indus-
tries to assure product quality. These new
methodologies offer significant improvements in
terms of the speed, accuracy, precision and speci-
ficity with which testing can be performed. 2000;
37 pp; $75 members/$125 nonmembers. Item No.
01033

TR 32 Auditing of Suppliers Providing Computer
Products and Services for Regulated Pharmaceu-
tical Operations; Developed in response to an
FDA challenge to develop a standard way to as-
sess the structural integrity of acquired software,
TR 32 was written by the PDA Supplier Auditing
and Qualification Task Group (SA&Q), which includ-
ed pharmaceutical companies, suppliers, auditors
and FDA members who used their experiences
with supplier audits and performed research to
draft a common practice to satisfy industry needs.
The scope of the project included audits of com-
puter products and services and describes how the
SA&Q Task Group, led by George J. Grigonis, Jr.,
Merck and Co., Inc., developed and tested a Pro-
cess Model and Data Collection Tool. Use of these
tools will provide consistent audit information that
can be shared within the industry. December 1999;
277 pp; $90 members/$140 nonmembers (paper
copy; Item No. 01032); CD—$50 members/$75
nonmembers (CD-ROM format; Item No. 01132).

PDA Technical Archive

on CD-ROM

PDA Technical Archive on CD-ROM—PDA Archive
Retrieval System; The PDA Archive will give you
easy access to more than 50 years of research pa-
pers written by highly qualified research scientists
in the pharmaceutical industry. All PDA Journal ar-
ticles, Technical Reports and Monographs, and se-
lected Meeting Proceedings are available on this
fully searchable CD-ROM. The archive is updated
each year adding six issues of the PDA Journal, all
PDA Technical Reports and Monographs, and se-
lected PDA Meeting Proceedings. The archive is a
4-CD set.

Archive (2002 Release)

Price: $395 members/$495 nonmembers.
Item No: 01101

2001 Update

Price: $95 members/$195 nonmembers.
Item No: 01002

For a full listing of

documents available, please contact
PDA or visit our Web site,
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Technical & Regulatory Resources Order Form

Ordering Documents and Publications from PDA

Use this form to order any of these books. If ordering by mail, include a check payable to PDA to the address below. Be
sure to include shipping and handling charges in the total. If ordering by fax, please include all credit card infor-
mation. All orders must include payment. Prices are subject to change at any time.

Name Member No.
Company
Address
City State Country_ Zip/Postal Code
Tel: Fax: E-mail:
Payment type: [] Check drawn on a US bank [ MasterCard [JVISA [JAMEX LTR 04/03
Mail to: PDA
PO. Box 79465 Credit Card # Exp.
Baltimore, MD 21279-0465 USA
Fax: (301) 986-1093 Name
Questions? (301) 656-5900 x133 or as it appears on credit card (please print clearly)
info@pda.org )
Signature
Document No. Title Qty. Price Total
Payment Subtotal
Payments must be made in US dollars, by check drawn on a US bank, or by credit card.
Federal Tax I.D. #52-1906152 Shipping & Handling
Please allow 4-6 weeks for delivery on some items.
5% Tax
Shippin g (MD Residents Only)
Domestic US orders are shipped via UPS Ground. Second-day and Next-day Air service is
available. Call or e-mail for prices. TOTAL
Shipping & Handling Rates for the USA, Puerto Rico & Canada

If your order totals: Add:
$ 15.00 and under $ 5.95

$ 15.01-$ 75.00 $ 7.95
$ 75.01-$150.00 $ 9.95
$150.01-$250.00 $11.95
$250.01 or more $13.95

International orders: Please add 20%, minimum $18.00, maximum $150.00. ltems are
sent priority air, delivery 6-8 weeks, but express service is available for some countries;
please call for details.

PDA USE:
Date: Check: Amount: Acct:
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PDA Chaprter Contacts

New member contact information is forwarded to chapters on an ongoing basis. For immediate
notification of chapter events, please contact your local representative and ask to be placed on

the chapter mailing list.

International Chapters
Australia Chapter
Contact: Robert Sullivan
GlaxoSmithKline Australia

Tel: 61-03-9721-6972

Fax:  61-03-9721-6878
E-mail: rjs78046@gsk.com

Canadian Chapter

Contact: Grace Chin

Pellemon, Inc.

Tel: (416) 422-4056 x230

Fax:  (416) 422-4638

E-mail: grace.chin@snc-lavalin.com

Central Europe Chapter
Contact: Bernard Kronenberg

Bakrona Basel AG Switzerland

Tel: +41-61-681-6262

Fax:  +41-61-691-6326

E-mail: bernard.kronenberg@bakrona.ch

Israel Chapter

Contact: Karen S. Ginsbury
PCI-Pharmaceutical Consulting Israel Ltd.
Tel: +972-3-921-4261

Fax:  +972-3-921-5127

E-mail: kstaylor@netvision.net.il

Italy Chapter

Contact: Vincenzo Baselli

Pall ltalia

Tel: +39-02-477-96217

Fax:  +39-02-423-6908

E-mail: vincenzo_baselli@pall.com
Web site: http://www.pda-it.org

Japan Chapter

Contact: Hiroshi Harada

Tel: +81-3-3815-1681

Fax:  +81-3-3815-1691

E-mail: van@bcasj.or.jp

Web site: http://www.j-pda.jp/index.html

Korea Chapter

Contact: Jong Hwa A. Park

Tel: +82-2-538-9712

Fax:  +82-2-569-9092

E-mail: Jong_Hwa_Park@pall.com

Southeast Asia Chapter
Contact: Dr. K. P. P. Prasad

Wyeth Pharmaceuticals

Tel: +65-6415-2000

Fax:  +65-6415-2008

E-mail: Prasadk@labs.wyeth.com

Taiwan Chapter

Contact: Tuan-Tuan Su

Tel: +8862-2550-9301
Fax:  +8862-2555-4707
E-mail: pdatc@ms17.hinet.net

United Kingdom and
Ireland Chapter

Contact: John Moys

Sartorius

Tel: +44-1372-787-100

Fax:  +44-1372-726-171

E-mail: john.moys@sartorius.com

US Chapters

Capital Area Chapter

Areas Served: MD, DC, VA, WV
Contact: Robert Mello, Ph.D.

PDA-TRI

Tel: (410) 804-2284

Fax:  (410) 455-5802

E-mail: rjmelloT@aol.com

Web site: www.pdacapitalchapter.org

Delaware Valley Chapter
Areas Served: DE, NJ, PA

Contact: Mark Kaiser

Lancaster Laboratories

Tel: (717) 656-2300 x1263

Fax:  (717) 656-2681

E-mail: Mwkaiser@lancasterlabs.com
Web site: www.pdadv.org

Metro Chapter

Areas Served: NJ, NY

Contact: Frank R. Settineri

Chiron Corporation

Tel: (908) 730-1222

Fax:  (908) 730-1217

E-mail: frank_settineri@chiron.com

Midwest Chapter

Areas Served: IL, IN, OH, WI, IA, MN
Contact: Amy Gotham

Northview Labs

Tel: (847) 564-8181 x263

E-mail: PDAMidwest@northviewlabs.com

Mountain States Chapter

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

Pendelton Resources

Tel: (303) 832-8100

Fax:  (303) 832-9346

E-mail: cmdjeff@aol.com

Web site: www.mspda.org

New England Chapter

Areas Served: MA, CT, RI, NH, VT, ME
Contact: Robert A. Pazzano, PD.

VTS Consultants

Tel: (508) 870-0007 x140

Fax:  (508) 870-0224

E-mail: robert_pazzano@vtsinc.net

Southeast Chapter

Areas Served: NC, SC, TN, VA, FL, GA
Contact: Susan Moore

Millipore

Tel: (919) 831-2436

Fax:  (919) 831-2349

E-mail: susan_moore@millipore.com
Web site: www.pdase.org

Southern California Chapter
Areas Served: Southern California

Contact: John Spoden

Allergan

Tel: (714) 246-5834

Fax:  (714) 246-4272

E-mail: spoden_john@allergan.com

Web site: http://www.pda.org/chapters/Web-
site-SoCal/SoCal-index.html

West Coast Chapter
Areas Served: Northern California
Contact: Randall Tedder

Filtrex, Inc.

Tel: (510) 783-3700

Fax:  (510) 783-8715

E-mail: randallt@filtrex.com

PDA

AN INTERNATIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

N/
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PDA Membership ApplicaTion

Return your completed PDA membership application, with payment made to: PDA, PO. Box 79465,

Baltimore, MID 21279-0465 USA or fax it to: (301) 986-1093. (/f form is faxed, it must include necessary credit
card information.)

Member
Info

Please type or print
clearly

Member
Profile

PaymenT

(US Dollars
Only)

Note for USA members:
PDA dues are not tax-
deductible as charitable
contributions under the
Internal Revenue Code
of the United States.
However, the dues may
be deductible as
ordinary and necessary
business expenses.

Last Name

Mr.O Ms.O Dr.O First Name

Ml

Job Title

Company

Address

City

State/Province

Country

Business Phone#

Zip+4/Postal Code
Fax#

E-mail

Business Environment (check only one)
1 Academic

Consultant

Engineering and Construction

Government Regulatory Agency

Industry Supplier

Medical Device Manufacturing

Pharmaceutical Manufacturing

Pharmacy

SNy Iy

Recruiter
Other

()

Professional Interest (check all that apply)
Aerosols

Analytical Chemistry

Biologicals

oo

Biotechnology
Computers

0ooodod

Engineering

[ ELI T A

LTR 04/03

Formulation Development

GMP Compliance/Inspection Trends

Liquids

Maintenance
Manufacturing/Production
Microbiology

Ointments

Ophthalmics

Packaging

Parenterals

Quality Assurance/Quality Control
Regulatory Affairs

Research

Solid Dosage Forms
Sterilization/Aseptic Processing
Training

Validation

Membership dues are non-refundable and non-transferable.

1 Individual Membership ... $195

Please check the appropriate box:

a Check enclosed Charge: 1 MC/EuroCard 1 VISA 1 AMEX

1 Government Agency Employee Member ... $80 You must be an employee of a government agency to qualify for this rate.

Account Number Exp. Date
Name
Signature Date

(exactly as on card)

Federal Tax I.D. #52-1906152

PDA USE:
Date:

Check:

Amount:

Account:
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PDA InTerest Group Contact InformaTion

Biotechnology
Frank Matarrese
Chiron Corporation
4560 Horton Street
Emeryville, CA 94608
Tel: (510) 923-3128
Fax: (510) 923-3375
E-mail—

frank_matarrese@chiron.com

Computer Systems
Barbara L. Meserve

The Hollis Group Inc.
Station Square Two #109
Paoli, PA 19301

Tel: (610) 889-7350
Fax: (610) 296-2339
E-mail—

bmeserve@hollisgroup.com

Contract Manufacturing
Michael R. Porter

Eli Lilly & Company

DC 3852

Eli Lilly Corporate Center
Indianapolis, IN 46285

Tel: (317) 277-2595

Fax: (317) 276-8116

E-mail—

porter_michael _r@lilly.com

Drug-Device
Delivery System
Raymond A. Pritchard
Alkermes, Inc.

88 Sidney Street
Cambridge, MA 02139
Tel: (617) 250-1621
Fax: (617) 494-5504
E-mail—

ray.pritchard@alkermes.com

Filtration

Jack Cole

Jack Cole Associates
115 Turtle Cove Lane
Huntington, NY 11743
Tel: (631) 424-3658
Fax: (631) 424-3658
E-mail—

jvcole@aol.com

GMP Purchasing

Nancy M. Kochevar

Amgen, Inc.

MS 9-1-E

One Amgen Center

Thousand Oaks, CA 91320-1799
Tel: (805) 447-4813

Fax: (805) 447-1904

E-mail—

nancyk@amgen.com

Inspection Trends/
Regulatory Affairs
Robert L. Dana

Elkhorn Associates Inc.
4828 Patrick Place
Liverpool, NY 13088

Tel: (315) 457-3242
Fax: (315) 451-7363
E-mail—
elkhornassoc1@aol.com

Isolation Technology
Dimitri P. Wirchansky
Jacobs Engineering Group, Inc.
Three Tower Bridge

Two Ash Street, Ste. 3000
Conshohocken, PA 19428

Tel: (610) 567-4452

Fax: (610) 238-1100
E-mail—

dimitri.wirchansky @jacobs.com

Lyophilization
Edward H. Trappler
Lyophilization Techology
30 Indian Drive

Ivyland, PA 18974

Tel: (215) 396-8373
Fax: (215) 396-8375
E-mail—

frzdry@Iyo-t.com

Microbiology/

Environmental

Monitoring

Jeanne E. Moldenhauer, Ph.D.

Vectech Pharmaceutical
Consulting, Inc.

16100 W. Port Clinton Rd.

Lincolnshire, IL 60069

Tel: (847) 478-1439

Fax: (847) 478-1745

E-mail—
jeannemoldenhauer@yahoo.com
Ophthalmics

Chris Danford

Alcon Laboratories Inc.
Mail Code Q-108

6201 South Freeway
Ft. Worth, TX 76134
Tel: (817) 551-4014
Fax: (817) 568-7004
E-mail—

chris.danford@alconlabs.com

41

Packaging Science
Edward J. Smith, Ph.D.
Wyeth Pharmaceuticals
2100 Renaissance Blvd.
King of Prussia, PA 19406
Tel: (610) 313-4338
Fax: (610) 313-4644
E-mail—

smithej@wyeth.com

Pharmaceutical Water
Theodore H. Meltzer, Ph.D.
Capitola Consulting Co.

8103 Hampden Lane
Bethesda, MD 20814-1124
Tel: (301) 986-8640

Fax: (301) 986-9085
E-mail—

tedmeltzer(@att.net

Production and
Engineering

Frank Bing

Abbott Laboratories, Inc.
D-968/AP4B

100 Abbott Park Road
Abbott Park, IL 60064-6076
Tel: (847) 937-8191

Fax: (847) 938-6569
E-mail—

frank.bing@abbott.com

Quality Assurance/
Quality Control

Don E. Elinski

Johnson & Johnson Merck
1734 Valette Drive
Lancaster, PA 17602

Tel: (717) 207-3858

Fax: (717) 207-3556
E-mail—
elinski@aol.com

Solid Dosage Forms
Pedro J. Jimenez, Ph.D.
Eli Lilly & Company

Eli Lilly Corporate Center
Indianapolis, IN 46285

Tel: (317) 277-3618

Fax: (317) 276-3618
E-mail—
jimenez_pedro_j@lilly.com

Stability

Rafik H. Bishara, Ph.D

Eli Lilly & Company

DC 2623 Eli Lilly Corporate Center
Indianapolis, IN 46285

Tel: (317) 276-4116

Fax: (317) 276-1838

E-mail—

rhb@lilly.com

Sterilization/
Aseptic Processing
James P. Agalloco
Agalloco & Associates
2162 US Highway 206
Belle Mead, NJ 08502
Tel: (908) 874-7558

Fax: (908) 874-8161
E-mail—

jagalloco@aol.com

Training

Thomas W. Wilkin, Ed.D.
Schering-Plough Corp.

M/S R-40

2000 Galloping Hill Road
Kenilworth, NJ 07083-1328
Tel: (908) 298-5213

Fax: (908) 298-5120
E-mail—
thomas.wilkin@spcorp.com

Vaccines

Frank S. Kohn, Ph.D.

FSK Associate

1899 North Twins Lake Rd.
Manson, IA 50563

Tel: (712) 297-8074

Fax: (712) 297-8074
E-mail—
fsk@lowatelecom.net

Validation

Bohdan M. Ferenc
Qualification Services
116 Route 10
Succasunna, NJ 07876
Tel: (973) 927-9823
Fax: (973) 927-9823
E-mail—

biferenc(@aol.com

Visual Inspection
of Parenterals

John G. Shabushnig, Ph.D.
Pharmacia Corporation
7171 Portage Road

MS 2043-41-104
Kalamazoo, MI 49001-0199
Tel: (269) 833-8906

Fax: (616) 833-9987
E-mail—

john.g.shabushnig@pharmacia.com
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2003 Calendar from back cover
AUGUST
August 11-15, 2003
PDA-TRI Lecture Course: LGMP Trainer’s Qualification Program
PDA-TRI Baltimore, MD

August 14-15, 2003

PDA-TRI Lecture Course: Lompliance Auditing of Cleanrooms and
Controlled Environments

PDA-TRI Baltimore, MD

August 19-21, 2003
PDA-TRI San Francisco Course Series
The Fairmont, San Francisco, CA
PDA-TRI Lecture Courses:
August 19
GMP Fundamentals
August 19-20
Sterile Pharmaceutical Dosage Forms: Basic Principles
Computer-Related Systems Validation
CGMP & Compliance
August 19-21
Introduction to Competency Based Training
August 20
Managing in a GMP Environment
August 21
Good Documentation Practices in the Pharmaceutical Industry
Analytical Problem Solving for CAPA Systems
Annual Product Reviews: How to Comply with FOA & ICH
Requirements

August 21-22, 2003

PDA-TRI Lahoratory Course: Fundamentals of b, F and
Z Value Analysis

PDA-TRI Baltimore, MD

SOLD OUT!

SEPTEMBER

September 3, 2003
UK & Ireland Chapter Meeting 7raining Strategies
Royal Pharmaceutical Society, UK

September 8-12, 2003
2003 PDA/FDA Joint Regulatory Conference, Courses and Tabletop
Exhibits  Navigating Cusrenr GMPs: Catch the Compliance Wave
Conference: September 8-10
Courses: September 11-12
Tabletop Exhibits: September 8-9
Omni Shoreham Hotel, Washington, DC
PDA-TRI Lecture Courses:
September 11
Bigpharmaceutical 04/0C for Senior Management
September 11-12
Cleanroom Management
CGMP & Compliance
Preparing for an FOA Pre-Approval Inspection
Validation of Sterilization Processes
September 12
Application of CIP to the Pharmaceutical Process

SOLD OUT!

September 24-25, 2003

UK & Ireland Chapter Meeting What to Do When Things Go Wrong
Britannia International, Canary Wharf, London, UK

September 29, 2003

PDA Presents Basel Pharmaceutical Forums

UBS Ausbildungs-und Konferenzzentrum, Basel, SWITZERLAND

September 30-October 1, 2003

PDA-TRI Lecture Course: PDA Computer Products Supplier Auditor
Process Model: Auditor Training

PDA-TRI Baltimore, MD

OCTOBER

October 2-3, 2003

PDA-TRI Lahoratory Course: Environmental Mycology
Identification Workshop

PDA-TRI Baltimore, MD

October 13-15, 2003
PDA-TRI Lahoratory Course: Lleaning Validation
PDA-TRI Baltimore, MD

October 20-22, 2003
PDA-TRI Boston Course Series
Radisson Hotel Boston, Boston, MA
PDA-TRI Lecture Courses:
October 20
Beyond the GMP/ISO Basics—Practical Strategies for Fveryday
Compliance
Bioassay Development & Validation
October 20-21
Parenteral Packaging: Rubber, Glass, Plastic and Metal Seals
Everything you Wanted to Know about Environmental Monitoring,
but were Afraid to Ask
October 20-22
GMP Training Manager Workshop
October 21
Maximizing SOPs-An Untapped Resource of Training
Assay Validation
October 22
Achieving CGMP Compliance during Development of a
Biotechnology Product
21.4 Attrilbute Inspection Sampling in a CGMP Environment
Analytical Problem Solving for CAPA Systems
Annual Product Reviews: How to Comply with FDA & ICH
Requirements

October 20-24, 2003
PDA-TRI Lecture Course: LGMP Trainer’s Qualification Program
PDA-TRI Baltimore, MD

SOLD OUT!

NOVEMBER

November 6-7, 2003

PDA-TRI Lahoratory Course: Ensuring Measurement Integrity in
the Validation of Thermal Processes

PDA-TRI Baltimore, MD

November 10-14, 2003
2003 PDA Annual Meeting, Courses and Exhibition
Annual Meeting: November 10-12
Courses: November 13-14
Exhibition: November 10-11
Hilton Atlanta, Atlanta, GA
PDA-TRI Lecture Courses:
November 13
Designing, Monitoring & Validation of Pharmaceutical
Manufacturing Ventilation Systems
Auditing Technigues for CGMP Compliance
November 13-14
Basic Concepts in Cleaning and Cleaning Validation
Computer-Related Systems Validation
A Practical Approach to Aseptic Processing and Contamination
Control
November 14
Managing in a GMP Environment
Change Control & Documentation



GE Kaye

1o our engineers,

accuracy 1s a way of life.

23.5 millimeters
off the top.”

“‘Same as always, Joe.

Our engineers never stop thinking
about accuracy. And it shows in

the Validator® 2000, the benchmark
in thermal validation systems.
Standard-setting features include:

¢ Compliance with FDA 21 CFR
Part 11

¢ Total system accuracy of 0.28°C

¢ Sensor input modules that
minimize sensor handling and
calibration

e Ability to operate stand-alone
or with a PC

¢ Intuitive study setup and
extensive process calculations
that simplify the validation
process

¢ Fully automated sensor
calibration

e Fasily customized reports
for ready access to critical
process data

And the Validator 2000 is backed
by local service and support
around the world. Find out what
our customers have known for
more than 40 years: when there’s
no room for error, trust GE Kaye.
For more information, visit our
website at kayeinstruments.com.

KAYES
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Calendar of Events

APRIL

April 28-29, 2003
PDA-TRI Lahoratory Course: Fnsuring Measurement Integrity in
the Validation of Thermal Processes
PDA-TRI Baltimore, MD
MAY
May 4-7, 2003
PDA Good Electronic Records Management Conference
Achieving FDA Part 11 Compliance with GERM
Conference: May 5-7
Courses/Tutorials: May 4
Westin Hotel, Chicago, IL
Pre-Conference Courses/Tutorials:
May 4
Flectronic Records Management on Trial Managing Electronic
Records: A Practical Approach
What is Part 117
Digital Preservation; Examination of Migration and Emulation
Options

May 5-9, 2003
2003 PDA International Congress, Courses and Tabletop Exhibits
Congress: May 7-9
Courses: May 5-7
Tabletop Exhibits: May 7-8
The Ritz Carlton Millenia, Singapore, SINGAPORE
PDA-TRI Lecture Courses:
May 5-6
A Practical Approach to Aseptic Processing and Contamination
Control
Basic Concepts in Cleaning and Cleaning Validation
Active Pharmaceutical Ingredients: Manufacture & Validation
May 5-7
Requirements and Preparation of Pharmaceutical Grade Waters

SOLD OUT!

May 12-14, 2003

ICH Q7A Training Workshop  Good Manufacturing Practice
Guidance for Active Pharmaceutical Ingredients

Komaba Eminence Hall, Oohashi 2-19-5, Meguro-ku
Tokyo, JAPAN

May 14-16, 2003
PDA-TRI Baltimore Course Series
Wyndham Inner Harbor, Baltimore, MD
PDA-TRI Lecture Courses:
May 14
Environmental Monitoring in Pharmaceutical Manufacturing
Introduction to Writing and Auditing C6MP Documentation
Annual Product Reviews: How to Comply with FOA & ICH
Requirements
May 14-15
Fundamentals of Tableting for Pharmaceutical Scientists
May 14-16
GMP Training Manager Workshop
May 15
Improving Sterile Drug Submissions to the FDA
Beyond the GMP/ISO Basics—Practical Strategies for Fveryday
Compliance
May 15-16
Pharmaceutical Water Systems: A Practical Approach
May 16
21.4 Attrilbute Inspection Sampling in a CGMP Environment
Maximizing SOPS-An Untapped Resource of Training Solutions
Analytical Problem Solving for CAPA Systems

May 15-16, 2003

PDA-TRI Lahoratory Course: Environmental Mycology
Identification Workshop

PDA-TRI Baltimore, MD

May 19-20, 2003

PDA Puerto Rico Conference on Current Issues in
Pharmaceutical Manufacturing

Inter-Continental Hotel, San Juan, Puerto Rico

May 19-21, 2003
PDA-TRI Lahoratory Course: CLleaning Validation
PDA-TRI Baltimore, MD

May 22, 2003
UK & Ireland Chapter Meeting Directive 2001//20/EC and Annex 13
Britannia International, Canary Wharf, London, UK

JUNE

June 6, 2003
PDA Southeast Chapter Golf Outing
Location TBA

June 9-10, 2003

PDA Canada Conference on Current Issues in Pharmaceutical
Manufacturing

Hyatt Vancouver, Vancouver, British Columbia

June 23-25, 2003
PDA-TRI Toronto Course Series
Westin Harbour Castle, Toronto, CANADA
PDA-TRI Lecture Courses:
June 23
Failures/Deviations and Change Control
Achieving CGMP Compliance during Development of a
Biotechnology Product
June 23-24
Basic Concepts in Cleaning and Cleaning Validation
Active Pharmaceutical Ingredients: Manufacture & Validation
CGMP & Compliance
June 23-25
Tablet Formulation
June 24
21.4 Attribute Inspection Sampling in a CGMP Environment
June 24-25
Knowledge & Skills of the Successful QA/GC Manager in the
Pharmaceutical Industry
June 25
Assay Validation
Designing, Monitoring and Validation of Pharmaceutical
Manufacturing Ventilation Systems
Radiation Dosimetry & Calibration

June 23-27, 2003
PDA Italy Chapter Presents Sterile Manufacturing Practices in the
Third Millennium: A Regulatory and Industry Perspective
Melia Milano Hotel, Milan, ITALY
Conference: June 23-25
Course: June 25-27
PDA-TRI Lecture Course:
June 25-27
Design, Engineering and Validation of Isolators for
Pharmaceutical Applications

June 30, 2003

PDA Presents Basel Pharmaceutical Forums

UBS Ausbildungs-und Konferenzzentrum, Basel, SWITZERLAND
JULY

July 15-16, 2003

PDA-TRI Lecture Course:

POA Computer Products Supplier Auditor Process Model:

Auditor Training

PDA-TRI Baltimore, MD continues on page 42



